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ACMS MEETING — Out of session
8 September 2021

IVERMECTIN

Delegate-initiated scheduling proposal and reasons for the proposal

The Delegate is seeking advice from the Advisory Committee on Medicines Scheduling (ACMS)
on a scheduling proposal to amend the current Poisons Standard with respect to oral ivermectin
for human use.

Prescribing for human use

Concerns have been raised regarding the increase in off-label prescribing of oral ivermectin as a
potential therapy for prophylaxis or treatment of COVID-19. Ivermectin is not currently
approved in any OECD countries for COVID-19. However, there has been a noticeable increase in
prescribing of oral ivermectin for this purpose.

There are numerous associated public health risks in relation to this practice. Persons who take
ivermectin for COVID-19 believe themselves to be protected from the disease and decide not to
get vaccinated as part of the national vaccination program. Similarly, persons who take
ivermectin for COVID-19 decide not to get tested for COVID-19 or to seek appropriate medical
care when they develop symptoms. As a result, use of oral ivermectin for unapproved COVID-19
indications has the potential to spread the risk of infection throughout the community.

Oral ivermectin also has the potential for severe adverse events when taken in the high doses
described in social media and other sources for treatment of COVID-19 infection. While oral
ivermectin is generally well-tolerated at the recommended dose for the approved indications,
there is insufficient data to support higher dosages.

STROMECTOL ivermectin 3mg tablet blister pack (AUST R 181338) is the only oral ivermectin
product registered on the Australian Register of Therapeutic Goods (ARTG). It has approved
indications for the treatment of river blindness (onchocerciasis), threadworm involving the
intestines (intestinal strongyloidiasis) and scabies.

The TGA has observed a significant increase in the volume of supply of STROMECTOL over the
last 24 months (see Table 1 below). If this volume of supply is maintained, it has the potential to
lead to material shortages for the treatment of approved indications in Australia. Any shortages
of STROMECTOL would disproportionately impact those in vulnerable communities, in
particular, the Aboriginal and Torres Strait Islander communities.
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Table 1: Total supply (private & PBS prescriptions) August 2019 to July 2021 - packs of Stromectol tablets (ivermectin 3mg)

Month 8/19  9/19  10/19 11/19 12/19 1720  2/20  3/20  4/20 5/20  6/20  7/20

s47

Stromectol
supply
(number
packs)

Month 8/20  9/20  10/20 11/20 12/20 121  2/21  3/21  4/21 5/21  6/21  7/21

s47

Stromectol
supply
(number
packs)

In mid-2021, a national medicines shortage of ivermectin 3 mg was reported to the TGA. While a
national shortage has been resolved, local level shortages in southwestern and western Sydney
have been advised to the TGA.

It is proposed that the specific health risks associated with off-label prescribing and potential
local or national medicine shortages for the approved indications could be mitigated by
restricting off-label prescribing to specialist medical practitioners.

In order to restrict prescribing of ivermectin for off-label indications, the Scheduling Delegate
is proposing to make urgent amendments to the current Poisons Standard to create a new
Appendix D entry for ivermectin (similar to the measures taken for hydroxychloroquine in
March 2020). This is consistent with the scheduling factors for Appendix D outlined in the
Australian Health Ministers’ Advisory Council Scheduling Policy Framework for Medicines and
Chemicals.

The purpose of the amendments would be to limit the use of oral ivermectin for approved
indications only, except when prescribed by certain specialists. Patients suffering, or suspected
to be suffering from, COVID-19 should seek appropriate medical care. It is also noted that
prescribing of approved therapies for COVID-19, sotrovimab and remdesivir, is currently
undertaken by hospital physicians and not general practitioners. There is also a critical need to
ensure that general practitioners (in particular, those treating Aboriginal and Torres Strait
Islander populations, but also more broadly) can continue prescribing ivermectin for approved
indications.

Personal importation:

The personal importation scheme allows for the importation of a maximum of three months’
supply of unregistered products (not included in the ARTG) at the maximum dose recommended
by the manufacturer. If the goods contain Schedule 4 substances, then the importer must have a
written authority issued by a medical practitioner registered under a law of a state or territory
(in practice, a prescription).

The TGA works closely with the Australian Border Force to detect potentially unlawful
importations of therapeutic goods for assessment by the TGA. As a result of this work, detections
of ivermectin have increased significantly in recent months, more than 10-fold. An initial
assessment of these importations by the TGA indicates:
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e Imports referred to the TGA for assessment between July 2021 to early September 2021
include a total of S47  tablets of ivermectin:

0 in most instances, the quantity being imported exceeded the three months’
supply; and

O to date, no valid prescriptions, or other written authorities, have been provided
to the TGA to support the release of the tablets under the personal importation
scheme.

¢ Inthe matters assessed by the TGA to date, the tablets appear to have been
manufactured in India and are presented in 6mg and 12mg dosages, usually in packs of
10. Note that the ARTG registered product is available in packs of 3 x 3mg tablets.

e The referrals received by the TGA from the ABF relate to ivermectin intended for human
(not animal) use.

o The importers contacted to date have confirmed that the respective importation of
ivermectin was intended for the prevention and/or treatment of COVID-19.

Agricultural and veterinary use

There are 185 veterinary products containing ivermectin included in PubCRIS. This includes oral
and injectable products, as well as pour-on or jetting fluid products. It is considered that placing
scheduling restrictions on the supply of veterinary ivermectin would be more difficult to achieve
in terms of specifying evidence to establish appropriate need. Instead, communication and
education activities may be necessary, as well as consultation with the Australian Veterinary
Association and Veterinary Boards.
Current Scheduling
Schedule 4
IVERMECTIN:
for human use; or
for the treatment of mange in dogs
Schedule 5
IVERMECTIN for use in animals:
a. in preparations for the prophylaxis of heartworm in cats and dogs;

b. in the intraruminal implants containing 160mg or less of ivermectin;

c. inpreparations containing 3.5 per cent or less of ivermectin when packed in
child-resistant packaging or in packaging approved by the relevant registration
authority; or

d. in other preparations containing 2 per cent or less of ivermectin.
Schedule 7

IVERMECTIN except when included in Schedule 4 or 5.
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INDEX
IVERMECTIN

Schedule 7
Schedule 5
Schedule 4

Proposed scheduling

Proposal to amend Appendix D to include additional controls to restrict the availability of S4
ivermectin for human use as follows:

Preparations for oral administration of ivermectin may be prescribed for:

(a) anindication that is accepted in relation to the inclusion of ivermectin in tablet dosage
form in the Australian Register of Therapeutic Goods for human therapeutic use (an
accepted indication); or

(b) an indication that is not an accepted indication, when the preparation is prescribed or
authorised by a medical practitioner registered under State or Territory legislation that
forms part of the Health Practitioner Regulation National Law, as a specialist in any of
the following recognised specialties:

= emergency medicine;
= intensive care medicine; and
= infectious disease.

Note: Accepted indications are shown in the public summary of the Australian Register of Therapeutic Goods on the
Therapeutic Goods Administration website at www.tga.gov.au.

Delegate questions

1. Isivermectin used for any other parasitic conditions that would warrant genuine off-
label prescribing by GPs?

2. Isthere an alternative scheduling mechanism to restrict access?
3. Ifso, is the proposed wording appropriate?

4. Are there other specialists that should be reflected in the restrictions, for example,
gastroenterology?
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Attachment 1. Australian Register of Therapeutic Goods (ARTG)

As of 6 September 2021, there was one oral prescription medicine currently included in the
Australian Register of Therapeutic Goods (ARTG) that contains ivermectin as an active
ingredient. The other two products are topical creams (included for information only as no
changes are proposed to the scheduling of these products).

STROMECTROL
ivermectin 3mg
tablet blister pack

VASTREKA
ivermectin 10mg/g
cream

SOOLANTRA
ivermectin 10mg/g
cream

Merck Sharp &
Dohme (Australia)
Pty Ltd

Galderma Australia
Pty Ltd

Galderma Australia
Pty Ltd

Onchocerciasis and intestinal 4
strongyloidiasis
(anguillulosis).

Crusted scabies in conjunction
with topical therapy.

Human sarcoptic scabies when
prior topical treatment has
failed or is contraindicated.

Treatment is only justified when
the diagnosis of scabies has been
established clinically and/or by
parasitological examination.
Without formal diagnosis,
treatment is not justified in case of
pruritis alone.

Topical treatment of inflammatory 4
lesions of rosacea (papulo-
pustular) in adult patients 18
years and over.

Topical treatment of inflammatory 4
lesions of rosacea (papulo-
pustular) in adult patients 18
years and over.

As of 6 September 2021, there were 185 products containing ivermectin on the Public Chemical
Registration Information System Search (PubCRIS).
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Attachment 2: Poisons Standard Appendix D Entries

The Australian Health Ministers’ Advisory Council Scheduling Policy Framework for Medicines
and Chemicals (Version 1.0 January 2018) relevantly provides the following factors in relation to
Appendix D:

Inclusion of a substance in Appendix D may be considered by the Secretary for any human or
veterinary medicine where the assessment of the proposal identifies:

e aspecific health risk that may be mitigated by restricting availability through specialist
medical practitioners; or

e significant potential for illicit diversion and/or abuse which does not warrant inclusion in
Schedule 8 but warrants particular control of possession; or

e aspecific high potential for abuse, particular international treaty restrictions on
availability or other matters of national public health policy which when weighed against
the need for access to the substance, warrants, in addition to inclusion of the substance in
Schedule 4 or 8, further restrictions on access, such as authorisation by the Secretary of the
Department of Health or some other appropriate State/Territory or Commonwealth
authority.

Inclusion of a substance in Appendix D may be made following consultation with the appropriate
advisory committee or a joint meeting, and must take into account the implications for professional

practice by affected healthcare practitioners and regulatory control by the states and territories.

In practice, the controls may be specified in relation to formally recognised specialties.
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1 Preliminary Matters

Document 2
Therapeutic Goods Administration

1.1 Opening of the Meeting

The 35t meeting of the Advisory Committee on Medicines Scheduling ([ACMS]) was held via
videoconference on 08 September 2021.

The meeting was chaired by S22

, who opened the meeting at

10:32 am and welcomed attending members and observers.

Members were informed that the discussions and recommendations of the committee are
confidential until the decisions are published.

A quorum was present. Those present at the meeting were:

Minister Appointments

Standing and invited observers:

Dr Tony GILL
Adj Prof John SKERRITT

Jurisdictional Members

Commonwealth Dept. of Health

Deputy Secretary, Health Products Regulation Group,
Commonwealth Dept. of Health

Ms Gillian MITCHELL First Assistant Secretary, Regulatory Practice and Support
Division, Commonwealth Dept. of Health
Mr Benjamin NOYEN Assistant Secretary, Regulatory Engagement & Planning
Branch, Commonwealth Dept. of Health
S22 Commonwealth Dept. of Health
S22 Commonwealth Dept. of Health
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s22 Commonwealth Dept. of Health

Commonwealth Dept. of Health
Commonwealth Dept. of Health
Commonwealth Dept. of Health
Commonwealth Dept. of Health
Commonwealth Dept. of Health
Commonwealth Dept. of Health
APVMA
APVMA

Apologies
S22

1.2 Conflict of Interest

Conflict of interest declarations were received from all members. Declared conflicts fromS22
S22  ands22 were discussed and it was agreed that they could be present and
fully participate in the committee discussions.

s22

2 Proposed Changes to the Poisons Standard

2.1 lvermectin

The TGA Delegate presented a discussion paper detailing concerns regarding increasing off-label
prescribing of oral ivermectin for the prevention and treatment of COVID-19 and request for
advice on the Delegate’s proposal for an urgent scheduling amendment to place additional
controls on supply of oral ivermectin.

The Committee noted that the TGA has observed a significant increase in the volume of supply of
ivermectin tablets over the last 24 months (private and PBS prescriptions), particularly in July
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and August 2021. Members were also aware of reports from pharmacies of increased prescribing
ivermectin for COVID-19 and of some medical practices promoting the substance for this purpose,
despite ivermectin not being approved for the prevention and treatment of COVID-19. The
Committee noted that ivermectin is not currently registered or approved in any OECD countries
for this purpose.

The Committee agreed that there were significant public health risks associated with the
prescribing of ivermectin for COVID-19, including the likelihood that people who have been
prescribed the substance for this purpose may believe themselves to be protected from the
disease and not get vaccinated or tested and seek appropriate medical care if they developed
symptoms. The Committee was concerned that the practice of prescribing ivermectin for COVID-
19 presented a risk to the community through the spread of the disease as well as the risks to
individuals using it for this purpose.

The Committee also noted that there is only one ARTG registered oral ivermectin product for
human use; STROMECTOL ivermectin 3mg tablet blister pack (AUST R 181338), which has
approved indications for the treatment of river blindness (onchocerciasis), threadworm involving
the intestines (intestinal strongyloidiasis) and scabies. The Committee noted that the increased
prescribing, if sustained, has the potential to lead to shortages, which would particularly impact
Aboriginal and Torres Strait Islander communities who are at more risk of the conditions that
require treatment with ivermectin. The Committee noted that there are topical ivermectin
products registered on the ARTG, which are indicated for rosacea. Members noted that these
products are not being used to treat COVID-19 and the proposed amendments would not impact
topical ivermectin products.

The Committee unanimously agreed that there was a need to urgently restrict prescribing of oral
ivermectin through amendments to the scheduling in the Poisons Standard. The Committee
considered Appendix D entry proposed by the Delegate and discussed whether there were any
other alternative approaches, including amending the Schedule 4 entry to restrict use, as this
would allow for automatic adoption by the states and territories. One member queried whether
Schedule 10 was an option. However, in response, the Committee agreed that ivermectin did not
meet the Schedule 10 factors. The Committee noted that the purpose of Appendix D is to apply
additional controls to Schedule 4 medicines and agreed that creating a new entry in Appendix D
was the most appropriate mechanism for applying additional controls to oral ivermectin
preparations. Some States and Territories noted that Appendix D is not automatically adopted
and jurisdictional controls such as regulation amendment may be necessary.

The Committee noted that the Delegate’s proposed scheduling amendments would not impact
veterinary products. Members were aware of overseas reports of people suffering severe adverse
effects after using ivermectin products intended for animals and raised the possibility of this
practice increasing in Australia in the future. It was noted that placing scheduling restrictions on
the supply of veterinary ivermectin would be more difficult and communication and education
activities may be necessary.

Members considered the wording of the proposed Appendix D entry including whether there was
merit in specifying indications that may or may not be prescribed or allowing for indications that
had been registered or approved for general marketing overseas. Beyond allowing prescribing for
the approved indications, the Committee agreed that it was not necessary to list specific
indications and noted that it would be open to the specialists mentioned in paragraph (b) of the
proposed new Appendix D entry to prescribe oral ivermectin for indications that had been
registered or approved overseas, such as rosacea. The Committee noted that indications are not
required to be documented on a prescription and considered the possibility of requiring the
prescriber to declare on the script that it was being prescribed for an approved indication.
Members noted that such an approach was outside of the scope of the Poisons Standard.
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The Committee recommended the following regarding the proposed Appendix D entry:

The entry should be limited to human therapeutic use.

The word ‘approved ARTG’ indication was preferred to ‘accepted’ indication.

The entry should allow for use in clinical trials that have been approved by the TGA.

The wording should not imply any endorsement of prescribing for unapproved

indications, particularly COVID-19.

e The relevant specialists listed in paragraph (b) should be confined to dermatologists,
gastroenterologists, and infectious diseases specialists, as this would allow for prescribing
for rare parasitic conditions that are not approved indications.

e The preamble ‘an indication that is not an accepted indication’ at the beginning of

paragraph (b) was not entirely necessary.

The Committee requested that the Secretariat consult with relevant organisations to determine
whether there is any use in other parasitic conditions that would warrant genuine off-label
prescribing by GPs in Aboriginal and Torres Strait Islander communities.

The Committee also recommended that any communication about the changes be very clear
about the intent of the restriction, particularly in relation to the risks of using ivermectin for the
treatment and prevention of COVID-19 when it has not been registered or approved for this
purpose.

3 Closure

The Chair closed the meeting at 12:32pm.
s22

S22
Date [08 September 2021]
Chair

35th Meeting of the Advisory Committee on Medicines Scheduling
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National - Total vaccine doses administered

National - Weekly increase - Total vaccine doses recorded

National - Number of people 16 and over who have received at least 1 dose

National - Number of people 16 and over who have received at least 2 doses

National - Population 16 and over

ACT - Administration state - Total vaccine doses administered

NSW - Administration state - Total vaccine doses administered

NT - Administration state - Total vaccine doses administered

QLD - Administration state - Total vaccine doses administered

SA - Administration state - Total vaccine doses administered

TAS - Administration state - Total vaccine doses administered

VIC - Administration state - Total vaccine doses administered

WA - Administration state - Total vaccine doses administered

ACT - Administration state - Weekly increase doses recorded

NSW - Administration state - Weekly increase doses recorded

NT - Administration state - Weekly increase doses recorded

QLD - Administration state - Weekly increase doses recorded

SA - Administration state - Weekly increase doses recorded

TAS - Administration state - Weekly increase doses recorded

VIC - Administration state - Weekly increase doses recorded

WA - Administration state - Weekly increase doses recorded

National - Total doses administered in primary care

ACT - Population 16 and over

NSW - Population 16 and over

NT - Population 16 and over

QLD - Population 16 and over

SA - Population 16 and over

TAS - Population 16 and over

VIC - Population 16 and over

WA - Population 16 and over

ACT - Residence state - Number of people 16 and over who have received at least 1 dose
NSW - Residence state - Number of people 16 and over who have received at least 1 dose
NT - Residence state - Number of people 16 and over who have received at least 1 dose
QLD - Residence state - Number of people 16 and over who have received at least 1 dose
SA - Residence state - Number of people 16 and over who have received at least 1 dose
TAS - Residence state - Number of people 16 and over who have received at least 1 dose
VIC - Residence state - Number of people 16 and over who have received at least 1 dose
WA - Residence state - Number of people 16 and over who have received at least 1 dose
ACT - Residence state - Number of people 16 and over who have received at least 2 doses
NSW - Residence state - Number of people 16 and over who have received at least 2 doses
NT - Residence state - Number of people 16 and over who have received at least 2 doses
QLD - Residence state - Number of people 16 and over who have received at least 2 doses
SA - Residence state - Number of people 16 and over who have received at least 2 doses
TAS - Residence state - Number of people 16 and over who have received at least 2 doses
VIC - Residence state - Number of people 16 and over who have received at least 2 doses
WA - Residence state - Number of people 16 and over who have received at least 2 doses
Age group - 16-19 - Number of people who have received at least 1 dose

Age group - 20-24 - Number of people who have received at least 1 dose

Age group - 25-29 - Number of people who have received at least 1 dose

65,492,360
191,868
20,139,881
19,845,963
20,629,070
2,010,213
20,308,679
628,669
12,339,196
4,580,754
1,493,937
17,031,913
7,098,999
9,407
58,978

583

33,981
18,085
6,204
51,132
13,498
42,154,009
364,811
6,504,442
193,211
4,161,009
1,471,062
465,436
5,279,175
2,185,967
354,221
6,329,413
171,185
3,895,963
1,380,176
444,040
5,190,913
2,114,281
349,038
6,243,425
167,270
3,837,846
1,354,224
436,318
5,126,036
2,087,324
1,122,904
1,521,903
1,727,968
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Age group - 30-34 - Number of people who have received at least 1 dose
Age group - 35-39 - Number of people who have received at least 1 dose
Age group - 40-44 - Number of people who have received at least 1 dose
Age group - 45-49 - Number of people who have received at least 1 dose
Age group - 50-54 - Number of people who have received at least 1 dose
Age group - 55-59 - Number of people who have received at least 1 dose
Age group - 60-64 - Number of people who have received at least 1 dose
Age group - 65-69 - Number of people who have received at least 1 dose
Age group - 70-74 - Number of people who have received at least 1 dose
Age group - 75-79 - Number of people who have received at least 1 dose
Age group - 80-84 - Number of people who have received at least 1 dose
Age group - 85-89 - Number of people who have received at least 1 dose
Age group - 90-94 - Number of people who have received at least 1 dose
Age group - 95+ - Number of people who have received at least 1 dose
Age group - 16-19 - Number of people who have received at least 2 doses
Age group - 20-24 - Number of people who have received at least 2 doses
Age group - 25-29 - Number of people who have received at least 2 doses
Age group - 30-34 - Number of people who have received at least 2 doses
Age group - 35-39 - Number of people who have received at least 2 doses
Age group - 40-44 - Number of people who have received at least 2 doses
Age group - 45-49 - Number of people who have received at least 2 doses
Age group - 50-54 - Number of people who have received at least 2 doses
Age group - 55-59 - Number of people who have received at least 2 doses
Age group - 60-64 - Number of people who have received at least 2 doses
Age group - 65-69 - Number of people who have received at least 2 doses
Age group - 70-74 - Number of people who have received at least 2 doses
Age group - 75-79 - Number of people who have received at least 2 doses
Age group - 80-84 - Number of people who have received at least 2 doses
Age group - 85-89 - Number of people who have received at least 2 doses
Age group - 90-94 - Number of people who have received at least 2 doses
Age group - 95+ - Number of people who have received at least 2 doses
Age group - 95+ - Population

Age group - 90-94 - Population

Age group - 85-89 - Population

Age group - 80-84 - Population

Age group - 75-79 - Population

Age group - 70-74 - Population

Age group - 65-69 - Population

Age group - 60-64 - Population

Age group - 55-59 - Population

Age group - 50-54 - Population

Age group - 45-49 - Population

Age group - 40-44 - Population

Age group - 35-39 - Population

Age group - 30-34 - Population

Age group - 25-29 - Population

Age group - 20-24 - Population

Age group - 16-19 - Population

Age group - 16-19 - F - Number of people who have received at least 1 dose
Age group - 16-19 - M - Number of people who have received at least 1 dose

1,821,666
1,801,979
1,663,089
1,538,408
1,605,343
1,466,589
1,456,597
1,286,915
1,123,626
894,152
563,565
336,124
158,043
51,010
1,099,588
1,487,471
1,686,730
1,783,050
1,772,010
1,640,444
1,521,314
1,589,695
1,451,261
1,440,565
1,272,448
1,113,382
888,220
559,985
333,573
156,331
49,396
49,975
160,981
323,304
545,408
807,195
1,146,773
1,280,143
1,465,025
1,550,507
1,611,554
1,650,035
1,654,500
1,867,387
1,899,620
1,822,031
1,623,384
1,171,248
552,320
569,519
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Age group - 20-24 - F - Number of people who have received at least 1 dose
Age group - 20-24 - M - Number of people who have received at least 1 dose
Age group - 25-29 - F - Number of people who have received at least 1 dose
Age group - 25-29 - M - Number of people who have received at least 1 dose
Age group - 30-34 - F - Number of people who have received at least 1 dose
Age group - 30-34 - M - Number of people who have received at least 1 dose
Age group - 35-39 - F - Number of people who have received at least 1 dose
Age group - 35-39 - M - Number of people who have received at least 1 dose
Age group - 40-44 - F - Number of people who have received at least 1 dose
Age group - 40-44 - M - Number of people who have received at least 1 dose
Age group - 45-49 - F - Number of people who have received at least 1 dose
Age group - 45-49 - M - Number of people who have received at least 1 dose
Age group - 50-54 - F - Number of people who have received at least 1 dose
Age group - 50-54 - M - Number of people who have received at least 1 dose
Age group - 55-59 - F - Number of people who have received at least 1 dose
Age group - 55-59 - M - Number of people who have received at least 1 dose
Age group - 60-64 - F - Number of people who have received at least 1 dose
Age group - 60-64 - M - Number of people who have received at least 1 dose
Age group - 65-69 - F - Number of people who have received at least 1 dose
Age group - 65-69 - M - Number of people who have received at least 1 dose
Age group - 70-74 - F - Number of people who have received at least 1 dose
Age group - 70-74 - M - Number of people who have received at least 1 dose
Age group - 75-79 - F - Number of people who have received at least 1 dose
Age group - 75-79 - M - Number of people who have received at least 1 dose
Age group - 80-84 - F - Number of people who have received at least 1 dose
Age group - 80-84 - M - Number of people who have received at least 1 dose
Age group - 85-89 - F - Number of people who have received at least 1 dose
Age group - 85-89 - M - Number of people who have received at least 1 dose
Age group - 90-94 - F - Number of people who have received at least 1 dose
Age group - 90-94 - M - Number of people who have received at least 1 dose
Age group - 95+ - F - Number of people who have received at least 1 dose
Age group - 95+ - M - Number of people who have received at least 1 dose
Age group - 16-19 - F - Number of people who have received at least 2 doses
Age group - 16-19 - M - Number of people who have received at least 2 doses
Age group - 20-24 - F - Number of people who have received at least 2 doses
Age group - 20-24 - M - Number of people who have received at least 2 doses
Age group - 25-29 - F - Number of people who have received at least 2 doses
Age group - 25-29 - M - Number of people who have received at least 2 doses
Age group - 30-34 - F - Number of people who have received at least 2 doses
Age group - 30-34 - M - Number of people who have received at least 2 doses
Age group - 35-39 - F - Number of people who have received at least 2 doses
Age group - 35-39 - M - Number of people who have received at least 2 doses
Age group - 40-44 - F - Number of people who have received at least 2 doses
Age group - 40-44 - M - Number of people who have received at least 2 doses
Age group - 45-49 - F - Number of people who have received at least 2 doses
Age group - 45-49 - M - Number of people who have received at least 2 doses
Age group - 50-54 - F - Number of people who have received at least 2 doses
Age group - 50-54 - M - Number of people who have received at least 2 doses
Age group - 55-59 - F - Number of people who have received at least 2 doses
Age group - 55-59 - M - Number of people who have received at least 2 doses

745,868
768,928
844,009
872,922
914,734
897,689
907,873
888,514
830,897
828,922
772,322
763,975
812,399
790,933
741,520
722,648
742,542
710,977
661,784
622,074
579,079
542,459
464,020
429,013
304,068
258,917
193,898
141,909
99,925

57,923

36,568

14,325

542,651
556,514
733,049
750,244
827,952
851,426
899,476
877,438
895,922
872,511
821,899
816,522
765,510
754,600
805,730
782,886
734,136
716,098

Document 3



Age group - 60-64 - F - Number of people who have received at least 2 doses

Age group - 60-64 - M - Number of people who have received at least 2 doses

Age group - 65-69 - F - Number of people who have received at least 2 doses

Age group - 65-69 - M - Number of people who have received at least 2 doses

Age group - 70-74 - F - Number of people who have received at least 2 doses

Age group - 70-74 - M - Number of people who have received at least 2 doses

Age group - 75-79 - F - Number of people who have received at least 2 doses

Age group - 75-79 - M - Number of people who have received at least 2 doses

Age group - 80-84 - F - Number of people who have received at least 2 doses

Age group - 80-84 - M - Number of people who have received at least 2 doses

Age group - 85-89 - F - Number of people who have received at least 2 doses

Age group - 85-89 - M - Number of people who have received at least 2 doses

Age group - 90-94 - F - Number of people who have received at least 2 doses

Age group - 90-94 - M - Number of people who have received at least 2 doses

Age group - 95+ - F - Number of people who have received at least 2 doses

Age group - 95+ - M - Number of people who have received at least 2 doses

ACT - Population 12-15

NSW - Population 12-15

NT - Population 12-15

QLD - Population 12-15

SA - Population 12-15

TAS - Population 12-15

VIC - Population 12-15

WA - Population 12-15

National - Population 12-15

ACT - Residence state - Number of people 12-15 who have received at least 1 dose
NSW - Residence state - Number of people 12-15 who have received at least 1 dose
NT - Residence state - Number of people 12-15 who have received at least 1 dose
QLD - Residence state - Number of people 12-15 who have received at least 1 dose
SA - Residence state - Number of people 12-15 who have received at least 1 dose
TAS - Residence state - Number of people 12-15 who have received at least 1 dose
VIC - Residence state - Number of people 12-15 who have received at least 1 dose
WA - Residence state - Number of people 12-15 who have received at least 1 dose
ACT - Residence state - Number of people 12-15 who have received at least 2 doses
NSW - Residence state - Number of people 12-15 who have received at least 2 doses
NT - Residence state - Number of people 12-15 who have received at least 2 doses
QLD - Residence state - Number of people 12-15 who have received at least 2 doses
SA - Residence state - Number of people 12-15 who have received at least 2 doses
TAS - Residence state - Number of people 12-15 who have received at least 2 doses
VIC - Residence state - Number of people 12-15 who have received at least 2 doses
WA - Residence state - Number of people 12-15 who have received at least 2 doses
National - Number of people 16 and over who have received 3 doses

National - Weekly increase - 16 and over who have received 3 doses

ACT - Residence state - 16 and over who have received 3 doses

NSW - Residence state - 16 and over who have received 3 doses

NT - Residence state - 16 and over who have received 3 doses

QLD - Residence state - 16 and over who have received 3 doses

SA - Residence state - 16 and over who have received 3 doses

TAS - Residence state - 16 and over who have received 3 doses

VIC - Residence state - 16 and over who have received 3 doses

734,563
704,755
655,025
616,163
574,537
537,968
461,361
426,357
302,264
257,454
192,469
140,975
98,862
57,389
35,816
14,035
20,888
399,352
13,190
278,225
85,541
27,469
313,711
140,783
1,279,387
19,999
307,001
10,022
194,427
65,625
21,913
261,620
111,505
19,325
289,504
8,850
178,139
61,010
20,488
245,463
101,171
14,368,201
3,911
282,069
4,404,000
132,934
2,511,281
1,030,864
325,755
3,816,274
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WA - Residence state - 16 and over who have received 3 doses

Unknown - Residence state - 16 and over who have received 3 doses

ACT - Residence state - Weekly increase 16 and over who have received 3 doses

NSW - Residence state - Weekly increase 16 and over who have received 3 doses

NT - Residence state - Weekly increase 16 and over who have received 3 doses

QLD - Residence state - Weekly increase 16 and over who have received 3 doses

SA - Residence state - Weekly increase 16 and over who have received 3 doses

TAS - Residence state - Weekly increase 16 and over who have received 3 doses

VIC - Residence state - Weekly increase 16 and over who have received 3 doses

WA - Residence state - Weekly increase 16 and over who have received 3 doses

ACT - Population 5-11

NSW - Population 5-11

NT - Population 5-11

QLD - Population 5-11

SA - Population 5-11

TAS - Population 5-11

VIC - Population 5-11

WA - Population 5-11

National - Population 5-11

ACT - Residence state - Number of people 5-11 who have received at least 1 dose

NSW - Residence state - Number of people 5-11 who have received at least 1 dose

NT - Residence state - Number of people 5-11 who have received at least 1 dose

QLD - Residence state - Number of people 5-11 who have received at least 1 dose

SA - Residence state - Number of people 5-11 who have received at least 1 dose

TAS - Residence state - Number of people 5-11 who have received at least 1 dose

VIC - Residence state - Number of people 5-11 who have received at least 1 dose

WA - Residence state - Number of people 5-11 who have received at least 1 dose

National - Number of people 5-11 who have received at least 1 dose

ACT - Residence state - Number of people 5-11 who have received at least 2 doses

NSW - Residence state - Number of people 5-11 who have received at least 2 doses

NT - Residence state - Number of people 5-11 who have received at least 2 doses

QLD - Residence state - Number of people 5-11 who have received at least 2 doses

SA - Residence state - Number of people 5-11 who have received at least 2 doses

TAS - Residence state - Number of people 5-11 who have received at least 2 doses

VIC - Residence state - Number of people 5-11 who have received at least 2 doses

WA - Residence state - Number of people 5-11 who have received at least 2 doses

National - Number of people 5-11 who have received at least 2 doses

National - Number of people 12-15 who have received at least 1 dose

National - Number of people 12-15 who have received at least 2 doses

ACT - Residence state - Percentage of eligible population 16 and over who have received 3 doses
NSW - Residence state - Percentage of eligible population 16 and over who have received 3 doses
NT - Residence state - Percentage of eligible population 16 and over who have received 3 doses
QLD - Residence state - Percentage of eligible population 16 and over who have received 3 doses
SA - Residence state - Percentage of eligible population 16 and over who have received 3 doses
TAS - Residence state - Percentage of eligible population 16 and over who have received 3 doses
VIC - Residence state - Percentage of eligible population 16 and over who have received 3 doses
WA - Residence state - Percentage of eligible population 16 and over who have received 3 doses
National - Percentage of eligible population 16 and over who have received 3 doses

National - Number of Indigenous people 16 and over who have received 3 doses

National - Percentage of eligible Indigenous population 16 and over who have received 3 doses

1,738,433
126,591
63
1,675
<10
1,060
208

82

977

428
40,719
711,525
25,120
476,567
149,048
45,549
568,488
252,235
2,269,663
29,519
327,379
11,347
187,537
76,144
25,662
297,105
126,703
1,090,140
26,376
270,346
8,158
144,632
61,331
21,468
236,466
97,569
871,057
1,001,886
931,804
80.8%
70.6%
79.5%
65.5%
76.2%
74.7%
74.5%
83.3%
72.4%
247,088
56.6%
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National - Indigenous population 16 and over eligible for a third dose

National - Population 16 and over eligible for a third dose

National - Number of people 16 and over who have received 4 doses

National - Weekly increase - 16 and over who have received 4 doses

ACT - Residence state - 16 and over who have received 4 doses

NSW - Residence state - 16 and over who have received 4 doses

NT - Residence state - 16 and over who have received 4 doses

QLD - Residence state - 16 and over who have received 4 doses

SA - Residence state - 16 and over who have received 4 doses

TAS - Residence state - 16 and over who have received 4 doses

VIC - Residence state - 16 and over who have received 4 doses

WA - Residence state - 16 and over who have received 4 doses

Unknown - Residence state - 16 and over who have received 4 doses

ACT - Residence state - Weekly increase 16 and over who have received 4 doses

NSW - Residence state - Weekly increase 16 and over who have received 4 doses

NT - Residence state - Weekly increase 16 and over who have received 4 doses

QLD - Residence state - Weekly increase 16 and over who have received 4 doses

SA - Residence state - Weekly increase 16 and over who have received 4 doses

TAS - Residence state - Weekly increase 16 and over who have received 4 doses

VIC - Residence state - Weekly increase 16 and over who have received 4 doses

WA - Residence state - Weekly increase 16 and over who have received 4 doses

National - Percentage of eligible population 30 and over who have received 4 doses
National - Percentage of eligible population 65 and over who have received 4 doses
National - Population 30 and over eligible for a fourth dose

National - Population 65 and over eligible for a fourth dose

National - Number of people 65 and over who have received 4 doses

National - Number of people 30 and over who have received at least 1 dose

National - Number of people 30 and over who have received at least 2 doses

National - Number of people 30 and over who have received 3 doses

National - Number of people 30 and over who have received 4 doses

National - Population 30 and over

ACT - Population 30 and over

NSW - Population 30 and over

NT - Population 30 and over

QLD - Population 30 and over

SA - Population 30 and over

TAS - Population 30 and over

VIC - Population 30 and over

WA - Population 30 and over

ACT - Residence state - Number of people 30 and over who have received at least 1 dose
NSW - Residence state - Number of people 30 and over who have received at least 1 dose
NT - Residence state - Number of people 30 and over who have received at least 1 dose
QLD - Residence state - Number of people 30 and over who have received at least 1 dose
SA - Residence state - Number of people 30 and over who have received at least 1 dose
TAS - Residence state - Number of people 30 and over who have received at least 1 dose
VIC - Residence state - Number of people 30 and over who have received at least 1 dose
WA - Residence state - Number of people 30 and over who have received at least 1 dose
ACT - Residence state - Number of people 30 and over who have received at least 2 doses
NSW - Residence state - Number of people 30 and over who have received at least 2 doses
NT - Residence state - Number of people 30 and over who have received at least 2 doses

436,776
19,840,500
5,552,682
23,240
124,230
1,771,644
30,325
1,050,893
433,275
148,162
1,390,718
572,689
30,746

725

7,636

129

3,835
1,670

764

6,759
1,781
45.2%
76.9%
12,135,074
4,020,640
3,092,730
15,767,106
15,572,174
12,172,659
5,489,551
16,012,407
268,806
5,065,001
140,954
3,219,394
1,157,853
368,927
4,079,079
1,709,089
274,712
4,981,249
127,140
3,046,494
1,097,584
353,397
4,056,780
1,657,153
271,166
4,922,311
124,915
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QLD - Residence state - Number of people 30 and over who have received at least 2 doses
SA - Residence state - Number of people 30 and over who have received at least 2 doses
TAS - Residence state - Number of people 30 and over who have received at least 2 doses
VIC - Residence state - Number of people 30 and over who have received at least 2 doses
WA - Residence state - Number of people 30 and over who have received at least 2 doses
ACT - Residence state - Number of people 30 and over who have received 3 doses

NSW - Residence state - Number of people 30 and over who have received 3 doses

NT - Residence state - Number of people 30 and over who have received 3 doses

QLD - Residence state - Number of people 30 and over who have received 3 doses

SA - Residence state - Number of people 30 and over who have received 3 doses

TAS - Residence state - Number of people 30 and over who have received 3 doses

VIC - Residence state - Number of people 30 and over who have received 3 doses

WA - Residence state - Number of people 30 and over who have received 3 doses

ACT - Residence state - Number of people 30 and over who have received 4 doses

NSW - Residence state - Number of people 30 and over who have received 4 doses

NT - Residence state - Number of people 30 and over who have received 4 doses

QLD - Residence state - Number of people 30 and over who have received 4 doses

SA - Residence state - Number of people 30 and over who have received 4 doses

TAS - Residence state - Number of people 30 and over who have received 4 doses

VIC - Residence state - Number of people 30 and over who have received 4 doses

WA - Residence state - Number of people 30 and over who have received 4 doses
National - Number of people 65 and over who have received at least 1 dose

National - Number of people 65 and over who have received at least 2 doses

National - Number of people 65 and over who have received 3 doses

National - Population 65 and over

ACT - Population 65 and over

NSW - Population 65 and over

NT - Population 65 and over

QLD - Population 65 and over

SA - Population 65 and over

TAS - Population 65 and over

VIC - Population 65 and over

WA - Population 65 and over

ACT - Residence state - Number of people 65 and over who have received at least 1 dose
NSW - Residence state - Number of people 65 and over who have received at least 1 dose
NT - Residence state - Number of people 65 and over who have received at least 1 dose
QLD - Residence state - Number of people 65 and over who have received at least 1 dose
SA - Residence state - Number of people 65 and over who have received at least 1 dose
TAS - Residence state - Number of people 65 and over who have received at least 1 dose
VIC - Residence state - Number of people 65 and over who have received at least 1 dose
WA - Residence state - Number of people 65 and over who have received at least 1 dose
ACT - Residence state - Number of people 65 and over who have received at least 2 doses
NSW - Residence state - Number of people 65 and over who have received at least 2 doses
NT - Residence state - Number of people 65 and over who have received at least 2 doses
QLD - Residence state - Number of people 65 and over who have received at least 2 doses
SA - Residence state - Number of people 65 and over who have received at least 2 doses
TAS - Residence state - Number of people 65 and over who have received at least 2 doses
VIC - Residence state - Number of people 65 and over who have received at least 2 doses
WA - Residence state - Number of people 65 and over who have received at least 2 doses
ACT - Residence state - Number of people 65 and over who have received 3 doses

3,009,838
1,081,723
348,526
4,011,657
1,639,730
231,884
3,760,492
105,159
2,184,436
882,254
282,277
3,194,247
1,437,669
121,827
1,750,436
29,632
1,041,638
429,666
146,786
1,372,302
567,203
4,413,435
4,373,835
4,024,861
4,313,779
60,463
1,393,416
21,593
864,448
352,458
116,037
1,072,562
431,884
65,066
1,427,181
20,664
858,935
351,893
115,457
1,102,237
434,651
64,254
1,414,368
20,402
852,556
349,208
114,758
1,091,625
431,587
60,976
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NSW - Residence state - Number of people 65 and over who have received 3 doses

NT - Residence state - Number of people 65 and over who have received 3 doses

QLD - Residence state - Number of people 65 and over who have received 3 doses

SA - Residence state - Number of people 65 and over who have received 3 doses

TAS - Residence state - Number of people 65 and over who have received 3 doses

VIC - Residence state - Number of people 65 and over who have received 3 doses

WA - Residence state - Number of people 65 and over who have received 3 doses

ACT - Residence state - Number of people 65 and over who have received 4 doses

NSW - Residence state - Number of people 65 and over who have received 4 doses

NT - Residence state - Number of people 65 and over who have received 4 doses

QLD - Residence state - Number of people 65 and over who have received 4 doses

SA - Residence state - Number of people 65 and over who have received 4 doses

TAS - Residence state - Number of people 65 and over who have received 4 doses

VIC - Residence state - Number of people 65 and over who have received 4 doses

WA - Residence state - Number of people 65 and over who have received 4 doses

National - Number of Indigenous people 16 and over who have received at least 1 dose

National - Number of Indigenous people 16 and over who have received at least 2 doses

National - Percentage of Indigenous population 16 and over who have received at least 1 dose

National - Percentage of Indigenous population 16 and over who have received at least 2 doses

National - Number of Indigenous people 12-15 who have received at least 1 dose

National - Number of Indigenous people 12-15 who have received at least 2 doses

National - Percentage of Indigenous population 12-15 who have received at least 1 dose

National - Percentage of Indigenous population 12-15 who have received at least 2 doses

ACT - Medicare state - Percentage of Indigenous population 16 and over who have received at least 1 dose
ACT - Medicare state - Percentage of Indigenous population 16 and over who have received at least 2 doses
ACT - Medicare state - Percentage of eligible Indigenous population 16 and over who have received 3 doses
ACT - Medicare state - Percentage of eligible Indigenous population 30 and over who have received 4 doses
NSW - Medicare state - Percentage of Indigenous population 16 and over who have received at least 1 dose
NSW - Medicare state - Percentage of Indigenous population 16 and over who have received at least 2 doses
NSW - Medicare state - Percentage of eligible Indigenous population 16 and over who have received 3 doses
NSW - Medicare state - Percentage of eligible Indigenous population 30 and over who have received 4 doses
NT - Medicare state - Percentage of Indigenous population 16 and over who have received at least 1 dose
NT - Medicare state - Percentage of Indigenous population 16 and over who have received at least 2 doses
NT - Medicare state - Percentage of eligible Indigenous population 16 and over who have received 3 doses
NT - Medicare state - Percentage of eligible Indigenous population 30 and over who have received 4 doses
QLD - Medicare state - Percentage of Indigenous population 16 and over who have received at least 1 dose
QLD - Medicare state - Percentage of Indigenous population 16 and over who have received at least 2 doses
QLD - Medicare state - Percentage of eligible Indigenous population 16 and over who have received 3 doses
QLD - Medicare state - Percentage of eligible Indigenous population 30 and over who have received 4 doses
SA - Medicare state - Percentage of Indigenous population 16 and over who have received at least 1 dose
SA - Medicare state - Percentage of Indigenous population 16 and over who have received at least 2 doses
SA - Medicare state - Percentage of eligible Indigenous population 16 and over who have received 3 doses
SA - Medicare state - Percentage of eligible Indigenous population 30 and over who have received 4 doses
TAS - Medicare state - Percentage of Indigenous population 16 and over who have received at least 1 dose
TAS - Medicare state - Percentage of Indigenous population 16 and over who have received at least 2 doses
TAS - Medicare state - Percentage of eligible Indigenous population 16 and over who have received 3 doses
TAS - Medicare state - Percentage of eligible Indigenous population 30 and over who have received 4 doses
VIC - Medicare state - Percentage of Indigenous population 16 and over who have received at least 1 dose
VIC - Medicare state - Percentage of Indigenous population 16 and over who have received at least 2 doses
VIC - Medicare state - Percentage of eligible Indigenous population 16 and over who have received 3 doses
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1,289,305
18,598
783,712
327,625
108,421
996,885
409,975
51,985
985,709
12,232
613,948
260,487
88,197
748,255
312,805
454,438
437,120
85.5%
82.3%
44,399
37,838
63.3%
54.0%
92.3%
90.2%
65.7%
43.9%
87.8%
86.0%
53.3%
38.5%
90.3%
86.3%
70.1%
26.7%
82.4%
78.8%
49.2%
38.0%
81.4%
76.3%
61.1%
39.1%
89.2%
86.8%
60.2%
42.8%
90.9%
89.0%
62.6%



VIC - Medicare state - Percentage of eligible Indigenous population 30 and over who have received 4 doses

WA - Medicare state - Percentage of Indigenous population 16 and over who have received at least 1 dose

WA - Medicare state - Percentage of Indigenous population 16 and over who have received at least 2 doses

WA - Medicare state - Percentage of eligible Indigenous population 16 and over who have received 3 doses

WA - Medicare state - Percentage of eligible Indigenous population 30 and over who have received 4 doses
Unknown - Medicare state - Percentage of Indigenous population 16 and over who have received at least 1 dose
Unknown - Medicare state - Percentage of Indigenous population 16 and over who have received at least 2 doses
Unknown - Medicare state - Percentage of eligible Indigenous population 16 and over who have received 3 doses
Unknown - Medicare state - Percentage of eligible Indigenous population 30 and over who have received 4 doses
National - Percentage of eligible Indigenous population 30 and over who have received 4 doses

National - Weekly increase - Total doses recorded in primary care

National - Total doses administered - General Practice (incl other Commonwealth)

National - Weekly increase - Total doses recorded - General Practice (incl other Commonwealth)

National - Total doses administered - Pharmacy

National - Weekly increase - Total doses recorded - Pharmacy

ACT - Medicare state - Total doses administered by jurisdictions - primary care

ACT - Medicare state - Weekly increase - Total doses recorded by jurisdictions - primary care

NSW - Medicare state - Total doses administered by jurisdictions - primary care

NSW - Medicare state - Weekly increase - Total doses recorded by jurisdictions - primary care

NT - Medicare state - Total doses administered by jurisdictions - primary care

NT - Medicare state - Weekly increase - Total doses recorded by jurisdictions - primary care

QLD - Medicare state - Total doses administered by jurisdictions - primary care

QLD - Medicare state - Weekly increase - Total doses recorded by jurisdictions - primary care

SA - Medicare state - Total doses administered by jurisdictions - primary care

SA - Medicare state - Weekly increase - Total doses recorded by jurisdictions - primary care

TAS - Medicare state - Total doses administered by jurisdictions - primary care

TAS - Medicare state - Weekly increase - Total doses recorded by jurisdictions - primary care

VIC - Medicare state - Total doses administered by jurisdictions - primary care

VIC - Medicare state - Weekly increase - Total doses recorded by jurisdictions - primary care

WA - Medicare state - Total doses administered by jurisdictions - primary care

WA - Medicare state - Weekly increase - Total doses recorded by jurisdictions - primary care

Unknown - Medicare state - Total doses administered by jurisdictions - primary care

37.0%
87.5%
82.2%
66.2%
30.4%
72.6%
67.7%
51.5%
25.0%
35.6%
184,960
32,492,328
110,162
9,661,681
74,798
710,028
5,459
14,459,693
57,244
242,090
556
8,162,305
34,551
2,604,225
17,854
824,920
6,196
10,449,139
50,616
4,342,951
13,510
358,658

Document 3



Document 3

Based on data from the Australia Immunisation Register as at 11:59pm 22-Mar-2023
Administration state indicates the state where a vaccine was administered.

Residential state may differ from the state where a vaccine was administered.

National population will not equal the sum of listed jurisdictions /age groups / sex due to
a small number of people counted in national population residing in some 'other'
territories, or due to incomplete or missing demographic information
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ACMS MEETING #40
16 NOVEMBER 2022

AGENDA PAPER

lvermectin

Referred scheduling proposal

The delegate! of the Secretary of the Department of Health and Aged Care that is responsible for
medicines scheduling (the Delegate) is seeking advice from the Advisory Committee on Medicines
Scheduling (the Committee) on a scheduling proposal with respect to ivermectin. The applicant has
proposed deletion of the Appendix D entry relating to ivermectin. This will remove the restrictions on
the prescription of ivermectin, which is currently limited to approved indications for general
practitioners and specialists except for those in nominated fields. The restrictions were originally
implemented due to concerns regarding the significant increase in off-label prescribing of ivermectin
for the prevention and treatment of COVID-19.

Proposed scheduling

No changes are proposed for the entries for ivermectin in Schedules 4, 5 or 7. The applicant only
proposes to remove the Appendix D entry for ivermectin, as depicted below:2

Index - Amend Entry
IVERMECTIN

Schedule 7
Schedule 5
Schedule 4
Appendix D, [tem 10

Appendix D - Delete Entry
10. Poisons available only when prescribed or authorised for:

(1) an indication that is accepted by the Secretary of the Australian Government
Department of Health in relation to the inclusion of ivermectin in tablet dosage
form in the Australian Register of Therapeutic Goods (an approved indication);
or

Note: Approved indications are shown in the public summary of the Australian Register of
Therapeutic Goods on the Therapeutic Goods Administration website at www.tga.gov.au.

(2) an indication that is not an approved indication, when the preparation is
prescribed or authorised by a medical practitioner registered under State or

1 For the purposes of s 52D of the Therapeutic Goods Act 1989 (Cth).
2 Proposed additions are shown in green underlined font, proposed deletions are shown in red strikethrough font, and text
without this formatting represents the current text in the Poisons Standard.
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Territory legislation that forms part of the Health Practitioner Regulation National
Law, as a specialist in any of the following specialties or fields of specialty
practices:

(a) dermatology;
(b) gastroenterology and hepatology;
(c) infectious diseases;
(d) paediatric gastroenterology and hepatology;
(e) paediatric infectious diseases; or
(3) use in a clinical trial that is approved by, or notified to, the Secretary of the

Australian Government Department of Health under the Therapeutic Goods Act
1989.

IVERMECTIN in preparations for oral administration for human use.

Summary of applicant’s reasons for the proposal

The listing of ivermectin in Appendix D of the Poisons Standard is irrational, irresponsible,
reckless, negligent, and possibly criminal. It poses a serious threat to public safety and may have
caused the unnecessary deaths of thousands of Australians by preventing general practitioners
from effectively treating their patients.

Ivermectin is a safe, cheap, and effective medication that may prevent 44 per cent of COVID-19
infections3 and may prevent serious illness and death caused by COVID-19 infections. Ivermectin is
well tolerated at doses well beyond those that are typically prescribed for approved indications,
which is at odds with the reasoning provided for the Appendix D entry. The AusPAR for
ivermectin# cites good tolerability and no safety concerns at doses ranging from 30 mg to 120 mg,
which is up to 10 times the typical dose for the treatment of scabies.

The Appendix D listing removes patient choice, and forces patients to access ivermectin on the
black market or to use veterinary preparations of ivermectin. This unsupervised use of ivermectin
is unsafe, caused by an undue change to the Poisons Standard which has the opposite effect to that
which was intended.

There is no evidence that general practitioners had been prescribing ivermectin unsafely or that
this prescribing was undesirable prior to the inclusion of the Appendix D entry for ivermectin.
Further, there is no evidence that ivermectin is unsafe when prescribed by doctors and dispensed
by pharmacists.

Vaccines against COVID-19 have not been completely effective and there is an unmet demand for
an effective alternative treatment. Rising infection rates could also be ameliorated by the
prophylactic use of ivermectin. The use of ivermectin in African countries and the corresponding
relatively low rate of COVID-19 infection in these countries supports claims of the efficacy of
ivermectin for this purpose and is supported by a considerable volume of published literature.

3 Cureus | Ivermectin Prophylaxis Used for COVID-19: A Citywide, Prospective, Observational Study of 223,128 Subjects Using
Propensity Score Matching
4 Ivermectin AusPAR https://www.tga.gov.au/sites/default/files/auspar-ivermectin-131030.pdf
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o The original decision to place ivermectin into Appendix D was based on research indicating that
ivermectin is ineffective in preventing or treating COVID-19. There was a failure to consider if
counterfeit ivermectin could explain some or all of the negative research upon which the decision
was based.

Scheduling history

e [vermectin was first recommended for scheduling by the National Drugs and Poisons Scheduling
Committee (NDPSC) in November 1981. A Schedule 7 entry was created for ivermectin for
approved research purposes only.

e In August 1983, the NDPSC recommended creation of a new Schedule 4 entry for preparations
containing 2 per cent or less of ivermectin, for the treatment of internal parasites in horses. The
NDPSC specified that the entry should includes the words “not for human consumption”. This
recommendation was later rejected due to the lack of available chronic toxicity data and the
expected difficulty with ensuring the product is used in horses only.

e In May 1988, the Drugs and Poisons Scheduling Committee (DPSC) considered a scheduling
proposal for ivermectin in dogs for the treatment of heartworm. Based on the data received, the
DPSC recommended a new Schedule 4 entry for preparations of ivermectin in packs of 6 tablets or
less for the treatment of heart worms in dogs. The limit on pack size was removed after the May
1989 meeting of the DPSC, and the entry was expanded to include the treatment of cats in
February 1995.

e The Schedule 6 entry for ivermectin was expanded by the DPSC on multiple occasions to include
various veterinary preparations until August 1994, when all such preparations containing 2 per
cent or less of ivermectin were moved to Schedule 6 (except those already regarded as Schedule 4
medicines).

e In February 1996, the NDPSC recommended down-scheduling veterinary preparations for internal
use containing 2 per cent or less of ivermectin from Schedule 6 to Schedule 5 (except when
included in Schedule 4). The existing Schedule 6 entry was amended to capture veterinary
ivermectin for external use. In August 1996, this distinction between internal and external
preparations was removed by the deletion of the Schedule 6 entry.

e In November 2000, the Schedule 4 entry was amended to capture human use of ivermectin for the
first time. Preparations of ivermectin previously classified as prescription-only medicines (those
containing less than 2 per cent of ivermectin for the treatment of cats and dogs) were therefore
moved to Schedule 5.

e Inan out of session meeting of the Advisory Committee on Medicines Scheduling in September
2021, anew Appendix D entry for ivermectin was recommended in response to concerns of a
considerable increase in off-label prescribing to treat and prevent COVID-19. The new entry meant
that while the substance could still be prescribed by general practitioners for approved indications
such as the treatment of parasitic infections, off-label prescription of ivermectin was restricted to
certain specialists outlined in the Appendix D entry.

Australian regulations
e According to the TGA Ingredient Database,> ivermectin is:

— available for use as an Active Ingredient in Biologicals, Export Only and Prescription
Medicines;

5 TGA Ingredient Database https://www.ebs.tga.gov.au/

IVERMECTIN
ACMS #40 November 2022 Page 3 of 10
D22-5879492


el://D22-5879492/?db=A7&open
https://www.ebs.tga.gov.au/
https://www.ebs.tga.gov.au/

Document 4

— available for use as an Excipient Ingredient in Biologicals, Devices and Prescription
Medicines;

— notavailable as an Equivalent Ingredient in any application.

e Asof October 2022, there were 3 medicines currently active on the Australian Register of
Therapeutic Goods (ARTG)¢ that contain ivermectin as an active ingredient, all available as
prescription-only medicines. This includes one oral dosage form (STROMECTOL 3 mg tablets).

e [vermectin is not permitted to be included in listed medicines as it is not included in the
Therapeutic Goods (Permissible Ingredients) Determination” No.4 of 2022.

o The TGA prescribing medicines in pregnancy database8 classifies ivermectin as:

Ivermectin B3 Antimicrobials Anthelmintics

Category B3 - Drugs which have been taken by only a limited number of pregnant women and women of childbearing age, without
an increase in the frequency of malformation or other direct or indirect harmful effects on the human foetus having been observed.

Studies in animals have shown evidence of an increased occurrence of foetal damage, the significance of which is considered
uncertain in humans.

e There are no warning statements pertaining to ivermectin in the Therapeutic Goods (Medicines
Advisory Statements) Specification 2019.9

e From January 2012 to October 2022, there were 15 reports of adverse events for products
containing ivermectin as an active ingredient on the Database of Adverse Event Notifications
(DAEN),10 with 9 reports where ivermectin was the single suspected medicine. The recorded
adverse events were widely varied in nature.

e Asof October 2022, there were 186 products containing ivermectin as an active constituent listed
on the Public Chemical Registration Information System Search (PubCRIS).11

e In2015-2020 there were 15 adverse experiences recorded for ivermectin in the APVMA Adverse
Experience Reporting Program database (AERP).12 These included 11 incidents classified as
related to animal health and one related to human health.

International regulations

e The Health Canada Drug Product Database!3 lists 20 marketed products containing ivermectin,
including 2 prescription-only medicines for human use (one oral tablet and one topical cream).

6 ARTG database https://www.tga.gov.au/artg

7 Therapeutic Goods (Permissible Ingredients) Determination
https://www.legislation.gov.au/Search/Therapeutic%20Goods%20$LB$Permissible%20Ingredients$RB$%20Determinatio
n

8 TGA prescribing medicines in pregnancy database https://www.tga.gov.au/prescribing-medicines-pregnancy-database
9 Therapeutic Goods (Medicines Advisory Statements) Specification 2019
https://www.legislation.gov.au/Details/F2019L00213

10 Database of Adverse Event Notifications (DAEN) https://apps.tga.gov.au/Prod/daen/daen-entry.aspx

11 Public Chemical Registration Information System Search (PubCRIS) https://portal.apvma.gov.au/pubcris

12 APVMA Adverse Experience Reporting Program database (AERP) https://apvma.gov.au/node/10946

13 Health Canada Drug Product Database https://health-products.canada.ca/dpd-bdpp/index-eng.jsp
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o The Medsafe (New Zealand Medicines and Medical Devices Safety Authority) Medicines
Classification Database!4 lists ivermectin as a prescription-only medicine.

e The United States Food and Drug Administration Orange Book?> lists 8 products containing
ivermectin, including two prescription-only oral dosage forms (tablets).

o The European Commission lists 95 products containing ivermectin in the Union Register of
medicinal products.16 All products listed are for veterinary use.

e The Health Products Regulatory Authority of Ireland!” regulates two products containing
ivermectin. Both are topical creams that are available by prescription-only.

International advice and recommendations

o The World Health Organization!8 recommends not to use ivermectin in patients with COVID-19
except in the context of a clinical trial.

e The United States National Institutes of Health® recommends against the use of ivermectin for the
treatment of COVID-19, except in clinical trials.

e Ivermectin is not approved by the US Food and Drug Administration?? for the treatment or
prevention of COVID-19.

e The Journal of the American Medical Association (JAMA) published results of the ongoing ACTIV-6
trial into the effectiveness of ivermectin in treating mild to moderate COVID-19 on 21 October,
2022. The investigation detailed a randomised, double-blind, placebo-controlled study of 1800
participants. The study found that ivermectin did not significantly improve recovery time
compared to placebo after 3 days treatment (see Attachment B).

14 Medsafe Medicines Classification Database https://www.medsafe.govt.nz/profs/class/classintro.asp

15 US FDA Orange Book https://www.accessdata.fda.gov/scripts/cder/ob/search_product.cfm

16 European Commission Union Register of medicinal products https://ec.europa.eu/health/documents/community-
register/html/reg_index_inn.htm

17 HPRA https://www.hpra.ie/homepage /medicines/medicines-information/find-a-
medicine/results/item?compare=PA22743/015/001,PPA23176/014/001

18 WHO Therapeutic and COVID-19: living guideline https://www.who.int/publications/i/item/WHO0-2019-nCoV-
therapeutics-2022.4

19 NIH COVID-19 Treatment Guidelines https://www.covid19treatmentguidelines.nih.gov/therapies/antiviral-
therapy/ivermectin/?ACSTrackingID=USCDC_1052-
DM74752&ACSTrackingLabel=Ivermectin%20Products%20are%20Not%20Approved%20by%20FDA%20to%20Prevent%?2
00r%20Treat%20COVID-19&deliveryName=USCDC_1052-DM74752

20 US FDA: Why you should not use ivermectin to treat or prevent COVID 19 https://www.fda.gov/consumers/consumer-
updates/why-you-should-not-use-ivermectin-treat-or-prevent-covid-19
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Substance summary

Table 1: Chemical information for ivermectin

Chemical structure

Molecular formula C47H72014

CAS numbers 70288-86-7

IUPAC and/or common 22,23-Dihydroabamectin; 22,23-dihydroavermectin B1; 22,23-dihydro C-076B1
and/or other names

Table 2: Acute toxicity end-points for ivermectin21

Acute oral toxicity Rat LDso: 50 mg/kg Schedule 7
Acute oral toxicity Mouse LDso: 25 mg/kg N/A

Acute oral toxicity Monkey LDso>24 mg/kg N/A

Acute inhalational toxicity Rat LC505.11 mg/Lfor 1 hr  Schedule 7
Eye irritation Rabbit Mild eye irritant Schedule 5
Skin irritation Rabbit Non-irritant Nil

Pre-meeting public submissions

A total of 17 public submissions were received through the consultation portal, with 12 supportive
and 5 opposing the proposal (see Attachment C). All included a written component.

21 Merck MSDS for ivermectin formulation https://www.merck.com/docs/product/safety-data-sheets/ah-
sds/Ivermectin%20(3.5_pct)%20Formulation_AH_MX_EN.pdf
22 See TGA website for SPF classification guideline AHMAC - Scheduling policy framework for medicines and chemicals

IVERMECTIN
ACMS #40 November 2022 Page 6 of 10
D22-5879492


el://D22-5879492/?db=A7&open
https://www.merck.com/docs/product/safety-data-sheets/ah-sds/Ivermectin%20(3.5_pct)%20Formulation_AH_MX_EN.pdf
https://www.merck.com/docs/product/safety-data-sheets/ah-sds/Ivermectin%20(3.5_pct)%20Formulation_AH_MX_EN.pdf
https://www.tga.gov.au/publication/ahmac-scheduling-policy-framework-medicines-and-chemicals

Document 4

Main points in support:

The proposal should be approved in consideration of the current spread of COVID-19 infection,
despite high levels of immunisation. This will improve patient safety, alleviate pressures on the
public and private health systems and move Australia’s health policy for the treatment of COVID-
19 toward a multi-therapy strategy. It will also allow access to effective alternatives for those
patients who cannot tolerate existing treatments and prophylaxis.

The primacy of the doctor/patient relationship within medicine stands firmly opposed to the
placement of excessive constraint on the clinical judgement of doctors. Now that Australian
vaccination rates have risen to such high levels, it is appropriate to re-evaluate the previous
decision.

There are a considerable number of studies purporting the use of ivermectin for the treatment and
prevention of COVID-19, in addition to the apparent benefits when ivermectin is used for this
purpose overseas. These include:

— extensive toxicological and clinical safety data in relation to ivermectin

— meta-analyses and reviews of the published medical literature concerning clinical trials of
ivermectin

— individual important clinical studies of ivermectin (several of these studies have become
available subsequent to the imposition of restrictions on ivermectin prescribing)

— accounts of the successful national ivermectin programs used by several countries in relation
to COVID-19

— specific rebuttals in response to key publications which purport to argue against the safe and
effective use of ivermectin.

Main points in opposition:

The recommendation against the use of ivermectin as a treatment against COVID-19 by the
National COVID-19 Clinical Evidence Taskforce remains, and ivermectin is not listed as a
recommended treatment on the National COVID-19 Clinical Evidence Guidelines. Measures other
than the use of Appendix D to regulate off-label prescribing may need to be considered.

The evidence base for ivermectin in the treatment of COVID-19 remains poor, with the Cochrane
Review in 2021 concluding uncertainty in the limited evidence base and noting that most studies
assessing ivermectin in the prevention and treatment of COVID-19 were small and of poor quality.
With respect to public safety the current restrictions remain appropriate.

Approved treatments for COVID-19 are readily available. Patients who are prescribed and
dispensed ivermectin by their doctors and pharmacists are being treated with sub-optimal
treatment that is not supported by National COVID-19 Clinical Evidence Guidelines.

Since the Appendix D amendment was implemented in Sept 2021, there have been 35 calls to the
Poisons Information Centre regarding exposures to ivermectin, which was being inappropriately
used for COVID-19 treatment or prevention. Seventeen calls resulted from the use of veterinary
products, 11 were products available on prescriptions in Australia, 3 were purchased from
overseas and in 4 cases the source was unclear, demonstrating a continued demand from
consumers for the unapproved use of ivermectin. If the restrictions on prescribing of ivermectin
were removed, it is likely these numbers of inappropriate use would be much higher.
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Internal consultation
The following sections at the TGA submitted feedback on the scheduling proposal:
e Regulatory Compliance Branch (RCB)

— RCB notes that the advertisement of ivermectin to the public for any purpose continues to
remain illegal. Additionally, there are currently no medicines containing ivermectin as an
active ingredient that are approved to treat the indication of COVID-19 infection. As such, it
remains an offence to promote ivermectin for this purpose to and by medical practitioners.

e Medicines Shortages Section provided the following data detailing wholesale supplies of
Stromectol 3 mg tablets in Australia - the only oral dosage form of ivermectin on the ARTG - since
January 2021, noting that the Appendix D entry for ivermectin was introduced into the Poisons
Standard in September 2021:

STROMECTOL wholesale volume (units)
18000
16000
14000
12000
10000
8000
6000
4000

2000

Delegate’s specific issues and questions to be considered by the Committee
The Medicines Scheduling Delegate seeks advice from the Committee on the following questions:
1. Is it appropriate to maintain the current Appendix D entry for ivermectin in the Poisons Standard?

2. If not, are there are other scheduling measures that should be undertaken to ensure the
appropriate use of products containing ivermectin?

OPTIONS
OPTION 1
The Committee recommends that the current scheduling of ivermectin remains appropriate.

OPTION 2
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The Committee recommends that the Appendix D entry for IVERMECTIN be amended as follows:

Appendix D - Delete Entry
10. Poisons available only when prescribed or authorised for:

(D an indication that is accepted by the Secretary of the Australian Government
Department of Health in relation to the inclusion of ivermectin in tablet dosage
form in the Australian Register of Therapeutic Goods (an approved
indication); or

Note: Approved indications are shown in the public summary of the Australian
Register of Therapeutic Goods on the Therapeutic Goods Administration
website at www.tga.gov.au.

(2) an indication that is not an approved indication, when the preparation is
prescribed or authorised by a medical practitioner registered under State or
Territory legislation that forms part of the Health Practitioner Regulation
National Law, as a specialist in any of the following specialties or fields of
specialty practices:

(a) dermatology;
(b) gastroenterology and hepatology;
(c) infectious diseases;
(d) paediatric gastroenterology and hepatology;
(e) paediatric infectious diseases; or
(3) use in a clinical trial that is approved by, or notified to, the Secretary of the

Australian Government Department of Health under the Therapeutic Goods Act
1989.

IVERMECTIN in preparations for oral administration for human use.

IMPLEMENTATION DATE

The Committee is asked to discuss and consider the resolutions with an implementation date of
1 June 2023/1 October 2023 /1 February 2024.

RECOMMENDATION FOR OTHER ACTION BY THE DELEGATE

ATTACHMENTS
Attachment A: Application to amend the Poisons Standard with respect to ivermectin (D22-5816413)

Attachment B: Pre-meeting public submissions (D22-5952811)
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Attachment C: JAMA Original Investigation: Effect of Ivermectin vs Placebo on Time to Sustained
Recovery in Outpatients With Mild to Moderate COVID-19. Published 21 October 2022. (D22-6018745)
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Application to delete the Appendix D, Item 10 listing for lvermectin

13 August 2022

Paragraphs 2 and 54 ("44% of" replacing "86% of") corrected and
resubmitted 20th August 2022.

S22

S22

South Wangaratta Medical Centre

47-51 Joyce Way Wangaratta Victoria 3677

This application contains no material claimed to be commercial-in-confidence
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APPLICANT’S DETAILS

1 Applicant’s name S22
2 Applicant’s Business Address South Wangaratta Medical Centre
47-51 Joyce Way

Wangaratta Victoria 3677

3 Business name (if applicable) n/a

4 Date of submission 14" August 2022
5 Contact person S22

6 E-mail Address of contact person S22

7 Postal address of contact person S22

8 Phone Number of contact person S22

9 Fax Number of contact person S22
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DECLARATION

1,522
e Declare that the information provided in this application is true and current; and

522 . | am well qualified to
make this application because of my education, training and experiences2?2

and

e | declare that | have no competing interests or conflicts of interest in making this

application; and

e | undertake not to publicly disclose the notices of interim decision or final decision in
respect of this application, until (if relevant i.e. following referral to an expert advisory
committee) these documents are published pursuant to subsections 42ZCZP and

427CZS of the Therapeutic Goods Regulations 1990, respectively.

s22 Date: 13" August 2022
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PART 1 —- SUMMARY OF THE APPLICATION

PROPOSED SCHEDULING / RESCHEDULING OR OTHER
CHANGE TO THE POISONS STANDARD

s22

| request the Appendix D, Item 10 listing (listing) for ivermectin in the Poisons
Standard that was included on the 11th September 2021 be deleted in its entirety in
order to allow general practitioners to prescribe ivermectin safely and effectively for

patients who wish to use ivermectin off-label to prevent and treat Covid-19.

The basis for this request is that the Appendix D listing for ivermectin is clearly
irrational, irresponsible, reckless, negligent and possibly criminal, because it poses a
serious threat to public safety and may have caused the unnecessary deaths of
thousands of Australians by preventing general practitioners from treating their
patients with a safe and effective and cheap medication that may prevent 44% of
Covid-19 infections and may prevent serious illness and death caused by Covid-19

infections

The listing forces patients to access ivermectin on the black market, or to use
veterinarian ivermectin, and to use it without medical or pharmaceutical supervision,
while simultaneously preventing the safe prescribing of ivermectin by doctors and the
safe dispensing of ivermectin by pharmacists, for the prevention and treatment of
Covid-19. The listing itself is unsafe and irrational and has the opposite effect to that

which was intended.

There was never any rational basis for the Appendix D, Item 10 listing for ivermectin
in the Poisons Standard. The listing provides for additional controls on possession
and supply of poisons included in schedules 4 and 8. There was never, at any time, a
specific health risk that could be mitigated by restricting off-label prescribing of
ivermectin to dermatologists and gastroenterologists. There was never any evidence
that specialist General Practitioners have been prescribing ivermectin unsafely or

that the prescribing by General Practitioners was undesirable.
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The TGA has been aware that ivermectin is safe in the doses used in the prophylaxis
and treatment of Covid-19 since 2013, when it undertook a rigorous analysis of the
safety of ivermectin which was published in a 2013 AUSPAR.

There is no evidence that ivermectin is unsafe when prescribed by doctors and
dispensed by pharmacists. There is evidence that ivermectin is an effective
prophylactic and treatment for Covid-10. This application is based on a harm
minimisation approach to patient care. The listing is causing harm separately to the

question of the efficacy of ivermectin, in and of itself.

The use of ivermectin by Australians will be safer if the listing is deleted, because

doctors and pharmacists can then be involved in the use of ivermectin by patients.

There is a strong possibility, based on published research, that ivermectin may help
prevent and also treat Covid-19. It is unethical, immoral and possibly criminal to
withhold a safe and effective prophylactic and/or treatment from the Australian
publice when there is no rational basis for preventing Australians from accessing

ivermectin safely.

The Appendix D, Item 10 listing appears to be a political act that is designed to
support the government and public health authorities, rather than medicine or

science or logic.

SUGGESTED SCHEDULING OR OTHER WORDING

10.

1.

| do not suggest re-scheduling of ivermectin. lvermectin should remain in schedule 4.
This schedule is appropriate and provides for ivermectin to be prescribed and

dispensed safely, in contrast to the effect of the listing.

I do not suggest other wording. | request deletion of the Appendix D, Item 10 listing

for ivermectin in its entirety.

Schedule N — Proposed New Entry/Amendment

12.

s22

The proposed amendment of the Poisons Standard is the deletion of the Appendix D,

Item 10 listing for Ivermectin which was inserted on the 11th of September 2021.
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SUBSTANCE SUMMARY

13.

14.

15.

16.

The CAS ID of ivermectin is 70288-86-7.

The chemical structure, toxicity and pharmacology of ivermectin is well known to the
department. Details can be found in the department's 2013 AUSPAR for ivermectin.
Ivermectin has been registered and widely used in Australia since the 1980s. The
AUSPAR for ivermectin can be found here:

https://www.tga.gov.au/auspar/auspar-ivermectin

Relevantly, the most recent MSD safety data continues to confirm the wide
therapeutic window of ivermectin treatment. The complete MSD Safety Data Sheet
can be found here: MSD Safety Data for lvermection 26/3/2022
https://www.merck.com/docs/product/safety-data-sheets/hh-sds/Ivermectin%20Solid
%Z20Formulation_HH_IN_6N.pdf

MSD Safety Data Sheet 26 March 2022:

Acute oral toxicity :  LD50 (Rat): 50 mg/kg
LD50 (Mouse): 25 mg/kg
LD50 (Monkey): > 24 mg/kg

Target Organs: Central nervous system
Symptoms: Vomiting, Dilatation of the pupil

Remarks: No mortality observed at this dose

OVERVIEW

17.

s22

Ivermectin is a safe and effective drug that has been used in humans since the
1980s. It is available in 3mg tablets in Australia, and is funded under the
Pharmaceutical Benefits Scheme. There is no evidence that ivermectin is unsafe, or

that it has a narrow therapeutic index, or any other significant safety concern when
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19.
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used as directed by general practitioners. Removing off-label prescribing of

ivermectin from general practitioners was irrational and unnecessary.

Specialist qualifications and training are not required to prescribe ivermectin safely.
There is no evidence or indication that other specialists prescribe ivermectin more
safely than general practitioners. General practitioners have been safely and

effectively prescribing ivermectin since the 1980s in Australia.

When it became apparent that ivermectin may be able to prevent and treat Covid-19
infections, some of the more enlightened doctors in Australia began treating

Covid-19 patients with ivermectin. This was in accordance with the ethical principles
for medical research formulated by the World Medical Association and published as

the Declaration of Helsinki in 1964, 58 years ago, which states [at 37]:
Unproven Interventions in Clinical Practice

37. In the treatment of an individual patient, where proven interventions
do not exist or other known interventions have been ineffective, the physician,
after seeking expert advice, with informed consent from the patient or a
legally authorised representative, may use an unproven intervention if in the
physician’s judgement it offers hope of saving life, re-establishing health or
alleviating suffering. This intervention should subsequently be made the
object of research, designed to evaluate its safety and efficacy. In all cases,
new information must be recorded and, where appropriate, made publicly

available.

On the 11" of September 2021, a delegate of the Secretary of the Department of
Health amended the Poisons Standard to include an Appendix D to prevent general
practitioners from treating Covid-19 with ivermectin, or using ivermectin as

prophylaxis against Covid-19 infections.

There was no proper basis for this amendment. It was irrational and irresponsible
and was not supported by fact or reason. The delegate appears to be hysterical. The
reasons provided are dramatic imaginings, exaggerated risks and minimise the
possible benefits. The fabrications by the delegate about safety concerns are

particularly concerning.
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The amendment may have caused the unnecessary deaths of thousands of
Australians, and may cause the unnecessary deaths of thousands more Australians
in the future, by preventing the use of ivermectin in the prophylaxis and treatment of
Covid-19.

The other public health impact of the amendment has been to cause patients to
access black market ivermectin of uncertain quality and quantity, and to use it
without the advice or prescription of a doctor, or the checking and safety function of
the dispensing pharmacist. Alternatively, some patients are using veterinarian

preparations of ivermectin designed for animal use.

The public health impact of the amendment may continue, and contribute to an

ongoing and worsening health catastrophe through the mechanisms above.

It is clear from Australia's historical use of ivermectin that it is very safe and is
extremely unlikely to cause serious adverse drug reactions. Contrary to the reasons
provided for the listing, there is no vitiating risk to public health from ivermectin. The
only risks the delegate identified were caused by a lack of medical and

pharmaceutical supervision of the use of ivermectin, which the listing exacerbates.

In contrast to the justification offered for the Appendix D listing for ivermectin, it is
clear from the TGA's own 2013 AUSPAR for ivermectin that ivermectin is generally

safe and well tolerated. The TGA's evaluator concluded (at 4.3) that:

No indication of CNS toxicity associated with oral ivermectin was observed
for any of the doses administered in this study. This was most strongly
supported by the absence of a mydriatic effect documented with pupillometry.
The standard used was the difference in pupil size between baseline and the
approximate time of Cmax after the Study Day 7 dose. A conservative
measure of a 1 mm difference between the ivermectin and placebo groups
was considered significant. Comparison of pupil size to baseline was made
after the third dose when maximum drug concentration was likely to be
present if any accumulation occurred. Considering this criterion, the mydriatic
effect following 30 mg ivermectin administration was equal to that observed

with placebo. Escalation to a single dose of 120 mg (up to 2 mg/kg), 10 times
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the approved dose and 5 times the anticipated head lice dose, also produced
no mydriatic effect. This supports the safety of ivermectin at the proposed

dose and provides a significant margin of safety.

The overall conclusion and risk/benefit assessment of ivermectin also contradicts the
reason provided the delegate that "Oral ivermectin also has the potential to
cause severe adverse events in persons"” . The TGA's own assessment of
ivermectin in nearly one and half million patients in its own AUSPAR report reaches

the opposite conclusion, stating [at VI] that (bold emphasis added):
Safety

The most comprehensively reported safety data came from the PK study
conducted in healthy volunteers (Study 066). In this study oral ivermectin
administered in multiple doses of up to 60 mg given 3 times a week or in
single doses of up to 120 mg (which is approximately 10 times the proposed
dose of 200 ug/kg for treatment of scabies) was generally well tolerated, with
no evidence of mydriatic effect or other neurological toxicity. The most
commonly reported clinical AE was headache, which occurred in equal
proportions of ivermectin and placebo treated subjects. Other AEs, reported
in single subjects in each group, were nausea, dizziness and rash. No
serious AEs were reported in the study. The clinical evaluator found
there were no significant safety concerns reported with the use of
ivermectin in any of the published scabies studies, except for one report of
fatal complications in elderly patients from a long-term care facility. However,
Barkwell’s findings were not confirmed in subsequent studies, some of which
used even higher doses of ivermectin. Overall, the adverse event profile for
ivermectin use in treatment of scabies appeared to be similar to that
observed for other indications for which it is approved. In the published
randomised clinical trials the main adverse events were headache, abdominal
pain, mild diarrhoea and rash. Post marketing data were also provided in the
form of a PSUR, covering the period April 2010 to April 2011. During the
reporting period an estimated 1,423,010 patient treatment courses were

administered for all indications
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Australia's historical use of ivermectin confirms the above. There is only a very small
risk to public health from ivermectin prescribed by doctors and checked by
pharmacists. Ivermectin is certainly much safer than many other medications

commonly in use today.

The effect of the new Appendix D listing for ivermectin is to force patients who want
to use ivermectin to do so without the advice of the medical practitioners or the

safety check and counselling by pharmacists.

Clearly, the Appendix D listing was reckless and negligent and had the opposite

effect of that intended. Patients now source and use ivermectin on the black market.

Ivermectin is extremely cheap, especially compared to the current vaccines and
treatments for Covid-19. It would remain cheap and accessible for vulnerable
patients if the listing is removed. Patients will still be protected by the Australian
Scheduling Policy Framework (SPF) and other medical and pharmaceutical safety

regulations if the listing is deleted.

There are now many research articles of reasonable quality that provide reasonable
evidence that ivermectin may help prevent Covid-19 infections and may prevent
Covid deaths.

Vaccines have not been as helpful as the public health authorities trumpeted. There
has been a large increase in the number of Covid-19 infections and deaths despite

good vaccination rates in Australia.

Antivirals for treating Covid-19 are subject to age and other restrictions. They are
extremely expensive and subject to authority prescription rules which exclude most

patients. In contrast, ivermectin has a proven safety profile in school-aged children.

There is currently a large increase in the number of infections and deaths from
Covid, which ivermectin may ameliorate immediately and may prevent future surges

in the infection rate, lessening the strain on public health facilities like hospitals.
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The possible benefits of ivermectin in the prevention and treatment of Covid-19 have
become clearer. Ivermectin is very safe when taken as properly prescribed by a
medical practitioner. There is little to no risk of adverse effects from using ivermectin
in the prevention and treatment of Covid-19 if it is taken as prescribed, even in

children.

The listing does not prevent patients from obtaining and using ivermection, but it
does remove the safety provided by involvement of the patients' doctors and
pharmacists. The delegate demonstrated that they were aware that the listing would
not prevent patients from obtaining ivermectin when they wrote "there has been

significant increase in personal importation of ivermectin” (sic).

There may be significant public health benefits to Australia from making ivermectin
available as prophylaxis and treatment of Covid-19. The risk/benefit assessment is
clearly in favour of the approach the World Medical Association suggests because
ivermectin is safe and may be effective in preventing and treating Covid-19.
Ivermectin should be available for doctors to prescribe for prophylaxis and treatment
of Covid-19, even though there is still debate about the efficacy of ivermectin in

preventing and treating Covid-19.

The published evidence supporting the use of ivermectin in the prophylaxis and
treatment of ivermectin is available to the TGA. The failure to act on the data held by
the TGA, and the voluminous published evidence that suggests ivermectin is more
accessible, cheaper, safer, and more stable than vaccination and anti-viral treatment

is inexplicable.

In addition, removing the listing will provide an alternative treatment for those

patients who do not tolerate other Covid-19 prophylactics and treatment.

The listing appears to be improperly based on the public health narrative and political
considerations, not on therapeutic and safety concerns, because there are no
vitiating therapeutic or safety concerns that could reasonably lead to this effective

ban on using ivermectin for the prophylaxis and treatment of Covid-19.
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PART 2 - BODY OF THE APPLICATION

BACKGROUND

42.

43.

44,

45.

46.
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Ivermectin is well known to the department. It has been widely used all over the
world and in Australia. lvermectin's use and safety was confirmed by the department
in 2013, when it reviewed nearly one and a half million patients who had taken
ivermectin orally. There is more than enough data available to the TGA about
ivermectin to confirm its safety, contrary to the reasoning of the delegate who made

the amendment to the Poisons Standard.

For further detail on the background of ivermectin, please see your own AUSPAR
documentation from 2012 and 2013.

The only change, and the basis for this application, is that it appears ivermectin may
prevent and treat Covid-19 cheaply and effectively, and that it may be safer than the

alternatives the TGA has forced on medical practitioners and the public.

Ivermectin is very cheap and very stable. This means that ivermectin is more
accessible to rural and remote Australia than current vaccinations and anti-viral
medication. In contrast to the reasoning of the delegate that "Such a shortage
may disproportionately impact vulnerable communities, including
Aboriginal and Torres Strait Islander communities”. In fact, ivermectin may be
far more effective than the delicate vaccines because ivermectin can be
administered by enrolled nurses and Aboriginal Health Workers who may not be
qualified to administer vaccinations, or lack the specialised storage facilities required

by some vaccinations.

The concern of the delegate that "it is possible that oral ivermectin will be in
shortage in Australia for the treatment of the conditions for which it has
been properly evaluated and approved in accordance with scientific data.
Such a shortage may disproportionately impact vulnerable communities,

including Aboriginal and Torres Strait Islander communities” is irrational and
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has basis in fact. There is no shortage of ivermectin in Australia, and it is unlikely that

there would be such a shortage.

If this was a real concern, rather than a fabrication to justify the listing, then it could
be managed easily, simply and cheaply by stockpiling the usual quantity of
ivermectin used in a six month period and setting that stockpile aside for the

approved treatments. This data is available easily from the PBS.

There was no medical, scientific or rational basis for the Appendix D, Item 10 listing

for ivermectin.

DETAILED CLAIMS AGAINST THE REQUIREMENTS OF THE
SCHEDULING POLICY FRAMEWORK

PART 2.1 CRITERIA WHICH MUST BE ADDRESSED - PROPOSALS TO CHANGE
PART 4 OF THE POISONS STANDARD — SCHEDULING OR RESCHEDULING OF
SUBSTANCES

(A) Risks and Benefits Associated with the Use of a Substance

49.

50.

51.

52.

s22

The risks of using ivermectin have been identified and addressed by the TGA
previously, including the major risk factors, in the TGA's own 2013 AUSPAR for
ivermectin. There is little to no risk in using ivermectin in the recommended doses for

treating or preventing Covid-19. Again, this is a fabrication by the TGA.

The benefits of ivermectin may now include the prevention and treatment of
Covid-19. There is debate about how effective ivermectin is in regard to Covid-19,

but there is no debate about the safety of ivermectin.

The risks of ivermectin use remain low, while the research indicates there may be
significant benefits from ivermectin, including prevention of hospitalisation and death

from Covid-19 in a significant proportion of treated patients.

Ivermectin, is, of course, used by millions of people in Africa, regularly, for the
prevention of parasitic infections. Relevantly, those populations have been protected

from Covid-19 infection to a significant extent.
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(B) the purposes for which a substance is to be used and the extent of use of that

substance

53.

54.

55.

Ivermectin is not currently used officially for the prevention and treatment of Covid-19
in Australia because of the Appendix D, Item 10 listed by the delegate to the
Secretary on 10" September 2021.

Overseas use of ivermectin in the prevention and treatment of Covid-19 has been
extensive (see reference to ivermectin use in Africa, above) and has provided
contemporary and convincing evidence that ivermectin may help prevent Covid-19 in
up to 44% of patients, and may help reduce the severity of Covid-19 infections in a

significant proportion of patients.

This is important because of the current pressures on Australian hospitals.

Ivermectin may help reduce Covid-19 infections and hospitalisations.

(C) Toxicity and Safety of the Substance

56.

57.

| refer the reader to the TGA's own assessment of ivermectin, which is contained in
the 2013 AUSPAR and attachments 1 and 2. This AUSPAR confirms the safety of

ivermectin in much higher doses than would be used to treat or prevent Covid-19.

The AUSPAR address the factors set out in Chapter 3 of the SPF for the deletion of

the Appendix D, Item 10 listing for ivermectin proposed in this application.

(D) Dosage, Formulation, labelling, packaging and presentation of a Substance

58.

59.

s22

These factors have been considered by the TGA in the 2013 AUSPAR for ivermectin.

No changes are requested or required to the presentation of ivermectin. The 3mg

tablet is sufficiently versatile for use in adult patients and older children.
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(E) Potential for Misuse/Abuse of the Substance

60.

61.

62.

The potential for accidental misuse of ivermectin has been increased by the
Appendix D, Item 10 listing for ivermectin because patients who want to use
ivermectin can no longer have it safely prescribed by the doctor and safely

dispensed by a pharmacist.

The listing has forced patients who are intent on using ivermectin for the prophylaxis
and treatment of Covid-19 to use the black market or use a veterinarian product to

obtain supplies of ivermectin. This is clearly unsafe.

The listing has the opposite effect of the intended effect.

(F) Any Other Matter that May be Relevant to the Scheduling of a Substance

63.

64.

65.

s22

Harm Minimisation is a recognised policy approach that the Appendix D, Item 10
listing for ivermectin has removed from public health. It is clearly much safer to have
a doctor prescribe, and a pharmacist check the prescription and dispense ivermectin
than forcing patients to source and dose themselves with black market ivermectin.
Harm Minimisation policy is 40 years old, and the situation with ivermectin is

directly comparable to Opioid Substitution Therapy, where Australia substitutes

prescribed opioids for black market opioids to increase patient safety.

The delegate has based their listing on speculation and hypothetical fabrications for

which there is no basis or evidence and which is simply scare-mongering, including:

... the likelihood that people who have been prescribed ivermectin for this
purpose may believe themselves to be protected from the disease and not
get vaccinated or tested and seek appropriate medical care if they
developed symptoms. This also poses the potential risk to the community
through the spread of the disease as well as the risks to individuals using

it for this purpose.

There is research that does not find ivermectin to be helpful in preventing or treating
Covid-19. The delegate did not consider if counterfeit ivermectin could explain some,

or all, of the negative research upon which the delegate based their decision.
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And in any event patients in Australia have the right to access safe alternatives for

Covid-19 prevention and treatment. The listing removes choice from Australians.

There will be some Australians who do not tolerate the current prophylactics and
treatments for Covid-19, and those Australians should have alternatives made

available to them.

There is now evidence in the form of substantial research that ivermectin is cheap,

safe and effective in the prevention and treatment of Covid-19.

PART 2.2 CRITERIA WHICH MUST BE ADDRESSED - PROPOSALS TO
CHANGE PARTS 1-3 OR PART 5 OF THE POISONS STANDARD

69.

70.

71.

The risk of using ivermectin when properly prescribed and dispensed remains

unchanged. These risks are very low. They are well known to the TGA.

Contrary to the magical thinking, speculation and hypothetical, imaginary problems
concocted by the delegate to the Secretary, there is no rationale for stopping general

practitioners from prescribing ivermectin. There is no basis for the listing.

In contrast, the Appendix D, Item 10 listing for ivermectin must cause unsupervised
and possibly hazardous use of ivermectin by excluding the doctor and the
pharmacist from patient care. Some patients are, quite reasonably, convinced that
ivermectin may help them and may be safer than the alternatives forced upon them
by the public health authorities. These patients will use the black market, or

veterinarian ivermectin and will calculate their does themselves.

CONCLUSION

72.

s22

There was no medical, scientific or rational basis for the Appendix D, Item 10 listing
for ivermectin by the delegate. This listing is bizarre and has the opposite effect to
that intended. It makes the use of ivermectin less safe by excluding medical and
pharmaceutical supervision. The listing cannot prevent patients from accessing and

using ivermectin from unregulated sources.
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The listing does not comply with the harm minimisation policy that Australia has
implemented, because it removes medical and pharmaceutical supervision of

ivermectin prophylaxis and treatment.

There were no problems with the safety of ivermectin prescribed by general

practitioners. The listing does not actually address any real issue.

The listing has created the hazard of patients sourcing and dosing themselves with
black-market ivermectin, or veterinarian ivermectin, by preventing doctors from
prescribing ivermectin and preventing pharmacists from checking the safety of

ivermectin prescriptions and counselling patients about the safe use of ivermectin.

The current evidence is that ivermectin may help prevent infection by Covid-19,
which would obviously decrease death rates and hospital overcrowding in Australia
from Covid-19.

The current evidence is that ivermectin may help reduce the length of hospital stays
caused by infection with Covid-19, which would obviously decrease hospital

overcrowding in Australia from Covid-19.

The current evidence is that ivermectin may help prevent deaths caused by
Covid-19.

The TGA's prevention of the use of ivermectin by general practitioners is bizarre and
irrational. The delegate’s listing of the Appendix D, Item 10 for ivermectin may be a
crime, under section 54 of the Crimes Act 1900 (NSW) because the delegate of the
Secretary of the Department of Health may be responsible for a reckless and
negligent act that may have caused grievous bodily harm and thousands of

unnecessary deaths.

| request the Appendix D, Item listing for ivermectin be removed immediately in order
to improve patient safety and access to Covid-19 prophylaxis and treatment and to
provide a safe and possibly effective alternative for those patients who do not

tolerate existing treatments and prophylaxis.
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PART 3 — SUPPORTING DATA

SUPPORTING DATA SUMMARY

81.

82.

83.

84.

85.

S22

The 2013 TGA AUSPAR for ivermectin and its attachments provide all of the

historical, safety and product data required for this application.

The following recently published papers present a compelling case for the use of
ivermectin in the prophylaxis and treatment of Covid-19. The results or conclusions
of the supporting evidence are reproduced. URLs are provided to allow access to the

contemporaneous copies of the research.
There are five groups of supporting research presented. They are -

83.1.  The safety of ivermectin.l have included a few papers to prove ivermectin
remains safe. The supporting data presented is clinical research that is

relevant to Australian patients;

83.2.  Effectiveness of ivermectin in preventing Covid-19. The supporting data

presented is clinical research that is relevant to Australian patients;

83.3.  Effectiveness of ivermectin in treating Covid-19. The supporting data

presented is clinical research that is relevant to Australian patients;

83.4.  Molecular mechanisms of action and pathway reviews that explain how
ivermectin could be active in vivo against Covid-19. These papers are not

clinical; and

83.5.  Systematic reviews and meta-analyses of the use of ivermectin in preventing

and treating Covid-19. These papers are clinically focused.

The supporting data presented was selected on the basis of relevance and recency,

because of concerns about early studies with ivermectin and Covid-19.

I have restricted the number of supporting articles for each of the five groups for the

sake of brevity and to prevent repetition. The articles are relevant to Australia.
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SUPPORTING DATA DETAILS

The Safety of lIvermectin

86.

87.

s22

Ozer M, Goksu SY, Conception R, Ulker E, Balderas RM, Mahdi M, Manning Z, To K, Effendi
M, Anandakrishnan R, Whitman M. Effectiveness and safety of lvermectin in COVID-19
patients: A prospective study at a safety-net hospital. Journal of Medical Virology. 2022
Apr;94(4):1473-80. https://onlinelibrary.wiley.com/doi/full/10.1002/jmv.27469

Our study used two doses regimen of 200 ug/kg, with no
ivermectin-related adverse events observed. Recent studies have
evaluated ivermectin doses up to 800 ug/kg, given in a single dose or
three consecutive days, and reported good safety profiles.15-17 A
meta-analysis of the safety profile of higher doses of ivermectin
showed no increased risk of adverse events with higher ivermectin
doses compared to 200 or 400 ug/kg.1 To date, the most optimal dose

of ivermectin that balances efficacy with tolerability remains unknown.

Wimmersberger D, Coulibaly JT, Schulz JD, Puchkow M, Huwyler J, N'Gbesso Y, Hattendorf

J, Keiser J. Efficacy and safety of ivermectin against Trichuris trichiura in preschool-aged and
school-aged children: a randomized controlled dose-finding trial. Clinical Infectious Diseases.
2018 Sep 28;67(8):1247-55. https://pubmed.ncbi.nim.nih.gov/29617737/

Results: A total of 126 PSAC and 166 SAC were included in an available
case analysis. In PSAC, efficacy against T. trichiura did not differ
between 200 ug/kg ivermectin and placebo treatment arm, as expressed
in CRs (20.9% [95% confidence interval {Cl}, 11.9%-52.8%] vs 19.5%
[10.4%-49.9%]) and geometric mean ERRs (78.6% [60.1%-89.5%] vs
68.2% [40.5%-84.8%]). In SAC, the highest administered ivermectin dose
of 600 ug/kg had a low CRs (12.2% [95% Cl, 4.8%-32.3%]) and moderate
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ERRs (66.3% [43.8%-80.2%]). Only mild adverse events and no organ

toxicity, based on serum biomarkers, was observed.

Tavul L, Laman M, Howard C, Kotty B, Samuel A, Bjerum C, O’Brian K, Kumai S, Amuga M,

Lorry L, Kerry Z. Safety and efficacy of mass drug administration with a single-dose
triple-drug regimen of albendazole+ diethylcarbamazine+ ivermectin for lymphatic filariasis in
Papua New Guinea: An open-label, cluster-randomised trial. PLoS neglected tropical
diseases. 2022 Feb 9;16(2):e0010096.
https://journals.plos.org/plosntds/article?id=10.1371/journal.pntd.0010096

Principal findings

Of the 4,563 participants enrolled, 96% were assessed for AEs within 2 days after
treatment. The overall frequency of AEs were similar after either DA (18%) or IDA
(20%) treatment. For those individuals with AEs, 87% were mild (Grade 1), 13% were
moderate (Grade 2) and there were no Grade 3, Grade 4, or serious AEs (SAES).
The frequency of AEs was greater in Mf-positive than Mf-negative individuals
receiving IDA (39% vs 20% p<0.001) and in Mf-positive participants treated with IDA
(39%), compared to those treated with DA (24%, p = 0.023). One year after
treatment, 64% (645/1013) of participants who were antigen-positive at baseline were
re-screened and 74% of these participants (475/645) remained antigen positive.
Clearance of Mf was achieved in 96% (52/54) of infected individuals in the IDA arm
versus 84% (56/67) of infected individuals in the DA arm (relative risk (RR) 1.15;, 95%
Cl, 1.02 to 1.30; p = 0.019). Participants receiving DA treatment had a 4-fold higher
likelihood of failing to clear Mf (RR 4.67 (95% CI: 1.05 to 20.67; p = 0.043). In the DA
arm, a significant predictor of failure to clear was baseline Mf density (RR 1.54; 95%
Cl, 1.09 to 2.88; p = 0.007).

Buonfrate D, Chesini F, Martini D, Roncaglioni MC, Fernandez ML, Alvisi MF, De
Simone |, Rulli E, Nobili A, Casalini G, Antinori S. High-dose ivermectin for early
treatment of COVID-19 (COVER study): a randomised, double-blind, multicentre,
phase Il, dose-finding, proof-of-concept clinical trial. International journal of
antimicrobial agents. 2022 Feb 1;59(2):106516.
https://www.sciencedirect.com/science/article/pii/S0924857921013571

High-dose ivermectin was safe but did not show efficacy to

reduce viral load.
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Hazan S, Dave S, Gunaratne AW, Dolai S, Clancy RL, McCullough PA, Borody TJ.
Effectiveness of ivermectin-based multidrug therapy in severely hypoxic, ambulatory
COVID-19 patients. Future microbiology. 2022 Mar;17(5):339-50.
https://www.futuremedicine.com/doi/full/10.2217/fmb-2022-0014

conclusions: All subjects resolved symptoms (in 11 days on average), and
oxygen saturation improved in 24 h (87.4% to 93.1%, p = 0.001). There were
no hospitalizations or deaths, less than (p < 0.002 or 0.05, respectively)
background-matched CDC database controls. Triple combination therapy is
safe and effective even when used in outpatients with moderate to severe

symptoms.

Guzzo CA, Furtek CI, Porras AG, Chen C, Tipping R, Clineschmidt CM, Sciberras
DG, Hsieh JY, Lasseter KC. Safety, tolerability, and pharmacokinetics of escalating
high doses of ivermectin in healthy adult subjects. The Journal of Clinical
Pharmacology. 2002 Oct;42(10):1122-33.
https://pubmed.ncbi.nim.nih.gov/12362927/

Ivermectin was generally well tolerated, with no indication of associated CNS
toxicity for doses up to 10 times the highest FDA-approved dose of 200
microg/kg. All dose regimens had a mydriatic effect similar to placebo.
Adverse experiences were similar between ivermectin and placebo and did not
increase with dose. Following single doses of 30 to 120 mg, AUC and Cmax
were generally dose proportional, with t(max) approximately 4 hours and t1/2
approximately 18 hours. The geometric mean AUC of 30 mg ivermectin was
2.6 times higher when administered with food. Geometric mean AUC ratios
(day 7/day 1) were 1.24 and 1.40 for the 30 and 60 mg doses, respectively,
indicating that the accumulation of ivermectin given every fourth day is
minimal. This study demonstrated that ivermectin is generally well tolerated at

these higher doses and more frequent regimens.
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Effectiveness of lvermectin in Preventing Covid-19

92.

93.

94.
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Umar M, Shahid R, Khan MM, Hayat U, Nadar A, Afzal S. Effectiveness of
Ivermectin among COVID-19 patients: A Randomized Controlled Trial. Journal of
Rawalpindi Medical College. 2022 Jun 30;26(2).
http://lwww.journalrmc.com/index.php/JRMC/article/view/1802

Results: Males constituted the majority (56.7%) of our study participants.
Statistically insignificant difference in mean age (P = 0.42) and mean length of
hospital stay (P= 0.32) between experimental and control group subjects was
observed. Mean time to PCR negativity was reported to be significantly less (P=
0.002) in experimental group. Significant improvement was seen in PCR
negativity (P<0.05), mean Clinical Severity Score (CSS) (P0.02), mean
hemoglobin level (P=0.03) and mean platelet count (P=0.03). Difference in
health outcome of both groups was determined to be statistically insignificant
(P<0.2, 95% CI (-0.20 - 0.12)). Relative Risk of 0.8 proved the protective effect

of Ivermectin in COVID.

Conclusion: lvermectin was quite effective in reducing mortality and improving

the health outcome in COVID-19 patients.

Kerr L, Cadegiani FA, Baldi F, Lobo RB, Assagra WL, Proencga FC, Kory P, Hibberd
JA, Chamie-Quintero JJ. Ivermectin Prophylaxis Used for COVID-19: A Citywide,
Prospective, Observational Study of 223,128 Subjects Using Propensity Score
Matching. Cureus. 2022 Jan 15;14(1).https://www.cureus.com/articles/82162

Of the 223,128 citizens of Itajai considered for the study, a total of
169,561 subjects were included in the analysis: 113,845 (71.3%)
regular ivermectin users and 45,716 (23.3%) non-users. Of these,
4,311 ivermectin users were infected, among which 4,197 were from
the city of Itajai (3.7% infection rate), and 3,034 non-users (from

Itajai) were infected (6.6% infection rate), with a 44% reduction in
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COVID-19 infection rate (risk ratio [RR], 0.56; 95% confidence
interval (95% CI), 0.563-0.58; p < 0.0001).

Tanioka H, Tanioka S, Kaga K. Comparative epidemiology of ivermectin and
vaccines against Delta variant based on real-world data and hypothesized
mechanisms of ivermectin immunological action.
https://assets.researchsquare.com/files/rs-1631602/v1/f1c92a52-4993-4522-aefb-6a
8ba33a01ee.pdf?c=1652836834

Efficacy of ivermectin against vaccines

The mortality efficacy rate of the non-inactivated vaccines against the
ivermectin group is 35% (95% Cl = 19-52%). An efficacy rate of 35% means
that a person is 35% less likely to become dead than someone who was not
vaccinated. The results indicate that ivermectin is effective, although less
effective than the non-inactivated vaccines. The mortality effective rate of the
inactivated vaccine-approved group against ivermectin is 18% (95% Cl,
4-34%). This value shows almost the same effect as the ivermectin group.

Thus, ivermectin is more effective than the inactivated vaccines alone.

Conclusions

Ivermectin may have both chemical actions and immune response
mechanisms against SARS-CoV-2. And its activity is similar to a vaccine and
is more effective than the inactivated vaccines against Delta variant.
Ivermectin is less effective but not as pronounced as non-inactivated
vaccines. lvermectin is superior effective than inactivated vaccines. When
used in combination with a non-activated vaccine, it may further reduce
morbidity. It is supposed that the vaccine effect of ivermectin may last
approximately 5 months. A possible immune mechanism is that ivermectin
activates the RIG-I pathway to produce innate immunity, antibodies against
SARS-CoV-2, and autophagy.
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Sardana K, Mathachan SR. Is there any prophylactic role for ivermectin in COVID-19—A
literature summary. Journal of Cosmetic Dermatology. 2022 Jan;21(1):24-6.
https://onlinelibrary.wiley.com/doi/full/10.1111/jocd.14633

Also, the studies on prophylactic use need further enunciation to determine
its role in possible prevention of COVID-19, and data listed in Table 1 suggest
that a prophylactic dose may be useful as is practiced in certain countries,
including Africa, India, and Southeast Asia. 11 A classic example is the
prophylactic use of ivermectin against parasitic infections, which is most
common in Africa11 and has been done under the aegis of the WHO. It has
been shown that the incidence, mortality rates and the number of cases were
significantly lower among these countries.12 In our country, such a
prophylactic dose may possibly have played a role in mitigating the mortality
and morbidity of COVID-19. Ivermectin is a cheap and effective drug, that in a
prophylactic warrants more research in prevention of the disabling
complications of COVID 19.

Effectiveness of lvermectin in Treating Covid-19

97.

s22

Niaee MS, Namdar P, Allami A, Zolghadr L, Javadi A, Karampour A, Varnaseri M,

Bijani B, Cheraghi F, Naderi Y, Amini F. Ivermectin as an adjunct treatment for
hospitalized adult COVID-19 patients: A randomized multi-center clinical trial. Asian
Pacific Journal of Tropical Medicine. 2021 Jun 1;14(6):266.
https://www.apjtm.org/article.asp?issn=1995-7645;year=2021;volume=14;issue=6;sp

age=266;epage=273;aulast=Shakhsi;utm_source=fbia

Results: A total of 16.7% (5/30) and 20.0% (6/30) patients died in arms
treated with hydroxychloroquine 200 mg twice per day and placebo plus

hydroxychloroquine 200 mg twice per day, respectively, and a reduction in

Page 27


https://onlinelibrary.wiley.com/doi/full/10.1111/jocd.14633
https://onlinelibrary.wiley.com/doi/full/10.1111/jocd.14633#jocd14633-tbl-0001
https://onlinelibrary.wiley.com/doi/full/10.1111/jocd.14633#jocd14633-bib-0011
https://onlinelibrary.wiley.com/doi/full/10.1111/jocd.14633#jocd14633-bib-0011
https://onlinelibrary.wiley.com/doi/full/10.1111/jocd.14633#jocd14633-bib-0012
https://www.apjtm.org/article.asp?issn=1995-7645;year=2021;volume=14;issue=6;spage=266;epage=273;aulast=Shakhsi;utm_source=fbia
https://www.apjtm.org/article.asp?issn=1995-7645;year=2021;volume=14;issue=6;spage=266;epage=273;aulast=Shakhsi;utm_source=fbia

98.

99.

s22

Document 4

mortality rate in patients receiving ivermectin treatment to 0%, 10%, 0% and
3.3% for arms 1-4 were observed. Risk of mortality was also decreased about

15% in the ivermectin treated arms.

Conclusions: Ivermectin as an adjunct reduces the rate of mortality, time of
low O, saturation, and duration of hospitalization in adult COVID-19 patients.
The improvement of other clinical parameters shows that ivermectin, with a

wide margin of safety, had a high therapeutic effect on COVID-19.

Chahla, R.E., Ruiz, L.M., Mena, T., Brepe, Y., Terranova, P., Ortega, E.S.,
Barrenechea, G.G. and Goroso, D.G., 2022. Randomized trials-lvermectin
repurposing for COVID-19 treatment of outpatients with mild disease in primary
health care centers. Research, Society and Development, 11(8),
pp.e35511830844-e35511830844.
https://rsdjournal.org/index.php/rsd/article/view/30844

Conclusion: This work supports the potential efficacy of Ivermectin in
outpatient care with mild COVID-19 as a potentially useful intervention of

public health consideration.

OE B, Adesuyi A, O O. A comparison of lvermectin and Non Ivermectin based
regimen for covid 19 in Abuja: effects on virus clearance, Days-to-Discharge and
Mortality.
https://assets.researchsquare.com/files/rs-1373673/v1/7d50cfad-d6b7-4f78-8b09-54
4f508c4ale.pdf?c=1646065300

Conclusions: The IVM-based regimen caused earlier discharge from
treatment and reduced mortality, in addition to clinical and laboratory
improvements. Vaccination did not protect some patients from SARS-CoV-2

breakthrough infection and mortality.
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Shimizu K, Hirata H, Kabata D, Tokuhira N, Koide M, Ueda A, Tachino J, Shintani A,
Uchiyama A, Fujino Y, Ogura H. lvermectin administration is associated with lower
gastrointestinal complications and greater ventilator-free days in ventilated patients with
COVID-19: A propensity score analysis. Journal of Infection and Chemotherapy. 2022 Apr
1;28(4):548-53. https://www.sciencedirect.com/science/article/pii/S1341321X21003603

Conclusions

Tvermectin improved gastrointestinal complications and the number of
ventilator-free days in severe COVID-19 patients undergoing mechanical
ventilation. Prevention of gastrointestinal symptoms by SARS-Cov-2 might

be associated with COVID-19 outcome.

Vergeire-Dalmacion GR. The Use of Oral Human Grade lvermectin with
Supplements Known As Immunomodulators for Treating Patients with COVID-19
Infections At Home. J Clin Immunol Microbiol. 2022;3(2):1-6.
https://athenaeumpub.com/wp-content/uploads/The-Use-of-Oral-Human-Grade-lver
mectin-with-Supplements-Known-as-Immunomodulators-for-Treating-Patients-with-C
OVID-19-Infections-at-Home.pdf

Conclusion

The results of our study revealed the effectiveness of IVM for treating
COVID-19 infection provided it is given early and the dose is adjusted based
on severity and co-morbidities of cases. Patients’ Bill of Rights to information
and informed consent must be upheld notwithstanding a pandemic. Our
results also suggest that government would fare better in controlling the
pandemic by implementing focused protection based on age, gender and co-
morbidities. The government should adopt a less myopic and terrified
approach to managing the pandemic which includes long term lockdowns in
various permutations with artificial effects. Opportunities for use and access
to IVM and other drugs with preclinical or clinical evidence of antiviral
properties should be allowed for the treatment of COVID infections by

competent and licensed physicians. Finally, until a sterilizing vaccine is
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available, the most promising and cost effective treatment to control the

pandemic may be a combination drug therapy with or without vaccines

Mechanisms of Action of lIvermectin

102.  Aminpour M, Cannariato M, Preto J, Safaeeardebili ME, Moracchiato A, Doria D,
Donato F, Zizzi EA, Deriu MA, Scheim DE, Santin AD. In Silico Analysis of the

Multi-Targeted Mode of Action of Ivermectin and Related Compounds. Computation.
2022 Apr;10(4):51. https://www.mdpi.com/2079-3197/10/4/51

This in silico investigation explores potential modes of action of ivermectin
and 14 related compounds, by which the infectivity and morbidity of the
SARS-CoV-2 virus may be limited. Binding affinity computations were
performed for these agents on several docking sites each for models of (1)
the spike glycoprotein of the virus, (2) the CD147 receptor, which has been
identified as a secondary attachment point for the virus, and (3) the alpha-7
nicotinic acetylcholine receptor (a7nAChr), an indicated point of viral
penetration of neuronal tissue as well as an activation site for the cholinergic
anti-inflammatory pathway controlled by the vagus nerve. Binding affinities
were calculated for these multiple docking sites and binding modes of each
compound. Our results indicate the high affinity of ivermectin, and even
higher affinities for some of the other compounds evaluated, for all three of
these molecular targets. These results suggest biological mechanisms by
which ivermectin may limit the infectivity and morbidity of the SARS-CoV-2
virus and stimulate an a7nAChr-mediated anti-inflammatory pathway that

could limit cytokine production by immune cells.

s22
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103. Patil VM, Verma S, Masand N. Prospective mode of action of lvermectin:
SARS-CoV-2. European Journal of Medicinal Chemistry Reports. 2022 Apr
1;4:100018. https://www.sciencedirect.com/science/article/pii/S2772417421000182

Present manuscript attempts to provide an overview of the detailed
mechanism of action based on experimental and computational studies. The
knowledge of binding interaction of IVM and SARS-CoV-2 targets will give
the direction to developed new and potential anti-COVID agents.

104. Low ZY, Yip AJ, Lal SK. Repositioning lvermectin for Covid-19 treatment: Molecular
mechanisms of action against SARS-CoV-2 replication. Biochimica et Biophysica
Acta (BBA)-Molecular Basis of Disease. 2022 Feb 1;1868(2):166294.
https://www.sciencedirect.com/science/article/pii/S092544392100227 1#s0065

This review compiles all the molecular evidence to date, in review of the
antiviral characteristics exhibited by IVM. Thereafter, we discuss IVM's
mechanism and highlight the clinical advantages that could potentially
contribute towards disabling the viral replication of SARS-CoV-2. In
summary, the collective review of recent efforts suggests that IVM has a
prophylactic effect and would be a strong candidate for clinical trials to
treat SARS-CoV-2.

Systematic Reviews and Meta-analyses of lvermectin in Covid-19

105.  Kory P, Meduri GU, Varon J, Iglesias J, Marik PE. Review of the emerging evidence

demonstrating the efficacy of ivermectin in the prophylaxis and treatment of
COVID-19. American journal of therapeutics. 2021 May;28(3):e299.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8088823/

Conclusions:

s22
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Meta-analyses based on 18 randomized controlled treatment trials of
ivermectin in COVID-19 have found large, statistically significant reductions in
mortality, time to clinical recovery, and time to viral clearance. Furthermore,
results from numerous controlled prophylaxis trials report significantly
reduced risks of contracting COVID-19 with the regular use of ivermectin.
Finally, the many examples of ivermectin distribution campaigns leading to
rapid population-wide decreases in morbidity and mortality indicate that an

oral agent effective in all phases of COVID-19 has been identified.

Bryant A, Lawrie TA, Dowswell T, Fordham EJ, Mitchell S, Hill SR, Tham TC.
Ivermectin for prevention and treatment of COVID-19 infection: a systematic review,
meta-analysis, and trial sequential analysis to inform clinical guidelines. American
journal of therapeutics. 2021 Jul;28(4):e434.
https://journals.lww.com/americantherapeutics/fulltext/2021/08000/ivermectin_for_pr

evention_and_treatment_of.7.aspx

Conclusions:

Moderate-certainty evidence finds that large reductions in COVID-19 deaths
are possible using ivermectin. Using ivermectin early in the clinical course
may reduce numbers progressing to severe disease. The apparent safety and
low cost suggest that ivermectin is likely to have a significant impact on the
SARS-CoV-2 pandemic globally.

Ivermectin and outcomes from Covid-19 pneumonia: A systematic review and
meta-analysis of randomized clinical trial studies. Reviews in Medical Virology. First
published: 06 June 2021 https://doi.org/10.1002/rmv.2265
https://onlinelibrary.wiley.com/doi/10.1002/rmv.2265

This meta-analysis showed that ivermectin was associated with reduction in
severity of Covid-19 (RR 0.43 [95% CI 0.23-0.81], p = 0.008), reduction of
mortality (RR 0.31 [95% CI 0.15-0.62], p = 0.001), higher negative RT-PCR
test results rate (RR 1.23 [95% CI 1.01-1.51], p = 0.04), shorter time to
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negative RT-PCR test results (mean difference [MD] —-3.29 [95% CI —5.69,
-0.89], p = 0.007), higher symptoms alleviations rate (RR 1.23 [95% CI
1.03-1.46], p = 0.02), shorter time to symptoms alleviations (MD —0.68 [95%
Cl -1.07, -0.29], p = 0.0007) and shorter time to hospital discharge (MD
—-2.66 [95% CI —4.49, -0.82], p = 0.004). Our study suggests that ivermectin

may offer beneficial effects towards Covid-19 outcomes.

The effect of ivermectin on the viral load and culture viability in early treatment of
nonhospitalized patients with mild COVID-19 — a double-blind, randomized
placebo-controlled trial. International Journal of Infectious Diseases Volume 122,
September 2022, Pages 733-740.

https://ecommons.aku.edu/pakistan_fhs_mc_med_pulm_critcare/178/

Conclusion

There were lower viral loads and less viable cultures in the ivermectin group,
which shows its anti-SARS-CoV-2 activity. It could reduce transmission in

these patients and encourage further studies with this drug.

Is Ivermectin Effective in Treating COVID-19? Front Pharmacol. 2022; 13:
858693. https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9253511/

Our systematic review indicated that ivermectin may be effective for mildly to
moderately ill patients. There is no clear evidence or guidelines to
recommend ivermectin as a therapeutic agent for COVID-19, so physicians
should use it with caution in the absence of better alternatives in the clinical
setting, and self-medication is not recommended for patients.

Sethi P, Sharma A. Ivermectin-the Trinity of Efficacy, Safety and Tolerability in the Global
Crusade against the Deadly Pandemic of Covid-19. Int. Jr. Infect Dis & Epidemigy.
2022;3(1):32-3. https://skeenapublishers.com/journal/ijide/IJIDE-03-00016.pdf

There is emerging data that Ivermectin may also be useful in the prevention
of the disease in high risk populations especially healthcare workers which

strongly emphasizes the role of this drug in prophylaxis [8].
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To conclude, Ivermectin is an oral drug which has shown efficacy in the
treatment of Covid-19 patients and prophylaxis to high risk populations which
is evident by the results of number of randomized Control Trials. Keeping in
mind its efficacy, safety, tolerability and compliance, it may be utilized more by

Clinicians in their management protocol of Covid-19 infections.
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Document for TGA and ACMS Reconsideration of making ivermectin
available for covid

To: medicines.scheduling@health.gov.au
Subject: Reconsideration of making ivermectin available for covid

This is what we wish to be considered by the ACMS in its November review of the
use of ivermectin, alone or in combination, for covid.

The numbers are as taken from the ivmmeta.com website, and the table further
down is constructed from that website (first 7 entries), while the entries that follow
that are as summarised by us, grouped according to Prophylaxis studies [including
ecological studies], early treatment studies and late treatment studies.

There is Bernigaud’s work:

30. Bernigaud et al., Annals of Dermatology and

Venereology, doi:10.1016/j.annder.2020.09.231, Ivermectin benefit: from scabies to
COVID-19, an example of

serendipity, https://lwww.sciencedirect.com/science/article/pii/S015196382030627 X.

And Berhera’s initial study and follow-up study:

26. Behera et al., PLoS ONE, doi:10.1371/journal.pone.0247163 (preprint
11/3), Role of ivermectin in the prevention of SARS-CoV-2 infection among
healthcare workers in India: A matched case-control

study, https://journals.plos.org/plosone/..le?id=10.1371/journal.pone.0247163.

27. Behera (B) et al., Cureus 13:8, doi:10.7759/cureus.16897 (preprint

2/15/21), Prophylactic Role of Ivermectin in Severe Acute Respiratory Syndrome
Coronavirus 2 Infection Among Healthcare

Workers, https://www.cureus.com/articles/64..infection-among-healthcare-workers.

And Hellwig et al’s retrospective comparison of susceptibility to Covid in those
African states for many years regularly using Ivermectin as a prophylaxis against
locally endemic parasitic infections and neighbouring states that had not instituted
such a program (ecological study):

167.Hellwig et al., International Journal of Antimicrobial

Agents, doi:10.1016/j.ijantimicag.2020.106248, A COVID-19 Prophylaxis? Lower
incidence associated with prophylactic administration of

Ivermectin, https://www.sciencedirect.com/science/article/pii/S0924857920304684.

And a similar type of retrospective (ecological) comparison by Tanioka et al:
322.Tanioka et al., medRxiv, doi:10.1101/2021.03.26.21254377, Why COVID-19 is
not so spread in Africa: How does Ivermectin affect

it?, https://www.medrxiv.org/content/10.1101/2021.03.26.21254377v 1

Then the effect of early treatment of Covid infection with lvermectin is demonstrated,
beginning with the (Australian) Borody et al study, which was planned to have 2000
patients, but was terminated early) when particularly tight restrictions were placed on
the prescription of lvermectin, but showed a 92% reduction in death rate.
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39.Borody et al., TrialSite News, Combination Therapy For COVID-19 Based on
Ivermectin in an Australian Population, https://covidmedicalnetwork.com/me..ISite-
media-release-19.10.2021.pdf

And the study by Biber and colleagues, showing a 70% reduction in hospitalisation:

32.Biber et al., International Journal of Infectious

Diseases, do0i:10.1016/.ijid.2022.07.003 (results 2/12/21), The effect of ivermectin on
the viral load and culture viability in early treatment of non-hospitalized patients with
mild COVID-19 — A double-blind, randomized placebo-controlled

trial, https://lwww.sciencedirect.com/science/article/pii/S120197122200399X.

And the study by Chowdhury and colleagues, showing an 81% reduction in
hospitalisation:

78.Chowdhury et al., Eurasian Journal of Medicine and

Oncology, doi:10.14744/ejmo0.2021.16263, A Comparative Study on Ivermectin-
Doxycycline and Hydroxychloroquine-Azithromycin Therapy on COVID-19
Patients, https://ejmo.org/10.14744/ejmo.2021.16263/.

And the study by Bukhari and colleagues, showing an 82% reduction in risk of no
viral clearance:

45.Bukhari et al., medRxiv, doi:10.1101/2021.02.02.21250840 (results
1/16), Efficacy of Ivermectin in COVID-19 Patients with Mild to Moderate
Disease, https://lwww.medrxiv.org/content/10.1101/2021.02.02.21250840v 1

And then there is the study of Okumus and colleagues, examining the effectiveness
of late treatment for established Covid infection in Turkey. Six of the 30 patients
treated died, resulting in a case fatality rate of 20%, which was one third less than
the 9 who died of 30 controls, and risk of no improvement at day 5 was 16% lower
(and 43% lower at day 10), while risk of NO viral clearance was 80% lower:

251.0kumus et al., BMC Infectious Diseases, doi:10.1186/s12879-021-06104-

9 (preprint 1/12), Evaluation of the Effectiveness and Safety of Adding Ivermectin to
Treatment in Severe COVID-19 patients
https://bmcinfectdis.biomedcentral..rticles/10.1186/s12879-021-06104-9.

The ivmmeta.com website is carefully written and is an essential reading in its
entirety for a review as important as this one. | note that it discusses the following
well ventilated subjects:

The WHO, Merck, FDA, NIH Analyses, and,
The Popp and Roman Meta-analyses, and,
The TLDR (Too long, didn’t read), BBC, GMK, Scott Alexander and AT Responses.

And as well, it provides study notes regarding:
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Together trial, ACTIV-6 trial, COVID-OUT and PRINCIPLE trials, as well as,

Lopez-Medina et al, Vallejos et al, Beltrah-Gonzales et al

Safety

Ivermectin has an enviable record of safety over a large dosage range, with a very
favourable therapeutic ratio. Indeed, none of the mRNA vaccines or antivirals has
been able to show a safety record to compare.

Further

We are unable to locate the claim appearing some time ago that if Ivermectin had
been used from the beginning of the pandemic then more than 2 million lives would
have been saved around the world; but such a claim is fully consistent with the
results that are presented and discussed in the ivmmeta.com composition. And, of
course, great physical, psychological and social suffering and economic harm could
also have been modified.

Indeed, it is sad that the drug Ivermectin has not been readily available in Australia
and to perhaps 80% of the world’s population. The guiding principle which we
followed in our clinical lives was to first do no harm. The safety profile of Ivermectin
is such that it is one of the most unlikely drugs to be associated with causing harm.
But the prohibition placed on its prescribing has been the cause of possible harm
from two different directions. A miniscule number of people have been at risk of harm
from self-dosing with dosages used for large animals (e.g., horses and cows); but a
much greater potential cause for harm has been the denial of the drug as
prophylaxis and treatment.

Thus, we are lead to the conclusion that, with a good safety profile and 90 supportive
studies, including observational studies, controlled trials, random controlled trials,
meta-analyses in over 134,000 patients and careful consideration and discussion of
published responses to the various publications, unless the review committee has a
greater reasonable doubt about the effectiveness of lvermectin than they now have
about the mRNA vaccines, we would ask that they show the same mercy to the
Australian people as was shown when the mRNA vaccines were provisionally
registered.

In short, we respectfully express the hope that delegates to the committee act as
representatives of the Australian people and that they endeavour to read at least half
of the 90 papers referenced on the website ivmmeta.com before voting against
removing the restrictions placed in late 2021 on the prescribing of this drug in
Australia

So that the whole Australian community can be fully confident in the committee’s
judgement, we would request that each member of the committee declares any
conflict of interest, and that the other committee members, after hearing those
declarations, express their view on whether those so-declaring should pass
judgement on the removal of restrictions from this drug.
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Studies Number Number of Reduced Reduction Improvement
of patients case in death
studies risk%

All 91 134,052 62%
Death 47 120,648 51% 51%
RCTs 41 11,141 52%
Peer 71 121,147 62%

reviewed
Prophylaxis 16 19,365 83%
Early 37 57,715 62%
treatments
Late 38 56,972 41%
treatment
Prophylaxis
Berniguad 1 3,131 99% 55%
Behera “A” 1 372 54%
Behera “B” 1 3,346 83%
Helwig 1 22 countries 78%
Ecological
study
Tanioka 1 53 countries, 88% ~88%

possibly 40-50
million people

Early
Treatment
Borody. 1 600 treated 92% 92%
plus synthetic
control
Chowdhury 1 116 81%
Reduced
hospitalisation
Biber 1 89 70%
Reduced
hospitalisation
Bukari 1 86 82%
Viral clearance
studied
Late
treatment
Okomus 1 60 33% 33%
Reduction in
deaths

Thank you,
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Subsequent Document for TGA and ACMS Reconsideration of making
ivermectin available for covid

To: medicines.scheduling@health.gov.au
Subject: Reconsideration of making ivermectin available for covid

This is what we wish to be considered by the ACMS in its November review of the
use of ivermectin, alone or in combination, for covid.

Since preparing our submission for consideration by the ACMS in November
[submitted 25" September 2022 at 1.30PM], we have become aware of an
Australian Review article “COVID-19 vaccines - An Australian Review”, by Conny
Turni of the University of Queensland and Astrid Lefringhausen, published last week
in the Journal of Clinical & Experimental Immunology, and which we want to bring to
the attention of the ACMS. A pdf copy of the article is attached.

These authors, inter alia say :

“Treatments

It is truly disturbing that treatments recommended by doctors in America, some of
them having successfully treated COVID-19 patients, including very sick patients,
have not been investigated in Australia. These treatments are mainly based on
vitamins, zinc and zinc ionophores, such as ivermectin or hydroxychloroquine. The
recommendation is to treat as early as possible. Scientific papers support the use of
ivermectin according to Bryant et al. [62]. They found moderate to strong evidence
that ivermectin can reduce COVID-19 deaths while being safe and inexpensive.

(Reference 62. Bryant, A., Lawrie, T. A., Dowswell, T., Fordham, E. J., Mitchell, S.,
Hill, S. R., & Tham, T. C. (2021). lvermectin for prevention and treatment of COVID-
19 infection: a systematic review, meta-analysis, and trial sequential analysis to
inform clinical guidelines. American journal of therapeutics, 28(4), e434)

Yet here in Australia the recommendation is to isolate and monitor yourself. Only if
you have difficulty breathing, experience loss of speech or mobility, confusion or
chest pain should you contact the health care provider. Additionally, the government
strongly advises not to use the following treatment for COVID-19 off label:
Ivermectin, doxycycline, zinc and hydroxychloroquine (https://
www.health.gov.au/health-alerts/covid-19/treatments). The TGA provisionally
approved the first oral treatments in January 2022 for Australia, Lagevrio®
(molnupiravir) and Paxlovid® (nirmatrelvir + ritonavir) and recommend that both
treatments should be started as soon as possible after diagnosis of COVID-19
(https://www.health.gov.au/health-alerts/covid-19/treatments/ oral). The TGA also
accepted - similar to the agreement for the provisionally approved vaccines - rolling
data for COVID-19 treatments, to enable early evaluation of data as it comes to hand
(https://lwww.tga.gov.au/apm-summary/lagevrio). In other words, both drugs have
been provisionally approved on the basis of shortterm efficacy and safety data and
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permanent approval depends on the efficacy and safety data from ongoing clinical
trials and postmarketing assessment. (https://www.ebs.tga.gov.au/ebs/picmi/
picmirepository.nsf/pdf?OpenAgent&id=CP-2022-P1-01049-1)

Therefore, these treatments are still in trial phase and all patients treated with them
are trial participants. Paxlovid has listed numerous potential complex and serious
drug-drug interactions against its registration which could result in severe or life-
threatening side effects(https://www1.racgp.org.au/newsgp/clinical/what-gpsneed-to-
know-about-the-new-covid-antivira) ”
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Abstract

After millions of people have been vaccinated as often as four times within a year, the effects of these vaccinations are slowly
becoming apparent. This review has been written from an Australian perspective with the main focus on the COVID-19 mRNA
vaccines. We will look at the promises/predictions originally made and the actual facts. We will evaluate the safety and efficacy
by looking at the literature and the data from government agencies. The literature review will be summed up in a table listing the
so far reported side effects of which many are very serious including death, with this data coming from 1011 case reports. Long
term side effects will also be covered and the risk benefit ratio will be explored. The review is ending with some very critical

question that need further discussion.

Introduction

This review is written from an Australian perspective and will
concentrate on the COVID-19 mRNA vaccines. In Australia
the COVID vaccination is still heavily promoted. Until April
2022 only the mRNA vaccines Comirnaty (Pfizer) and Spikevax
(Moderna), as well as the vector vaccines Vaxzevria (AstraZeneca)
and COVID-19 Vaccine Janssen (Janssen) were preliminarily
registered for use. Every one of these vaccines forces the
vaccinees body to produce the spike protein for which the genetic
code is delivered into the cells as mRNA via a nanoparticle or as
double stranded DNA via a viral vector. (https://www.tga.gov.au/
international-covid-19-vaccines-recognised-australia).

In April 2022 yet another vaccine, Nuvaxovid (Biocelect on
behalf of Novavax, based on a new concept) received preliminary
approval in Australian. Nuvaxoid contains a modified spike derived
from moth cells cultured after transfection using Baculovirus,
which express the spike protein on their cell membrane. This
spike protein is harvested and assembled onto a synthetic lipid
nanoparticle, which displays 14 spike proteins each. (https://www.
precisionvaccinations.com/vaccines/novavax-covid-19-vaccine).
The vaccine is registered for 18 years of age and older.

The government continues to push particularly the mRNA
vaccinations by encouraging a fourth vaccination and
recommending the vaccine for pregnant women as well as children
5 to 11 years old. The official public message is that the mRNA
vaccines are safe. However, the Therapeutic Goods Administration
(TGA), the medicine and therapeutic regulatory agency of the
Australian Government, states quite clearly on their website that

J Clin Exp Immunol, 2022

the large-scale trials are still progressing and no full data package
has been received from any company. The TGA is currently
getting rolling data and safety and effectiveness are still being
assessed  (https://www.tga.gov.au/covid-19-vaccines-undergoing-
evaluation).

Initial information

The mRNA vaccines were supposed to remain at the injection
site and be taken up by the lymphatic system. This assumption
proved to be wrong. During an autopsy of a vaccinated person that
had died after mRNA vaccination it was found that the vaccine
disperses rapidly from the injection site and can be found in nearly
all parts of the body [1]. The mRNA is enveloped in liquid nano
particles (LNP) containing a mixture of phospholipids, cholesterol,
PEGylated lipids and cationic or ionizable lipids [2]. Research has
shown that such nanoparticles can cross the blood-brain barrier [3]
and the blood-placenta barrier [4], so it came as no surprise that the
European Medicines Agency assessment report for the Moderna
vaccine on page 47 (https://www.ema.europa.eu/en/documents/
assessment-report/spikevax-previously-covid-19-vaccine-
moderna-epar-public-assessment-report_en.pdf) also noted that
mMRNA could be detected in the brain following intramuscular
administration at about 2% of the level found in plasma. In
2021 researchers from Japan reported a disproportionately high
mortality due to cerebral venous sinus thrombosis and intracranial
haemorrhage. Despite not being able to prove a causal link with
vaccines, as no autopsies were performed, they still believed that a
link with vaccination is possible and further analysis is warranted

[5].
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It was furthermore stated that the mRNA will degrade quickly.
Normally, mRNA breaks down within a few minutes to hours,
however, the mRNA in these vaccines is nucleoside-modified to
reduce potential innate immune recognition [6, 7] and it has been
shown that production of the spike protein in some vaccines is
kept up for an extraordinarily long time. A study by Roéltgen et
al. [8] found that the vaccine mRNA persists in the body up to
60 days, with 60 days being the end point of their study. It is thus
unknown and impossible to define how much of the spike protein
is actually produced in the vaccinated. It is a standard requirement
for vaccine producers to define the amount of antigen in each
injection. For a “so called “vaccine that is using the human body as
the production facility there is no possible quantification of antigen.
This is highly variable and dependant on the amount and stability
of nanoparticles in the injection, age and fitness of the vaccinee,
their immune status and the injection technique — if a blood vessel
is directly injected, the nanoparticles will travel in minutes to all
major organs including the brain. It is therefore impossible to
assess how much spike protein any individual vaccinee produces
following an inoculation. In summary, it is unknown where exactly
the vaccine travels once it is injected, and how much spike protein
is produced in which (and how many) cells.

Prominent cardiologist Dr Peter McCullough stated that the spike
protein - a cytotoxin solely responsible for the severity of the
respiratory infection - makes the use of it as immunizing agent
dangerous. The spike protein in itself can produce COVID- 19
symptoms as shown in animal experiments. The S1 subunit of the
SARS-CoV-2 spike protein when injected into transgenic mice
overexpressing human ACE-2 caused a COVID-19 like response
(a decline in body weight, dramatically increased white blood
cells and protein concentrations in bronchoalveolar lavage fluid
(BALF), upregulation of multiple inflammatory cytokines in BALF
and serum, histological evidence of lung injury, and activation of
signal transducer and activator of transcription 3 (STAT3) and
nuclear factor kappa-light-chain-enhancer of activated B cells
(NF-xB) pathways in the lung [9].

It was further shown that the spike protein S1 subunit, when
added to red blood cells in vitro, could induce clotting by binding
fibrinogen and ACE2 on platelets, thus triggering their aggregation
[10]. The S protein also increases human cell syncytium formation,
removes lipids from model membranes and interferes with the
capacity of high-density lipoprotein to exchange lipids [11, 12].
Another in silico study showed that the spike protein S2 subunit
specifically interacts with BRCA-1/2 and 53BP1 [13]. BRCA-
1 is frequently mutated in breast cancer in women and prostate
cancer in men, while 53BP1 is a well-established tumor suppressor
protein.

A paper published by Liu et al. conducted single-cell mRNA
sequencing of peripheral blood mononuclear cells (PBMCs)
harvested from patients before and 28 days after the first injection
of a COVID-19 vaccine [14]. While this vaccine was based on
an attenuated virus and not a mRNA vaccine, it also is injected
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directly into the deltoid muscle, bypassing the mucosal and
vascular barriers.

The authors found consistent alteration of gene expression
following vaccination in many different immune cell types. One
housekeeping gene of high importance is RNA polymerase I (POL
I) which transcribes ribosomal DNA into RNA and monitors
rDNA integrity in the process. Many of the downregulated genes
identified by Liu et al. (2021) were linked to the cell cycle, telomere
maintenance, and both promoter opening and transcription of POL
I, indicative of impaired DNA repair processes [14].

Seneff et al (2022) describe another mechanism by which the
MRNA vaccines could interfere with DNA repair [15]. The
microRNA miR-148 has been shown to downregulate homologous
recombination in the G1 phase of the cell cycle. MiR-148 is one
of two microRNAs found in exosomes released by human cells
following SARS-CoV-2 spike protein synthesis in the experiments
by Mishra and Banerjea [16].

Natural immunity ignored

Itis an amazing fact that natural immunity is completely disregarded
by health authorities around the world. We know from SARS-
CoV-1 that natural immunity is durable and persists for at least
12-17 years [17]. Immunologists have suggested that immunity
to SARS-Cov-2 is no different. The human population has
encountered and co-existed with a great number of coronaviruses
throughout evolution. Most of us have cross-reacting T-cells, B
cells and antibodies derived from encounters with common cold
coronaviruses that can recognise SARS-CoV-2 [18-20]. A survey
of more than 100 immunologists, infectious-disease researchers
and virologists working on the coronavirus, who were asked
whether the virus could be eradicated, showed that almost 90%
of respondents believe that the coronavirus will become endemic
[21]. The four human coronaviruses that cause common colds
are also endemic, without there ever having been a vaccine for
any of them. The existence of related viruses might explain
that approximately 40% to 45% of COVID infected people are
asymptomatic and about 80% of COVID cases are mild infections.
In some cohorts, the asymptomatic infection figure jumps as high
as 96% depending on the age and cross-immunity imparted by
other viruses such as beta coronaviruses HCoV-OC43 and HCoV-
HKUI, which have been proposed as a mitigating factor in the
spread of SARS-CoV-2 [22-23].

The Brownstone institute has established the most updated and
comprehensive library list of 150 of the highest-quality, complete,
and robust scientific studies and evidence reports/position
statements on natural immunity as compared to the COVID-19
vaccine-induced immunity. The consensus of these studies is that
immunity induced by COVID infection is robust and long lasting
(https://brownstone.org/articles/79-research-studies-affirm-
naturally-acquired-immunity-to-covid-19-documented-linked-
and-quoted/).
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When comparing the immune response to vaccination and
natural infection, differences in the responses were detected. For
example, a strong upregulation of genes associated with type 1
interferon production, cytotoxicity and an increase in circulating
plasmablasts were only observed after natural infections [24]. In
contrast, mRNA vaccines seem to suppress interferon responses
[25]. A literature review by Cardozo and Veazev [26] concluded
that COVID-19 vaccines could potentially worsen COVID-19
disease through antibody-dependent enhancement when natural
infection occurs after vaccination, regardless of the delivery
mechanism - vector or LNP containing RNA — of the nucleic acid
coding for the spike protein.

Acretrospective cohort study from Sweden revealed that individuals
who survived and recovered from a previous infection had a lower
risk of COVID-19 re-infection and hospitalisation for up to 20
months. The authors concluded that both previous infection and
vaccination should be sufficient proof of immunity to COVID-19
[27,28].

When comparing 2,653 fully vaccinated individuals with 4,361
individuals recovered from COVID-19, initial levels of antibodies
were higher in the vaccinated but decreased exponentially and
much faster than in individuals recovered from COVID-19 [29].

There have been discussions about risk and value of vaccination
in the previously infected part of the population. Study results
have shown that the second dose in people already exposed to
the virus leads to a reduction of cellular immunity, inferring those
individuals previously infected with COVID-19 should not get a
second injection [30].

All ofthese facts should have led to the standard operating procedure
of establishing antibody titres in patients before vaccination for
SARS CoV-2, similar to other vaccinations. However, this did
not happen and natural immunity is still not accepted as proof of
immunity in Australia.

Protection

The vaccine was never meant to prevent the spread of the virus, but
to decrease disease severity. A study at the University of California
followed up on infections in the workforce after 76% had been
fully vaccinated with mRNA vaccines by March 2021 and 86.7%
by July 2021. In July 2021 75.2% of the fully vaccinated workforce
had symptomatic COVID [31].

Paul Elias Alexander pointed out this troubling situation in an
article published by the Brownstone Organisation by citing three
studies where we see this emerging situation of the vaccinated
increasingly being infected and transmitting the virus. The study
by Chau et al. reported a seminal nosocomial outbreak occurring in
fully vaccinated Hospital Care workers (HCW) in Vietnam in 2021
[32]. The second study described an outbreak in a Finnish hospital
where the virus spread among HCWs and patients [33]. In this
study the Delta variant of the virus was introduced by an inpatient.
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Both symptomatic and asymptomatic infections occurred among
vaccinated HCWs. Secondary transmissions were observed from
those with symptomatic infections despite the use of personal
protective equipment. The third publication detailed an outbreak
in an Israeli hospital, where the virus spread among vaccinated
HCWs and vaccinated patients [34]. (https://brownstone.org/
articles/79-research-studies-affirm-naturally-acquired-immunity-
to-covid-19-documented-linked-and-quoted/).

Acharya et al. (2021) and Riemersma et al. (2021) both showed
that the vaccinated have very high viral loads similar to the
unvaccinated and are therefore as infectious [35, 36]. Brown et al.
(2021) and Servelitta et al (2021) suggested that vaccinated people
with symptomatic infection by variants, such as Delta, are as
infectious as symptomatic unvaccinated cases and will contribute
to the spread of COVID even in highly vaccinated communities
[37-38].

A study from the US found that increases in COVID 19 cases are
unrelated to levels of COVID-19 vaccination across 68 countries
and 2,947 counties in the United States. On the contrary, it seems
that countries with higher vaccination rates have also higher
caseloads. It was shown that the median of new COVID-19 cases
per 100,000 people was largely similar to the percent of the fully
vaccinated population [39].

Multiple recent studies have indicated that the vaccinated are more
likely to be infected with Omicron than the unvaccinated. A study
by Kirsch (2021) from Denmark suggests that people who received
the mRNA vaccines are up to eight times more likely to develop
Omicron than those who did not [40]. This and a later study by
Kirsch (2022a) conclude that the more one vaccinates, the more
one becomes susceptible to COVID-19 infection [41].

This has to be seen in context with the small risk of dying from
COVID-19. A recent peer-reviewed review paper by one of
the world’s most cited and respected scientist, Professor John
Ioannidis of Stanford University notes an infection fatality rate
(IFR) for Covid of 0.00-0.57% (0.05% for under 70s), far lower
than originally feared and no different to severe influenza [42].
The chances of someone under 50 years old with symptoms dying
from COVID-19 is 0.05%. The chances of someone under 18
years old dying from COVID is near 0%. Those that die usually
have severe underlying medical conditions. It is estimated that
children are seven times more at risk to die from influenza than
from COVID-19.

A worldwide Bayesian causal Impact analysis suggests that
COVID-19 gene therapy (mRNA vaccine) causes more COVID-19
cases per million and more non-Covid deaths per million than are
associated with COVID-19 [43]. An abundance of studies has
shown that the mRNA vaccines are neither safe nor effective,
but outright dangerous. Never in vaccine history have we seen
1011 case studies showing side effects of a vaccine (https:/www.
saveusnow.org.uk/covid-vaccine-scientific-proof-lethal).The
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Covid-19 Vaccine Monitor, an interim study report for cohort event
monitoring of vaccinated persons in the EU, published on June
9, 2022 concludes that across all sites 0.2-0.3% of participants
reported at least one serious adverse reaction after receiving the
first and/or second dose, and similar numbers are reported after the
first booster. (https://zenodo.org/record/6629551)

We are now hearing that the EU issued a warning that taking the
boosters may cause adverse effects to the immune system and may
not be warranted [44]. A top Israeli immunologist has called on
the leaders at the Israeli Ministry of Health to admit that the mass
vaccination campaign has failed in Israel [45]. The vaccine is in
trial phase and has been linked to not only instant side effects but
also short to medium-term side effects [44]. Thorp et al. (2022)
highlighted just a few of these side effects, such as miscarriage,
foetal death and malformation, chronic autoimmune disease,
permanent immune deficiency syndrome, chronic permanent CNS
diseases and chronic cognitive disorders, seizure disorders and
neonatal/infant cancers; and this only refers to foetuses and infants
[46]. Not enough time has passed since administration of the first
injections to know what the long-term effects might be.

Pfizer’s documents show lipid nanoparticles with their mRNA
cargo being distributed throughout the entire body and passing
through the blood brain, placental and foetal blood brain barriers
and concentrate in the ovaries. From US life insurance reports
we know that the all-cause death rates were up 40% in ages 18-
64 years by the end of Q3 2021, and according to life insurance
companies there are 100,000 excess deaths per month in the US
in all age groups, which cannot be attributed to COVID-19 alone
[46].

In a recently published study by Doshi et al from August [47],
the authors looked for serious adverse events (SAE) and adverse
events of special interest (AESI) in the randomized phase III
trials of both Pfizer and Moderna. Because both companies began
unblinding study participants and offering them the vaccines only
weeks after the emergency use authorization was granted by the
FDA, the interim datasets from the time point of the EUA was
used. By looking in depth at the total number of SAE instead of
only the number of participants reporting one or more SAE, they
found that the Pfizer injection was associated with a 36% higher
risk of SAE in the vaccine versus the placebo group, while the
Moderna vaccine was associated with a 6% increase of SAE in the
vaccine group. They concluded after a simple risk-benefit analysis
using the companies’ own data, that for both Pfizer and Moderna
excess risk of serious AESI exceeded the benefit of reduction
in Covid-19 hospitalizations. They finish with a request for full
transparency of the Covid-19 vaccine clinical trial data which to
this day are inaccessible.

In a study by Shimabukuro et al. [48] following 3,958 pregnant

participants in the v-safe pregnancy registry only 827 (20.89%)
women enrolled in the study completed pregnancy. In the v-safe
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table the number of pregnant women registered as pregnant was
30,887 and the number registered as pregnant after vaccination
with either Moderna or Pfizer vaccine was 4,804, which suggests
loss of pregnancy and stillbirths in 84.45% of the pregnant women
[48].

In a study concentrating on the second booster dose by Regev-
Yochay et al. (2022) breakthrough infections were shown to
be common, mostly very mild, but with high viral loads [49].
The vaccine efficacy against infection was as low as 30% for
BNT162b2 (Pfizer) and 11% for mRNA1273 (Moderna) with local
and systemic adverse reactions reported for 80% of BNT162b2
recipients and 40% of mRNA1273 [50].

Children under 18 are 51 times more likely to die from the mRNA
vaccines than from COVID-19 if unvaccinated. Young adults in
the age range of 18 to 29 are eight times more likely to die from
vaccination than from COVID-19. Adults from 30 to 39 are 7
times more likely to die from vaccination and those aged 40 to 49
are 5 times more likely to die after vaccination. People in the group
aged 50 to 59 are still twice as likely to die after vaccination than
after COVID-19. Only when over 60 years of age is the chance
of death equal for both causes. Even when over 80 years old the
likelihood of dying from Covid inoculation is just 0.13% lower
than the risk of dying from the infection. The authors concluded
that the protection from COVID-19 death falls far short of the risk
of dying from the vaccine for people below 50 years old [51].

According to Kostoff [52] the number of deaths attributable
to each inoculation is five times higher in the most vulnerable
65+ demographic than deaths attributable to COVID-19. With
decreasing age, the risk of death from COVID-19 decreases
drastically. Combined with the longer-term effects of the
inoculations, most of which are still unknown, this increases the
risk-benefit ratio, perhaps substantially, in the lower age groups.

A study looking at the length of protection over time indicated that
immunity against the delta variant of SARS-CoV-2 waned in all
age groups a few months after receiving the second dose of the
vaccine [53]. Another study found that antibody titres increased
significantly at five weeks after the first vaccination but decreased
rapidly at four months after the second injection. This significant
decrease was independent of gender or age [54]. The fact that
immunity after vaccinations seems to wane over time has been
reported by other researchers who also found that antibody titres
are decreasing by up to 40% each months [55] with no detectable
antibody levels recorded in 16.1% of the subjects in one study within
six months. Therefore, booster vaccinations were recommended
[56]. Another study found that decrease in neutralising antibody
titres to alpha, beta, gamma and delta variants was not significantly
different between the different vaccines. They used modelling and
predicted below 50% protection against symptomatic infection
within the first year, also urgently recommending booster shots
[57]. Scientists agree though, that introducing a booster too early
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and too frequently carries increased risks especially for vaccines
that have immune-mediated side-effects, such as myocarditis,
Guillaine-Barre syndrome and thrombosis [58].

Lui et al. [59] specifically looked at protection against Omicron and
concluded that the Omicron variant of COVID-19 was remarkedly
resistant to neutralization by serum from individuals vaccinated
with one of the four widely used COVID-19 vaccines. Serum from
persons vaccinated and boosted with mRNA-based vaccine was
also showing substantially diminished neutralization of Omicron.

A study investigated the neutralizing antibody titres against the
reference strain WA 1/2020 and omicron subvariants BA.1, BA.2,
BA.2.12.1 and BA.4 or BA.S. in participants that had been double
vaccinated and boosted with the Pfizer mRNA vaccine versus
participants that had been vaccinated (bar one) and infected
with the BA.1 or BA.2 variant of omicron on average 29 days
prior. Their conclusion was that compared to the reference
strain neutralising antibody titres to the Omicron variants were
substantially decreased in both groups (6.4, 7.0 and 14.1 times
(vaccinated) and 6.4, 5.8 and 9.6 times (infected) lower against
BA.1,BA.2, BA.2.12.1 respectively and 21.0 (vaccinate) and 18.7
(infected) times lower against BA.4 or BA.5), suggesting that the
later variants increasingly escape neutralizing antibodies [60].

Even a fourth shot of a Covid-19 vaccine is “not good enough”
to prevent Omicron, according to a preliminary study in Israel.
Sheba Hospital tested a fourth shot given to more than 270 medical
workers, with 154 getting the Pfizer jab and 120 receiving Moderna.
The researchers found that both groups showed a “slight” increase
in antibodies - but not sufficient to prevent Omicron. Disturbingly,
the vaccinated infected health care workers had relatively high
viral loads, which suggests that they were infectious [49].

In a letter to the editor Yamamoto (2022) sums up the literature
pointing to the fact that 8 months after being vaccinated twice the
immune functions are less than those of an unvaccinated person
according to a study by Nordstroem et al (2022) [61]. Booster
shots can impair immunity due to a variety of factors leading to
the recommendation to discontinue further booster shoots.

A paper by John Gibson from the University of Waikato looked
at the excess death rate in New Zealand and found that rising
excess mortality was closely related to the booster rollout. The
author calculated 16 excess deaths for each 100,000 booster doses
(https://repec.its.waikato.ac.nz/wai/econwp/2211.pdf).

According to the Health NSW government site the data obtained
in 14 days until 16th of July 2022 continues to show the trend
of worsening effects after the booster shots. Figure 1 shows the
hospitalisation, the ICU admission and deaths sorted by vaccination
status with a total of 806, 77 and 142 respectively. Comparing data
of people infected with COVID the figures provided by the NSW

Health Department (Fig 1) seem to confirm this trend.
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Percent of people with COVID admitted to Hospital, ICU
and Deaths according to vaccination status

four doses
three doses
two doses
one dose

no dose
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Deaths Admitted to ICU Admitted to hospital

Figure 1: People diagnosed in 14 days up to the 16th of July
2022 who were submitted to hospital, ICU and died in New South
Wales, Australia. Numbers represented as percentage of the total
(https://www.health.nsw.gov.au/Infectious/covid-19/Documents/
weekly-covid-overview-2-22-716.pdf)

Treatments

It is truly disturbing that treatments recommended by doctors in
America, some of them having successfully treated COVID-19
patients, including very sick patients, have not been investigated in
Australia. These treatments are mainly based on vitamins, zinc and
zinc ionophores, such as ivermectin or hydroxychloroquine. The
recommendation is to treat as early as possible. Scientific papers
support the use of ivermectin according to Bryant et al. [62]. They
found moderate to strong evidence that ivermectin can reduce
COVID-19 deaths while being safe and inexpensive. The same
was found for hydroxychloroquine in a review by McCullough et
al, which also stated that a reduction of mortality strongly depends
on an early start of the treatment. Hydroxychloroquine has been
registered in the US since 1955 and has a well-characterized safety
profile [63].

Yet here in Australia the recommendation is to isolate and monitor
yourself. Only if you have difficulty breathing, experience loss of
speech or mobility, confusion or chest pain should you contact
the health care provider. Additionally, the government strongly
advises not to use the following treatment for COVID-19 off label:
Ivermectin, doxycycline, zinc and hydroxychloroquine (https://
www.health.gov.au/health-alerts/covid-19/treatments).

The TGA provisionally approved the first oral treatments in January
2022 for Australia, Lagevrio® (molnupiravir) and Paxlovid®
(nirmatrelvir + ritonavir) and recommend that both treatments
should be started as soon as possible after diagnosis of COVID-19
(https://www.health.gov.au/health-alerts/covid-19/treatments/
oral). The TGA also accepted - similar to the agreement for the
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provisionally approved vaccines - rolling data for COVID-19
treatments, to enable early evaluation of data as it comes to hand
(https://www.tga.gov.au/apm-summary/lagevrio). In other words,
both drugs have been provisionally approved on the basis of short-
term efficacy and safety data and permanent approval depends on
the efficacy and safety data from ongoing clinical trials and post-
marketing assessment. (https://www.ebs.tga.gov.au/ebs/picmi/
picmirepository.nsf/pdf?OpenAgent&id=CP-2022-P1-01049-1)

Therefore, these treatments are still in trial phase and all patients
treated with them are trial participants. Paxlovid has listed numerous
potential complex and serious drug-drug interactions against its
registration which could result in severe or life-threatening side
effects(https://www1.racgp.org.au/newsgp/clinical/what-gps-
need-to-know-about-the-new-covid-antivira).

Short Term Side Effects

Just to name a few short-term side effects: Death, Cardiac disorders
such as Myocarditis, Blood and lymphatic system disorders, such
as blood clots, thrombocytopenia, low platelet count, cerebral
venous sinus thrombosis, capillary leakage syndrome, Congenital
and genetic disorders, Eye disorders, Immune disorders, Muscular,
skeletal and connective tissue disorders, Cancerous tumours,
Nervous system disorders, Pregnancy and perinatal conditions,
Guillain-Barre syndrome and the list goes on.

Pfizer’s documents demonstrate lipid nanoparticles with their
MRNA cargo being distributed to the entire body and pass through
the blood brain, placental and foetal blood brain barriers and
concentrate in the ovaries. The vaccine is in trial phase and has
been linked to not only instant but also long-term side effects.

Thorp et al. [46] highlighted just a few of the side effects, such as
miscarriage, foetal death and malformation, chronic autoimmune
disease, permanent immune deficiency syndrome, chronic
permanent CNS diseases and chronic cognitive disorders, seizures
and neonatal/infant cancers; and this is only with regard to foetuses
and infants.

The data from NSW (Figure 1) showed clearly that COVID
injections were correlated with increases in hospitalization and
ICU admissions and indicate a relation to death with COVID
injections. The increase in hospitalisation, ICU admissions and
deaths is very pronounced after the third injection although only
69% of the population took the booster shot versus 95% taking the
initial series.

The Australian Bureau of statistics has just released the national

death rate for March 20, 2021 up until 31 March 2022 (registered
by 31 May 2022) as 44,331, which according to their own statement
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lies 6,609 (17.5%) above the historical average. These extra deaths
cannot be explained by COVID alone (Fig 2) which is responsible
for less than half of the excess deaths in the first 4 months of 2022
in Australia. Cancer, diabetes and neurodegenerative diseases are
all above the baseline in this time frame (https://www.abs.gov.
au/statistics/health/causes-death/provisional-mortality-statistics/
latest-release?fbclid=IwAR3fpywSvxWCXTRUaZx99M6s w
kBRdMa3b_ 13msQ3bNPRanFjGHi-wWTZQ).

Figure 2: Death rate for Australia from 20th of March 2021 to 27
March 2022 according to the Australian Bureau of Statistics (https://
www.abs.gov.au/statistics/health/causes-death/provisional-
mortality-statistics/latest-release?fbclid=IwAR3 fpywSvx WCXT
RUaZx99M6s w_kBRdMa3b 13msQ3bNPRanFjGHi-wWTZQ)

We get an insight into what is really going on in England where
the government released COVID related death data (if the death
certificate mentioned COVID) and all other death data sorted
by vaccination status (Figure 3). The overall death rate for the
unvaccinated was 17% while for the vaccinated it was 83%. The
trend seems to be an ever increasing all causes death rate with
added vaccinations without getting any protection from additional
injections.
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Figure 3: The cause of death according to vaccine status in the UK
from the 1 January 2021 to the 31 May 2022 https://www.ons.gov.
uk/peoplepopulationandcommunity/birthsdeathsandmarriages/
deaths/datasets/deathsbyvaccinationstatusengland

Unexplained deaths in Germany have been shown to be the
consequence of mRNA vaccines causing an autoimmune response
of CDS8 T killer lymphocytes in all organ systems throughout the
body. Dr Sucharit and Dr Burkhardt stated that the mRNA vaccine
is killing the young and the old (https://doctors4covidethics.
org/on-covid-vaccines-why-they-cannot-work-and-irrefutable-
evidence-of-their-causative-role-in-deaths-after-vaccination/).

According to the VAERS database over 22,000 deaths have
been associated with the COVID-19 vaccine. This is particularly
alarming as according to the VAERS website adverse events
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including deaths are underreported by an unknown factor which
could be between 10 and 100, so the actual number of deaths is
likely much higher and could be over a million.

From large insurance companies in the US we know that the all-
cause death rates are up 40% in ages 18-64 years and there are
100,000 excess deaths per month in the US across all age groups,
which cannot be attributed to COVID-19 alone. However, caution
has to be taken in interpreting these data as deaths due to suicides
and delayed hospital treatment are not taken into consideration.
Nevertheless, the trend seems to be the same and should raise
alarm.

A study by Gat et al. on semen of male semen donors revealed a
transient decrease in semen concentration and a reduction in the
total motile count (TMC) after COVID-19 vaccination [64].

In January 2022 the “Save us now” organisation put together a list
of 1011 case studies reporting side effects after vaccination (Table
1) (https://www.saveusnow.org.uk/covid-vaccine-scientific-proof-
lethal/). Most of these side effects have not been listed in any of
the vaccine brochures or on the Australian Government websites.
Knowing that the mRNA vaccine can be found in nearly all organs
including the brain the involvement of so many organs and tissues
is not surprising. The explanation for multiple disorders and
multiple affected organs post-vaccination is the toxicity of the S1
subunit of the spike protein which creates similar symptoms as
the viral disease. Additionally, the lipid nanoparticles alone cause
inflammation and vascular damage [65].

Table 1 Aand B: All symptoms reported from the 1011 case studies listed by the “Save us now organisation” and some additional
case studies by Di Mauro et al. [66]; Erro et al. [67]; Garreffa et al. [68]; Jabagi et al. [69] and Jee-Eun et al. [70] https://www.

saveusnow.org.uk/covid-vaccine-scientifc-proof-lethal/
A

System organ class Vaccine-induced SE  Pfizer/ BioNTech

Auditory and
balance disorders

Acute vertigo [71] X

Sudden sensorineural
hearing loss

Autoimmune
encephalitis

Autoimmune hepatitis

Autoimmune
disease

Graves’ disease
Limbic encephalitis
Multiple sclerosis
Myasthenia gravis
Psoriasis

T T B B B
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Oxford/ Astra
Zeneca

Johnson &
Johnson

Moderna
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Cardiac disorders

Death
Dermal disorders

Endocrine disorders

Severe autoimmune
hemolytic anemia

Systemic lupus
erythematosus

Vogt-Koyanagi-
Harada Syndrome
Arrhythmia
Cardiac tamponade
Cardiomyopathy
Endocarditis

Kounis
hypersensitivity-
associated acute
myocardial infarction

Myocardial infarction
Myocarditis *

Myocarditis-induced
Sudden Death

Myopericarditis
Pericarditis

Takotsubo
cardiomyopathy

Transient Cardiac
Injury

Chilblains

Delayed adverse skin
reactions *2
Dermal
hypersensitivity
(Covid arm)
Exacerbated Hailey-
Hailey

Petechiae and peeling
of fingers
Purpuricrash  *1
Reactivation of
alopecia areata
Reactivation of Bacille
Calmette-Guérin scar
Sweet’s syndrome
Toxic epidermal
necrolysis

Menstrual disorders,
heavy menstrual
bleeding
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Gastrointestinal
disorder

Immune and
Lymphatic disorders

Infections

Liver and
gallbladder
disorders

Musculosceletal
disorders

Appendicitis
Gastroparesis
Oral aphthous ulcers

Allergy to PEG-
ASNase

Anaphylaxis  *4
Antibody-dependent
cell cytotoxicity

Anrthritis
Complement-

dependent cytotoxicity

Hemophagocytic
lymphohistiocytosis
Immune-mediated
disease outbreaks
Lymphadenopathies
*3

Multisystemic
inflammatory
syndrome

Rapid Progression of
Angioimmunoblastic
T Cell Lymphoma

Seronegative
Polyarthritis

Splenic infarction
Thymic hyperplasia
Covid-19

Herpes Simplex
Herpes Zoster
(Shingles)

Hepatitis C
reactivation

Non-disseminated
herpes zoster

Acute liver injury

ANCA
glomerulonephritis

Amyotrophic
neuralgia

Fasciitis

Myositis
(inflammatory)
Polyarthralgia and
Myalgia Syndrome
Polymyalgia
rheumatica
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Rhabdomyolysis X X
Still’s disease X
Synovitis X

* Acute Fulminant Myocarditis and Cardiogenic Shock, lymphocytic, ~eruption, Pruritus, Spongiotic dermatitis, Morbiliform rash,
eosinophilic, infarct-like and autoimmune myocarditis, acute Papulovesicular reaction, Purpura annularis telangiectodes

haemorrhagic encephalomytitis [72]. *3 Cervical lymphadenopathy, Axillary lymphadenopathy (Garreffa
et al, 2021), [68]
*1 Haemorrhagic rash, Cutaneous thrombosis *4 Prolonged anaphylaxis, biphasic anaphylaxis, Anaphylactoid

*2 Eczematous, Shingles-like skin lesion, Pityriasis rosea-like reaction and coronary thrombosis
reaction, Urticaria, Lichen planus-like dermatitis, Bullous drug

B

System organ class Vaccine-induced SE Pfizer/ BioNTech Moderna Oxford/ Astra Johnson &
Zeneca Johnson

Neurological Acute inflammatory
disorders neuropathies

Abducens Nerve Palsy X
Adrenomyeloneuropathy

>
>

X

Bell’s palsy X X X
Cerebral hemorrhage
*8

Cerebral venous sinus X X X X
thrombosis

Cerebral venous sinus X
thrombosis (CVST) with
thrombocytopenia

CNS demyelination X X X X

>
>

CNS inflammation

Distal small fiber X
neuropathy

Encephalomyelitis  *5
Encephalopathy (acute)

o
o

>

>
>
>

Guillain-Barré syndrome
(Jee-Eun, 2022)

Miller-Fisher syndrome
Myelitis *9 X X X
Neuro-ophthalmic X
complications with VITT

Optic neuritis

Parsonage-Turner X X

Syndrome

>
>

Stroke (Jabag et al, X X X X
2021) *6

Status epilepticus, X X X
seizures*7

Olfactory disorders  Phantosmia X
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Optical disorders

Other disorder

Pregnancy
outcomes

Psychiatric disorder
Pulmonary disorder

Renal and urinary
disorders

Respiratory and
thoratic disorders

Tissue disorders

Acute corneal endothelial x
graft rejection

Bilateral choroiditis

Central Serous X
Chorioretinopathy

Diplopia

Immune mediated
keratolysis

Macular

Neuroretinopathy
Oculomotor palsy

Retinal necrosis due X

to varicella zoster
reactivation

Transient visual field loss x
Tolosa-Hunt syndrome X
Uveitis, Panuveitis X
Pancreas allograft

rejection

Pancreatitis X
Miscarriage (Pfizer’s X
own data)

Depression

Acute eosinophilic
pneumonia

Squamous cell carcinoma X
of the lung with

hemoptysis

Acute renal failure

Crescentic Pauci-Inmune  x
glomerulonephritis

Genital necrosis with X
cutaneous thrombosis
IgA nephropathy X

Lipschuetz ulcer
Nephrotic syndrome

Macroscopic hematuria  x
Minimal change disease  x
and acute kidney injury
Asthma exacerbation X
Pulmonary embolism X
Semi Occluded Vocal

Tract

Vaccine-induced X
interstitial lung disease
Hemophagocytic

lymphohistiocytosis
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Vascular disorders  Accelerated hypertension

Diffuse prothrombotic
syndrome

Fatal systemic capillary

leak syndrome

Giant cell arteritis X
Haemolysis
Haemorrhage *10
Inflammation and platelet
activation

Limb ischemia

Microscopic polyangiitis  x
Symptomatic carotid
occlusion
Thrombocytopenia  *11 x
Thromboembolic events  x
*12

Thrombotic events X
*13

Vasculitis  *14 X

*5 Acute disseminated Encephalomyelitis, acute demyelinating
Encephalomyelitis, acute haemorrhagic encephalomyelitis (Ancau
et al, 2022) [72]

*6 Ischemic stroke, acute ischemic stroke and hemorrhage,
haemorrhagic stroke

*7 Acute hemichorea-hemiballismus, Dyskinesia (Erro et al, 2021)
[67]

*8 Intracerebral hemorrhage and thrombocytopenia, Intracerebral
hemorrhage associated with vaccine-induced thrombotic
thrombocytopenia

*9 Extensive longitudinal transverse myelitis, Transverse myelitis,
acute transverse myelitis, partial transverse myelitis, Myelitis,
Acute bilateral optic neuritis/chiasm with longitudinal extensive
transverse myelitis, Neuromyelitis optica (Devic’s disease)
*10 Acral hemorrhage, Pulmonary hemorrhage,
haemorrhage, Lobar hemorrhage with ventricular rupture
*11 Thrombotic thrombocytopenia, Thrombocytopenia and
splanchnic thrombosis, Thrombotic thrombocytopenic purpura,
Immune thrombocytopenic purpura

*12 Venous thromboembolism and mild thrombocytopenia

*13 Arterial thrombosis, Cerebral venous sinus thrombosis, Both
transverse sinuses thrombosis, Left sigmoid sinus thrombosis,
Portal vein thrombosis, Bilateral superior ophthalmic vein
thrombosis, Major artery thrombosis, Idiopathic external jugular
vein thrombophlebitis, Disseminated intravascular coagulation,
Ophthalmic vein thrombosis, Central retinal vein occlusion

*14 Cutaneous vasculitis, Leukocytoclastic vasculitis, Small-
vessel vasculitis, Granulomatous vasculitis, Vasculitis and bursitis,
ANCA-associated vasculitis, Urticarial vasculitis, Neutrophil
anti-cytoplasmic  antibody-associated vasculitis, Cutaneous
leukocytoclastic vasculitis

Retinal
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X
X
X
X
X X
X
X
X X X
X X
X X X
X X X

Side Effects (SE) are listed by organ class in alphabetical order, not
by severity. To keep these tables manageable, we sorted subclasses
of specific side effects under one heading and the foot notes below
explain which subclasses can be found under the listed SE. Note
that not all subclasses of SE have been demonstrated for all 4
vaccines.

COVID-19 vaccines cause more side effects than any other
vaccine, a fact that is attributed to its interactions with the immune
system. Not only does spike protein produces unwanted side
effects, but mRNA and nanoparticles do as well. Seneff et al
[15] enumerated Covid-19 vaccine effects on the innate immune
system, importantly a decrease of type I interferon signalling, as
well as disturbances in the regulation of protein synthesis affecting
the formation of immune cells and the apoptosis of tumor cells.
These are major disturbances that in turn can lead to a multitude
of disorders such as those listed in Table 1. The suppression of
the interferon response by the mRNA vaccines alone can lead to a
wide variety of disorders, such as reactivation of viral infections
and reduce the immune system’s ability to not only fight disease
but to keep tumors and autoimmune reactions suppressed [73].
A case report by Glas et al from [74] illustrates the effects of a
disseminated viral infection on an immune-suppressed patient: In
this instance fatal multiorgan failure associated with disseminated
Herpes simplex virus-1 infection. Considering that reactivation
and spread of dormant viral infections including Herpes simplex
and Herpes zoster are listed as side effects from both mRNA
injections as well as the Astra Zeneca vaccine, it is maybe not
surprising that pathology reports by Dr Sucharit and Dr Burkhardt
(2021) show multiorgan failure as cause of death in several cases
of post-vaccine deaths.
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Spike proteins enter the circulation when the cell they were attached
to is destroyed by the immune system. The freely circulating
spike proteins attach to any cell that expresses ACE2 receptors,
explaining the multitude of sites where disorders occur [75].
Another method of viral spread that escapes the immune system
is the formation of syncytia which can be induced by the spike
protein itself. Heterotypic cell-in-cell structures with lymphocytes
inside multinucleate syncytia are prevalent in the lung tissues of
coronavirus disease 2019 (COVID-19) patients. This membrane
fusion is dictated by a bi-arginine motif within the polybasic S1/S2
cleavage site leading to the formation of multinucleate syncytia.
Host metalloproteases (ADAM-17 and ADAM-10) promote such
spike protein-mediated lung cell fusion [76, 77]. Pepe et al (2022)
[77] showed furthermore that the formation of tunneling nanotubes
can be induced by Covid-19 in a so far undisclosed way and used
to transport viral particles or indeed viral components like S and
N proteins from infected to ordinarily non-permissive cells, e.g.
neuronal cells. There are multiple ways in which the virus and the
spike protein can spread throughout the body and from cell to cell
without attracting too much attention from the immune system.
Further weakening of the immune system through rashly promoted
genetic intervention can only lead to more severe disease.

What needs to be further emphasised is that the majority of deaths
with and from COVID- 19 occur in the elderly with multiple co-
morbidities and generally weaker immune systems. Yet they are
vaccinated with an injection that amplifies underlying disorders
(Fig 4) and is dependent on a strong immune response. Ironically,
the survival of many of those patients is probably due to their
immune system not being able to mount a significant response to
the induced spike protein production.
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Count of deaths involving COVID-19 Count of deaths non-COVID-19 deaths

Figure 4: Death rate due to COVID and other causes comparing
the vaccinated (at least one vaccination) and unvaccinated in each
age group. The data of deaths occurring was for the period of the
1st of January 2021 to 31st of May 2022 in England (https://www.
ons.gov.uk/)

Long Term Side Effects

Long-term risks of vaccination as predicted by scientists, many
already validated by scientists and doctors:

Vaccine-induced autoimmunity, pathogenic priming, multisystem
inflammatory disease and autoimmunity, antibody dependent
enhancement (ADE), activation of latent viral infections,
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neurodegeneration and prion disease, increased thrombosis,
cardiomyopathy and other vascular events following vaccination,
babies suffering enduring adverse consequences, mRNA reverse
transcribing intracellularly into the DNA and death due to
autoimmune disease long after vaccination [78-84].

Some More Details

Autoimmune Disease

A study by Lyons-Weiler [79] revealed that over 1/3 of SARS
CoV-2 proteins, including the spike protein show problematic
homology to key proteins in the human adaptive immune system
which might lead to autoimmune reactions against these proteins.
Kelleni [78] reports on the potential risk of the vaccine to induce
auto-immune diseases such as thrombocytopenia, myocarditis
and immune induced thrombosis and thromboembolism which
can have fatal outcomes and might be behind some of the post
vaccination reports on sudden deaths.

Antibody Dependent Enhancement (ADE)

Hasan et al. [80] analysed data from the National Health Service
published by Public Health England and showed that the death
rate due to the Delta variant infection was eight times higher in
fully vaccinated than in unvaccinated infected people. The authors
suggest that in a subset of individuals the pre-existing anti-S-IgG
titre induced by vaccination may be sub-neutralizing and leading
to accelerated infectivity via ADE, which is displayed as higher
death rates.

Prion Disease

The potential risk factors of the mRNA or vector DNA vaccine are
protein sequences that can induce TDP-43 and FUS to aggregate
into prion configuration, which might lead to neurodegenerative
diseases, such as Alzheimers [85]. The spike protein encoded
by the mRNA binds to the ACE2 receptor which releases
zinc molecules. Zinc also causes TDP-43 to transform into a
pathological prion [81]. The link with neurodegenerative disease is
the ability of the spike protein to interact with the heparin binding
amyloid forming proteins. A study indicated that the S1 protein
forms a stable bond with the aggregation-prone proteins, which
might initiate aggregation of brain proteins and thereby accelerate
neurodegeneration [82]. Finisterer and Scorza [86] further stated
that SARS-CoV-2 vaccines trigger neurological adverse reactions
and both mild and severe neurological side effects have been
occasionally reported. Studies support the theory that the onset and
progression of neurodegenerative diseases such as Alzheimer and
Parkinson disease, including TDP-43 proteinopathy, are associated
with propagation of protein aggregates between neuronal cells.
These speculations are supported by a case report of prion disease
due to vaccination from Turkey [87, 88].

Thrombosis, Capillary Leakage Syndrome and Myocarditis

Scientific studies have raised serious concerns about the safety of
AstraZeneca after reports of cerebral venous sinus thrombosis and
a variety of other thrombotic events the AstraZeneca vaccination
with studies reporting such events in medical journals. Kircheis
[22] reported that other serious conditions have been reported
for COVID vaccines such as capillary leakage syndrome
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(AstraZeneca) and coronary myocarditis (Pfizer).

Pregnancy and Vaccination

Some concerns about vaccinating pregnant women were voiced by
Anand and Stahel [83]. Walsh et al. [89]. reported that the results
of the Pfizer vaccine demonstrate a broad immune response to
vaccination with stimulation of neutralizing antibody responses,
stimulation of CD4+ cells and growth of effector memory CD8+T
cells in men and women. Anand and Stahel [83] hypothesised that
one could assume this would also happen in pregnant women.
This would not be favourable for a perinatal outcome and might
lead to preterm birth and fetal loss, as a good outcome relies on
amplifcation of helper T cell type 2 and regulatory T cell activity
coupled with decreased Th1 response [90]. Evidence has suggested
that mothers with variant CD4+ T cell responses give birth to
babies that may suffer enduring adverse consequences [91].

Side Effects Acknowledged but Played Down as Extremely
Small Risk

The TGA report in Australia on a weekly basis and the report of
the 2nd of September 2021 mentioned nine more blood clots and
low platelet counts, confirmed as probably Thrombocytopenia
syndrome linked to the AstraZeneca vaccine with two connected
deaths during that week, one from Queensland and one from
NSW. An assessment of the 125 cases of thrombosis with
thrombocytopenia syndrome (TTS) showed that women in the
younger age groups were slightly more likely to develop TTS in
more unusual places such as brain and abdomen with more serious
outcomes projected (TGA).

Another rare side effect is Guillian-Barre syndrome (GBS), which
affects the nerves. Up to the 29 August 99 reports of GBS after
vaccination have been received. Further 61 reports of immune
thrombocytopenia were lodged after AstraZeneca vaccination.
For the Pfzer vaccine the TGA reports 293 instances of suspected
myocarditis and/or pericarditis following vaccination to the 29
August 2021. Nine of these reports were from children 16 to 17
years of age. A study concluded that observations of increased
thrombosis, cardiomyopathy and other vascular events following
vaccination might be caused by the mMRNA vaccines dramatically
increasing inflammation of the endothelium and T cell infiltration
of cardiac muscle [92].

Whistleblowers

At a parliament enquiry by US senator Ron Johnson lawyer
Thomas Renz presented three US military doctors, Drs. Samuel
Sigoloff, Peter Chambers, and Theresa Long, whose declarations
he planned to use in federal court under penalty of perjury. These
doctors revealed a 300% increase in miscarriages in the military
above the five-year average in 2021 with the five-year average
being 1,499 miscarriages per year while in the first 10 months of
2021 the registered miscarriages were 4,182. Other diseases went
up in a similar fashion such as an almost 300% increase in cancer
diagnoses (from a five-year average of 38,700 per year to 114,645
in the first 11 months of 2021). Neurological issues increased by
1000% from a baseline average of 82,000 to 863,000 in 2021.
Some other increased conditions were:
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* 269% increase of myocardial infarction

* 291% increase of Bell’s palsy

* 156% increase of children’s congenital malformations of military
personnel

* 471% increase of female infertility

* 467% increase of pulmonary embolisms

https://newlifenarrabri.wordpress.com/2022/02/01/jo-nova-huge-
spike-in-us-military-injuries-from-covid-vaccinations/ and https://
www.ronjohnson.senate.gov/2022/2/sen-johnson-to-secretary-
austin-has-dod-seen-an-increase-in-medical-diagnoses-among-
military-personnel

According to an interview in February 2022 with Julian Gillespie,
who is currently fighting in court against the vaccine mandates, an
evaluation of the TGA reports revealed that Australia’s average of
adverse events after vaccination since 1971 up to 2020 is recorded
as 2.4 death per year and up to 3,500 adverse events per annum.
Since the rollout of the COVID vaccines there have been 755
deaths and 105,000 adverse events in a year with these figures
likely to be underreported. https://rumble.com/vtvSpe-julian-
gillespie-update-on-avn-judicial-review-to-stop-vaccines-in-
australi.htm1?fbclid=IwAR34RTAAY X nf9eTelLOJSxuZ0-TbU
FasXPQ37ghPEqrQI9wNe8YigdZwQ8

The question is how many deaths and side effects are we accepting
as normal for vaccines and where do we draw the line to say more
investigations need to be done before any further vaccines are
distributed?

Conclusion

Never in Vaccine history have 57 leading scientists and policy
experts released a report questioning the safety and efficacy of a
vaccine [93]. They not only questioned the safety of the current
Covid-19 injections, but were calling for an immediate end to all
vaccination. Many doctors and scientists around the world have
voiced similar misgivings and warned of consequences due to
long-term side effects. Yet there is no discussion or even mention
of studies that do not follow the narrative on safety and efficacy of
Covid-19 vaccination.

In the USA, as Blaylock [94] states it very nicely, federal
bureaucrats have forced the acceptance of special forms of care
and prevention, which includes experimental mRNA vaccines [93].
Medical experts that have questioned the safety of these vaccines
have been attacked and demonised, called conspiracy theorists
and have been threatened to be de-registered if they go against
the narrative. Alternative treatments were prohibited and people
who never practised medicine are telling experienced doctors how
to do their job. AHPRA is doing the same here in Australia to the
detriment and in ignorance of science. When Adjunct Professor
John Skerritt, who is currently the Deputy Secretary and directly
responsibility for both the Therapeutic Goods Administration
and the Office of Drug Control, was asked why the registration
process for vaccines was shortened he wrote: “It is nonsense
to assert that vaccines typically take 10 years to licence. The
standard regulatory process for vaccines is about 10-12 calendar
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months and in the case of COVID-19 vaccines this period was
shortened by accepting data on a rolling basis, teams reviewing
different parts of the dossier in parallel, working collaboratively
with international regulators, and by many members of the teams
working long hours” (personal e-mail communication). One has
to wonder how they propose to assess long-term side effects. Can
we really trust any pharmaceutical drug approval by the TGA after
this statement?

Pfizer never planned to reveal its clinical trial data and had to be
ordered by a judge in the USA to release the data to the public.
Even then they and the CDC tried to limit the number of pages
published per month which would have made the full study data
public knowledge sometime in the 2070ies. The reason given was
that some proprietary information had to be blacked out before
release to the public. Again, it is inconceivable why it would be
impossible to go through the study data in a few months, when it
took the CDC less than 4 weeks to give the injections emergency
use authorization - unless you want to entertain the idea that the
study data were never actually read and scrutinised, a frightening
perspective.

As scientists we put up hypotheses and test them using experiments.
If a hypothesis is proven to be true according to current knowledge
it might still change over time when new evidence comes to light.
Hence, sharing and accumulating knowledge is the most important
part of science. The question arises when and why this process
of science has been changed. No discussion of new knowledge
disputing the safety of the COVID-19 vaccines is allowed. Who
gave bureaucrats the means to destroy the fundaments of science
and tell scientists not to argue the science?
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Genevieve Adamo, BPharm

Senior Specialist Poisons Information
NSW Poisons Information Centre
www.poisonsinfo.nsw.gov.au

The Children’s Hospital at Westmead

Locked Bag 4001
Westmead, NSW 2145

Advisory Committee on Medicines Scheduling Sydney, Australia

Therapeutic Goods Administration
136 Narrabundah Lane

t: (+61 2) 9845 3969
Symonston ACT 2609 f: (+61 2) 9845 3597
e:

genevieve.adamo@health.nsw.gov.au

Re: Proposed amendments referred for scheduling advice to ACMS meeting #40, November
2022

The NSW Poisons Information Centre (NSW PIC) provides a phone-based advice service on
suspected poisonings to the public and health professionals calling from NSW, TAS and ACT on a
near full-time basis and a shared after-hours service to the remainder of Australia. This results in
approximately half of Australia’s poisons-related calls being received by our Centre.

Ivermectin

The NSW Poisons Centre opposes the proposed change to the regulations which would remove
restrictions currently in place for the prescribing of ivermectin.

Since the change in regulations which requires restrictions in prescribing of ivermectin was
implemented in Sept 2021, the NSW PIC has received 35 calls regarding exposures to ivermectin
which was being inappropriately used for Covid treatment or prevention. Of these 17 were vet
products, 11 were products available on prescriptions in Australia, 3 were purchased from
overseas and in 4 cases the source was unclear. This demonstrates a continued demand from
consumers for the inappropriate use of ivermectin. The use of vet products would indicate the
restrictions in prescribing is working, to a degree, in reducing the availability of prescribed
ivermectin to those who would use it inappropriately. If the restrictions on prescribing of ivermectin
were removed, it is likely the numbers of inappropriate use would be much higher.










Regards

~HMe
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APPLICATION IN SUPPORT OF IVERMECTIN
REGISTRATION
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Note Fig 6, which must speak for itself as
overwhelming evidence of IVM benefit, not
found with any other early treatment.

In this article, | summarise benefits of IVM,

not available elsewhere:

(i) Broad therapeutic window re time for
effective therapy including prophylaxis
and later disease.



Document 4

(ii) Infectious viral production is shortened

(iii) Solid safety record — not age restricted.

(iv) Objective reversal of hypoxia. Dramatic
effect on disease course.

(v) Evidence of reduced Long Covid.

(vi) Multiple loci of therapeutic effect,
means less chance of mutant escape.

(vii) Cheap and available

(viii) Numerous examples of
regional/national use changing the
course of disease outcomes (most
recent in Brazil —an outstanding study,
attracting “Fact Check” response of
ludicrous proportions, indicating the
“narrative lore of unprecedented
fashion”. The reality is that IVM made
widely available has the capacity to
change the outcome quickly of the
Pandemic. Working with a science-
based use of vaccines.

(ix) Dramatic reversal of reduced oxygen
saturation, within 24 hours.

| would like to finish with four comments:



(ii)

(iii)

(iv)
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The reasons given by the TGA for its
earlier decision to not make IVM freely
available no longer exist (with the TGA
decisions re Molnupiravir and Paxlovid).
Any decision to preclude IVM — a safe and
effective drug for the treatment of Covid-
19 in the experience and knowledge of
senior doctors around the world,
including Australia, is now untenable. It
crosses the line of interfering with the -
doctor patient relationship, in ways
without precedent in Australia.

Extensive data supports the premise that
widespread availability of IVM could
change the pace of the pandemic, its
economic impact, and the pressure on
health facilities, in short time.

IVM has been subject to unprecedented
misinformation, some fraudulent, to
comply with a narrative that protects
vaccination at all costs. Critiques have
focussed on selected RCT’s, cherry picked
to avoid the bulk of data strongly
supporting value of IVM therapy.
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OPEN LETTER

21 August 2021

National Covid Clinical Evidence Taskforce
Level 4, 553 St Kilda Rd.
Melbourne, Vic. 3004

email: @monash.edu
email: @covidl9evidence.net.au

Re:  Call for an Urgent Review of the NCCET Recommendation regarding the use of
ivermectin in the management of Covid-19 within 14 days

I refer to the current recommendation by the National Covid Clinical Evidence Taskforce
(NCCET) regarding the use of the drug ivermectin for the management of Covid-19.

The NCCET serves an important role in reviewing and recommending treatment for Covid-19
to peak health professional bodies across Australia.  The current recommendation
(Communique Ed. 48 - 5.8.21) regarding the use of the drug ivermectin is as follows:

“The available research evidence does not yet provide reasonable certainty to recommend for
or against the use of ivermectin and therefore the Taskforce recommends ivermectin not be
used outside of randomised trials. The certainty of the current evidence base varies from low
to very low depending which on outcome is being measured, as a result of serious risk of bias
and serious imprecision in the 18 included studies.

In addition to uncertainty around benefits for patients with COVID-19, there are common side
effects and harms associated with ivermectin, including diarrhoea, nausea and dizziness.
Given this uncertainty of benefit, and concerns of harms; we recommend that ivermectin only
be provided in research trials, where there is the potential to generate further evidence on the
effectiveness, or otherwise, of ivermectin.” ....

“This is a high priority recommendation and will be updated as soon as new evidence becomes
available.”

Ivermectin has been the subject of more than 60 clinical trials, including more than 30
randomised controlled trials and used successfully in national Covid-19 mass treatment
campaigns in India, Mexico and several other countries to reduce the number of cases and
prevent serious complications of the disease leading to hospitalisation and death.

Despite this, and in the absence of NCCET members’ personal experience in treating COVID-
19 patients with ivermectin, the NCCET has selected in an arbitrary and imprecise manner a
small number of published clinical trials (18) upon which to base its current negative
recommendation for ivermectin use. NCCET has failed to apply sophisticated, defined, and
detailed meta-analysis techniques as employed in widely discussed published reviews on
ivermectin (see references attached). When lives are at risk, the highest standards of evaluation
are required.
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The emphasis on minor and generally uneventful “harms associated with ivermectin, including
diarrhoea, nausea and dizziness” contained in the above NCCET statement demonstrates a total
lack of therapeutic perspective in relation to the much more serious side effects of other drugs
used to treat COVID-19. Including many over the counter non-prescription drugs and the dire
consequences of a lack of effective therapeutic management of COVID-19 individuals.

The NCCET has sought to respond to critics of its recommendation on ivermectin in the
Communique of 5 Aug. 2021 by justifying its limited consideration of the ivermectin literature
by posing, and then, answering its own question in the following way:

NCCET: “But hasn’t ivermectin been shown to be effective as an early COVID-
19 treatment in randomised controlled trials overseas?”:

NCCET: “Despite some early suggestions that ivermectin may provide both
prophylactic and therapeutic benefit, the available research evidence does not
yet provide reasonable certainty to recommend for or against the use of
ivermectin. More robust, well-designed randomised controlled trials are needed
to demonstrate whether or not ivermectin is effective.”

“Some widely discussed meta-analyses of ivermectin studies (e.g. The British
Ivermectin Research Development (BIRD) Group meta analysis) have significant
weaknesses, for example they include a large trial which has been discredited
and retracted (Elgazzar et al.). Even in these reviews, when patient populations
are separated by severity and comparisons to active treatments removed, no
meaningful effect is found.”

Given the national importance of the NCCET advice on ivermectin, | invited internationally
recognised and experienced literature review specialist (Tess Lawrie MBBCh PhD) and
Edmund Fordham (PhD FInstP) of Evidence Based Medicine Consultancy Ltd (UK) and
EbMCsquared, a Community Interest Company located in Bath, England, to comment on the
above NCCET interpretations of the literature. Their expert analysis is attached and entitled,
“Commentary upon NCCET Statement” dated 7 August 2021.

The analysis reveals and details (with references) serious flaws in the selective NCCET
interpretation of the “cherry picked’ literature. It ignores the broad sweep of clinical evidence
from other randomised controlled clinical trials, observational trials and national treatment
programs and demands (in the NCCET’s own words) as a matter of high priority to review this
recommendation in the national interest.

In addition, related to the current NCCET recommendation is the statement by the TGA (18
Aug 2021):

“There is currently insufficient evidence to support the safe and effective use of ivermectin,
doxycycline and zinc (either separately, or in combination) for the prevention or treatment of
COVID-19. More robust, well-designed clinical trials are needed before they could be
considered an appropriate treatment option.” requires immediate review in light of the
information herein provided.” In reality, there is insufficient evidence not to support the use
of ivermectin while new and expensive drugs are being expedited through the regulatory
process and given provisional approval with far less clinical trial, efficacy and safety data
supporting their use.


about:blank
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Australia is in the grip of a pandemic of enormous consequences. Every possible useful
therapeutic approach is needed in this crisis. lvermectin, especially in combination with zinc
and doxycycline has shown to be effective in relation to COVID-19 management. Other new
antiviral medications have been recently approved by the TGA with relatively minimal safety
and efficacy data by comparison to ivermectin.

Ivermectin has been in use for more than three decades. Four billion doses have been
administered, it is on the World Health Organisation List of Essential Drugs and is one of the
world’s most useful and well tolerated drugs available. Its breakthrough discovery is attributed
to Prof. Satoshi Omura and Irish biologist William Campbell, who were awarded the Nobel
Prize in Medicine in 2015, reflecting the magnitude of their achievement and the importance
of ivermectin to medicine.

The current approach to symptomatic COVID-19 individuals is largely to do nothing and
simply observe until they either get better or get worse, perhaps much worse, and need to go to
hospital. The do-nothing approach places enormous strain on our health care system. Evidence
for this “do nothing, watch and observe’ approach is lacking. Ivermectin offers a potentially
effective, low cost, safe and rational approach to the management of such individuals with little
or no disadvantage. The NCCET recommendation on ivermectin is considered to be
misinformation by many experts and is viewed as contributing to needless hospitalisation — but
for this recommendation, many Covid-19 infected individuals could be receiving early
effective treatment.

Hon. Greg Hunt MP, Minister for Health and Aged Care, has written regarding
ivermectin in a reply to Sen. Malcolm Roberts (27 July 2021).” It remains open for
doctors to prescribe existing medicines ‘off-label’ based on their own clinical
judgement”. Indeed, this has always been the case previously.

Given the evidence available, doctors should be able to prescribe ivermectin as
monotherapy or in combination without stigma or hindrance by a restrictive
recommendation from the NCCET or the TGA. Both the NCCET and the TGA should
re-examine the accumulating international experience with ivermectin from all sources
supporting its safe and effective use and should actively support and encourage
ongoing efforts by many to clarify the important role of ivermectin in the management
of COVID-19.

I request the NCCET review and issue revised recommendations for the use of ivermectin
within 14 days in light of the submitted information as a matter of urgent priority and
national interest.

Please confirm receipt of this Open Letter by return email.

Regards,

REFERENCES

Bryant, A, Lawrie, TA, Dowswell, T, Fordham, EJ, Mitchell, S, hill, SR and Tham, TC.
Ivermectin for Prevention and Treatment of COVID-19 infection: A Systematic Review, Meta-analysis, and Trial
Sequential Analysis to Inform Clinical Guidelines.
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OPEN LETTER

14 October 2021

r
National Covid Clinical Evidence Taskforce (NCCET)
Level 4, 553 St Kilda Rd.

Melbourne, Vic. 3004

email @monash.edu

email: @covid19evidence.net.au

Re: SECOND CALL for an Urgent Review of the NCCET Recommendation
regarding the use of ivermectin in the management of COVID-19

| refer to my previous Open Letter calling for an urgent review of the NCCET

recommendations regarding the use of ivermectin in the management of COVID-19

(dated 21 August) which remains unanswered (see copy attached)

Recent Developments

Since the writing of Open Letter there have been several important developments with
regard to the COVID-19 pandemic, including:

1. The issuance of TGA “New restrictions on prescribing ivermectin for COVID-19
(10 Sept. 2021)

https://www.tga.gov.au/media-release/new-restrictions-prescribing-ivermectin-covid-19

2. Notice of an amendment to the current Poisons Standard under paragraph
52D(2)(a) of the Therapeutic Goods Act 1989 (10 Sept. 2021)

3. Reports of the near eradication of COVID-19 in the Indian State of Uttar
Pradesh (230 million people) using ivermectin combination therapy despite a
vaccination rate below 6%.

4. Multiple reports of diminishing mRNA “vaccine” protection against the Delta
COVID-19 virus strain following calls for “vaccine” boosters
5. An orchestrated and irresponsible mainstream “media science” campaign

aiming to discredit the use of ivermectin on safety grounds.

Additional Public Information on the Safety of Ivermectin

The current NCCET recommendation continues to question the safety of ivermectin
despite its worldwide use (4 billion doses) for more than 3 decades and the inclusion
of ivermectin on the World Health Organisation Model List of Essential Medicines.

4
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In fact, ivermectin is known to have a wide margin of safety compared to most drugs
including many non-prescription medications.

Prior to the pandemic, the Australian Therapeutics Goods Administration (TGA)
previously had no significant concerns regarding the safety of ivermectin. According
to the TGA Australian Public Assessment Report for Ivermectin — 2013 (see attached).

e Page 11: “Escalation to a single dose of 120 mg (up to 2 mg/kg), 10 times the
approved dose and 5 times the anticipated head lice dose, also produced no
mydriatic effect. This supports the safety of ivermectin at the proposed dose
and provides a significant margin of safety.”

e Page 18: the drug “showed good tolerability and no safety concerns at doses
ranging from 30 to 120 mg, that is, up to 10 times the proposed dose of 200
pg/kg for treatment of scabies”.

e Page 39: The TGA clinical evaluator found that there were no significant safety
concerns reported with the use of ivermectin in any of the published studies.

There were 3 stated reasons for the TGA action in preventing ivermectin from being
used in the treatment of COVID-19:

Reason 1.  ivermectin use might dissuade people from being vaccinated

Reason 2.  ivermectin was associated with serious adverse events including “severe
nausea, vomiting, dizziness, neurological effects such as dizziness,
seizures and coma”.

Reason 3. ivermectin prescribing for COVID-19 might lead to shortages of this
medication for other approved indications.

Reasons 1 and 3 do not justify the prohibition of ivermectin prescribing for the
treatment of COVID-19.

With regard to Reason 2 — this contradicts the TGA’s prior assessment of the safety
of ivermectin (above).

Ivermectin National Treatment Programmes

Clinical trials are fundamentally designed to randomly select a relatively small group
of individuals for specified treatments and observe safety and efficacy. The results, if
statistically powered correctly, can then be extrapolated to the population at large.
However, in the case of ivermectin, not only are there more than 60 published clinical
trials available, but several countries have embraced the use of ivermectin for the
treatment of COVID-19 with success and treatment data is available on huge
populations which provide important efficacy data.

In addition to the successful national treatment programmes in countries such as
Mexico, Argentina and Peru, the NCCET should now be aware of the success in
treating COVID-19 individuals with ivermectin in the Indian State of Uttar Pradesh.
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https://www.thegatewaypundit.com/2021/09/huge-uttar-pradesh-india-announces-state-covid-19-free-
proving-effectiveness-deworming-drug-
ivermectin/?utm source=Twitter&utm medium=PostTopSharingButtons&utm campaign=websiteshar

ingbuttons

https://www.thedesertreview.com/opinion/columnists/indias-ivermectin-blackout---part-v-the-secret-
revealed/article 9a37d9a8-1fb2-11ec-a94b-47343582647b.html

https://osf.io/preprints/socarxiv/r93g4/

https://papers.ssm.com/sol3/papers.cim?abstract id=3765018

Ivermectin based combination therapy was administered as early and preventative
treatment in all family contacts as part of the “Uttar Pradesh Covid Control Model”.
Using this therapeutic approach, COVID-19 was virtually eliminated in a population of
230 million people with a vaccination rate of less than 6% (compares to the US fully
vaccinated rate at the same time of 54%). This result is in direct contrast to the
comparable State of Kerala, a small state located in Southern India that is over-
dependent on vaccines and restricted ivermectin use to more severe cases and late
treatment if used at all.

Large scale observational studies such as this can provide valid and reliable real-world
data and, in most cases, there is little evidence that the results of observational studies
and RCTs systematically disagree (Reference 6).

https://www.researchgate.net/publication/261998443 Healthcare outcomes assessed with observat
ional study designs compared with those assessed in randomized trials

The regulatory agencies appear willing to provisionally release new drugs to treat
COVID-19 on the basis of very limited safety and efficacy data (sometimes involving
a relatively limited clinical trial data and/or no long-term safety data (eg. mRNA
vaccines, molnupiravir and remdesivir). However, the NCCET appears to largely
ignore the compelling body of evidence supporting the safe and effective use of
ivermectin in more than 30 randomised clinical trials (RCTs) involving more than
20,000 patients and successful national ivermectin treatment programmes.

Literature Review and Meta-analyses

The NCCET continues to rely (and defends) an arbitrary selection of 18 published
clinical trials upon which to base its current negative recommendation for ivermectin
use. In contrast to the sophisticated meta-analysis methods employed in the
published reviews on ivermectin (References 7 and 8), the NCCET has failed to detail
or define its informal method of assessment which were used to arrive at the current
recommendation.

Rather than relying on the results of any one clinical trial, properly conducted meta-
analyses of a larger number of randomised controlled trials by highly trained and
experienced staff are the most powerful tool in drawing reliable conclusions from
pooled data. However, biases can be introduced in any meta-analysis. This is why
it is important to publish the protocols and methods used in any meta-analysis so the
work can be critically assessed for reliability.
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A recent meta-analysis of ivermectin was conducted by the Cochrane group
(Reference 9). However, according to a response to this meta-analysis by Fordham,
Lawrie, MacGilchrist and Bryant (in pre-print, see attached Reference 10), the
Cochrane report suffers from no less than 11 significant analytical and methodological
defects rendering the conclusions unreliable — not the least of which, to give but one
example, was the author’s treatment of the important analysis of mortality.

Out of 24 available RCTs identified for the review, the authors chose only 4 to include
in their mortality analysis, a small subset of those available. The Cochrane authors
split this data up further into two separate analyses. This effectively dilutes their
findings to the extent that a meaningful result from meta-analysis was not possible.
Instead of utilising all available evidence and presenting appropriate caveats around
such wider evidence, as would normally be done according to accepted protocols, they
present an empty review with considerable bulk but little useful analysis.

Conclusions

The reported diminishing efficacy of the COVID-19 vaccines to protect against the
emergence of SARS-Co-2 variants demands an urgent review of the use of ivermectin.

| repeat my previous message (21 August Open Letter) to the NCCET and again
request an urgent review of the recommendations regarding ivermectin:

“The current approach to symptomatic COVID-19 individuals is largely to do nothing
and simply observe until they either get better or get worse, perhaps much worse, and
need to go to hospital. The do-nothing approach places enormous strain on our health
care system. Evidence for this ‘do nothing, watch and observe’ approach is lacking.
Ivermectin offers a potentially effective, low cost, safe and rational approach to the
management of such individuals with little or no disadvantage. The NCCET
recommendation on ivermectin is considered to be misinformation by many experts
and is viewed as contributing to needless hospitalisation — but for this
recommendation, many Covid-19 infected individuals could be receiving early
effective treatment.”

Regards,
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DECLARATION

The Australian Medical Network (AMN) uses the power of the network and wider
community to overcome Australia’s health challenges and supports medical doctors and
clinicians to discover new health therapies that provide safe and effective solutions to all
Australians. Along with advancing health, we offer medical legal support, medical research,
the latest health-related news, networking and educational events.

Across Australia, AMN has over 10,000 health professionals and private citizens in its
network. They include medical practitioners, surgeons, virologists, epidemiologists, critical
care specialists, pharmacologists, lawyers, health economists, academics, other health
professionals and health management executives. Because of our combined education,
training, and experience, this makes us highly competent to provide further insights in
support of the application to delete the Appendix D, Item 10 listing for lvermectin, and allow
general practitioners to prescribe ivermectin and pharmacists to dispense it.

In making this application, we certify that the information is accurate, and we do not have
any conflicts of interest or competing interests.

We agree to keep the notifications of intermediate and final decisions in relation to this
consultation and submission confidential until they are published in accordance with
subsections 42ZCZP and 42ZCZS of the Therapeutic Goods Regulations of 1990, as applicable
(i.e., after referral to an expert advisory committee).
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PART 1 - REASONS FOR SUPPORTING THE APPLICATION

We agree with the initiating applicant’s request that the entire Appendix D, Item 10 listing
(listing) for ivermectin in the Poisons Standard, which was added on September 11, 2021, be
removed, for all the reasons given by the Applicant. This will enable general practitioners to
safely and effectively prescribe ivermectin, including where they judge appropriate to treat
and prevent COVID-19. We also agree and emphasize the following;

1. The listing has prevented pharmacists and doctors from safely providing and
supervising ivermectin usage for the prevention and treatment of COVID-19. Instead,
the listing is forcing patients to obtain ivermectin illegally or to use ivermectin
manufactured for animals. The prohibition has produced the opposite desired
impact.

2. If the listing is removed, Australians' usage of ivermectin will be safer since doctors
and pharmacists can then supervise patient use of the medication. In addition, no
evidence was provided that ivermectin was being prescribed by general practitioners
in an unsafe and unfavourable way.

3. In 2013, the TGA published a report titled, ‘Australian Public Assessment Report for
Ivermectin’ (AUSPAR). The report highlighted the safety characteristics of ivermectin
especially when recommended by doctors and given by pharmacists. If the listing is
removed, Australians' usage of ivermectin will be safer because doctors and
pharmacists can then monitor the patients progress and suggest other
complimentary treatment suggestions.

4. In terms of the risks and benefits of the use of a substance, AUSPAR outlined the
major risks and found ivermectin was safe as long as the recommended dose was
observed. Used regularly by millions of people in Africa for the prevention of
parasitic infections, it has also helped them with COVID-19 infections.

5. Upon investigating the purposes for which a substance is to be used and the extent of
use of a substance, lvermectin may help reduce COVID-19 infections, hospitalisations
and reduce current pressures on Australian hospitals and the health ecosystem.
While ivermectin is not officially used for the prevention and treatment of COVID-19
in Australia at this time, the applicant provided positive evidence that ivermectin
may help prevent COVID-19 in up to 44% of patients. This in turn may help reduce
the severity of COVID-19 infections in a sizable portion of patients.

6. The toxicity of a substance is also covered in AUSPAR, where safety levels of
ivermectin is in considerably higher dosages than would be required to treat or
prevent COVID-19. Compared to Paracetamol which is widely available despite
overdoses being a regular feature in EDs across the country, ivermectin’s toxicity and
safety profile is far less toxic.

! https://www.tga.gov.au/sites/default/files/auspar-ivermectin-131030.pdf
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When considering the dosage, formulation, labelling, packaging and presentation of
a substance, ivermectin's presentation requires no additional modifications. Both
adult patients and older children can utilise ivermectin with success.

The potential for abuse of a substance if left unsupervised in this case is high. This is
because patients who desire to use ivermectin can no longer have it securely
prescribed by a doctor and properly distributed by a pharmacist, the possibility for
accidental abuse of ivermectin has grown as a result of its placement in Appendix D,
Iltem 10. The listing's results are the exact reverse of what the TGA intended.

Any other matters necessary to protect public health - relate to Australian patients
having the right to use secure substitutes for COVID-19 prevention and treatment.
The listing limits Australians' options. There will be certain Australians who cannot
handle the present COVID-19 preventatives and treatments, and those Australians
should be provided with alternatives.

ADDITIONAL SUBMISSIONS

1.

Infections with COVID-19 still affects Australian states and territories. Although the
Omicron variant is less threatening, it is contagious and eluding vaccine protection
and transmissibility. The current approach is placing strain on hospital resources,
hospital staff, medical institutions, mental health across all demographics and
damaging the economy. Removing the listing will be a positive step to resolving
these problems.

To date, close to fifteen thousand Australians have died from or with COVID and
over ten million have had the COVID virus. The applicant argues ivermectin
treatment may prevent 44% of infections, this suggests that ivermectin may have a
positive impact on the SARS-CoV-2 virus if used in conjunction with other approved
and safe therapies.

Removing this restriction will help the government, the public and private health
systems and patients, whether they are vaccinated or unvaccinated. The Appendix D
listing for ivermectin was made during a period of uncertainty. Moving to a multi-
therapy approach strategy, would potentially help decrease infections and deaths,
boost public health confidence and move Australia forward to deal with emerging
economic, geo-political, mental health and societal issues.

Submission Appendix D, Item 10 Listing For Ivermectin



Document 4

PART 2 - THE REASONS GIVEN FOR RESTRICTING IVERMECTIN
NO LONGER APPLY

On September 11, 2022, the TGA restricted the prescribing of oral ivermectin on the advice
of the ACMS. It was decided that ivermectin could only be prescribed by general
practitioners for TGA-approved conditions. Ivermectin prescriptions for further unapproved
conditions were also allowed by some experts, including infectious disease doctors,
dermatologists, gastroenterologists, and hepatologists.

This section will demonstrate that the concerns? held by the TGA and ACMS are no longer
applicable.

IVERMECTIN IS NOT APPROVED FOR THE TREATMENT OR PREVENTION OF
COVID-19

Firstly, there are a number of significant public health risks associated with taking ivermectin
in an attempt to prevent COVID-19 infection rather than getting vaccinated. Individuals who
believe that they are protected from infection by taking ivermectin may choose not to get
tested or to seek medical care if they experience symptoms. Doing so has the potential to
spread the risk of COVID-19 infection throughout the community.

AMN RESPONSE

While ACMS and the TGA were dealing with intense political and public pressure at the time,
the data and experience since the vaccination rollout began in early 2021, indicates;

1. National vaccination rates are over 90%, and the data is showing Australians are still
transmitting and getting infected with COVID-193. Patients have been returning with
recurring COVID infections and Long COVID complications.

2. Health care workers in both the public and private hospital systems are working
under difficult conditions due to high levels of staff sick leave, stress leave and
worker shortages®.

3. Other than COVID-19 vaccination and the introduction of Paxlovid and Molnupiravir,
Australians have access to no other treatments when symptoms arise. Both Paxlovid
and Molnupiravir have not shown statistically significant reductions on
hospitalisation and mortality>.

2 https://www.tga.gov.au/news/media-releases/new-restrictions-prescribing-ivermectin-covid-19

3 https://www.health.gov.au/health-alerts/covid-19/case-numbers-and-statistics

4 https://www.afr.com/policy/health-and-education/new-data-shows-the-state-hospital-systems-under-most-
covid-stress-20220721-p5b3db

5> https://www1.racgp.org.au/newsgp/clinical/trial-shows-muted-impact-of-paxlovid-on-healthier
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IVERMECTIN DOSES ARE BEING ADVOCATED FOR USE BY SOCIAL MEDIA AND
ARE TOO HIGH

Secondly, the doses of ivermectin that are being advocated for use in unreliable social media
posts and other sources for COVID-19 are significantly higher than those approved and found
safe for scabies or parasite treatment. These higher doses can be associated with serious
adverse effects, including severe nausea, vomiting, dizziness, neurological effects such as
dizziness, seizures and coma.

AMN RESPONSE

Currently in Australia there are nationally approved ivermectin trials underway for COVID-
19. The dosage levels in these trials are lower than what is recommended in AUSPAR. Before
Ivermectin was prohibited the same dosages as the approved trials were being prescribed in
2020/2021 by medical practitioners. Dosages are more likely to be inappropriate when
patients procure ivermectin independently from untrusted sources and then consume them
unsupervised rather than have it dispensed by a pharmacist in consultation with their
doctor.

The TGA, ACMS and ACCS are invited to meet with frontline critical care specialists to
discuss how in fact ivermectin was legally prescribed in safe dosages. In addition to dosage
safety, the patient was closely monitored on a daily basis. Extensive data has been collected,
and the factors of success are attributed to safe dosages being administered, national peer
collaboration and high standards of care, communication, and reporting.

THERE IS A SHORTAGE OF IVERMECTIN

Finally, there has been a 3-4-fold increased dispensing of ivermectin prescriptions in recent
months, leading to national and local shortages for those who need the medicine for scabies
and parasite infections. It is believed that this is due to recent prescribing and dispensing for
unapproved uses, such as COVID-19. Such shortages can disproportionately impact
vulnerable people, including those in Aboriginal and Torres Strait Islander communities.

AMN RESPONSE

There are multiple and reputable global producers and suppliers of ivermectin who assert
there is no shortage®. While the market is fragmented, ivermectin is not difficult to produce
and could be produced here in Australia, which would not only help all Australians and also
provide Australia with a lucrative export opportunity. Finally, the tens of thousands of
Australians suffering from COVID-19 and Long COVID are themselves vulnerable members of
Australian society in need of treatment options.

5 https://www.pipelinepharma.com/marketplace/ivermectin-manufacturers
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PART 3 — CONCLUSION

Considering the current spread of COVID-19 infection and despite high levels of
immunization, we request that Appendix D, Item 10 listing for ivermectin be removed. The
major reasons for this removal are to improve patient safety, alleviate pressures on the
public and private health systems and move Australia’s health policy toward a multi-therapy
strategy. Plus, it will allow access to effective alternatives for those patients who do not
tolerate existing treatments and prophylaxis.

Australian governments (federal, state and territory) must encourage supervised use of
ivermectin by general practitioners. We thank you for your consideration and welcome
broader discussions because we are all working toward the same goal.
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Introduction

This statement provides the justification for our request for the drug ivermectin to be used for the prevention
and treatment of Covid-19 infections. We are a group of senior physicians, academics and researchers who
have joined together to advocate for the medically supervised use of ivermectin-based combinations for the
prophylaxis and treatment of Covid-19. Our names, experience and affiliations are listed at the end of this
statement.

There is a current crisis affecting Australian states and territories with Covid-19 infections. While the omicron
variant appears less dangerous, it is highly infectious and is stressing health facilities and harming the economy
in an unprecedented fashion. Although hospital admission rates and mortality rates are possibly lower than the
previous variants of the virus, omicron remains a significant health challenge because of its enormous
transmissibility and its ability to evade vaccine protection, leading to huge numbers of the population becoming
infected.

Vaccines have been the basis of strategic management, and have effectively shifted the spectrum of

disease from severe to mild, moderate and asymptomatic disease, while reducing the load on health facilities.
However, it is clear that current vaccine strategy alone is inadequately controlling infections within the
community (ref 1). Booster vaccination is now required to improve protection, but the duration of effectiveness
is limited and booster timing is critical to prevent recurrent vaccination causing increased vulnerability to
infection (ref 2). Current vaccines do not prevent COVID-19 infection or virus transmission from infected
individuals to others (ref 3), and there is no specific treatment modality recommended by Australian authorities
to reduce disease severity or transmission in the primary care setting, which in turn can reduce the need for
hospital admission.

It is highly likely that ongoing medical management with re-purposed and new antiviral agents will be required
for the foreseeable future. It is now clear that medical authorities have recognized that drug therapies are
needed for controlling Covid-19. The Therapeutic Goods Administration in Australia has recently approved a
number of new antiviral agents for this purpose despite limited efficacy data. In this context, it is now time to
seriously consider use of the safe and effective re-purposed drug, ivermectin, to prevent infection, to reduce the
severity of Covid-19 disease, to reduce the load on health care services, and to facilitate the strategic spacing of
booster vaccines.

The approach used in this statement is based on the principles of Evidence Based Medicine (EBM). The
essence of EBM is the convergence of (i) science-based evidence; (ii) clinical experience; and (iii) patient
contribution and views. The arguments presented in this statement meet these essential requirements. They do
not rely on ideological positions and or personal prejudices.

The statement is set out as follows. The history of ivermectin and its conventional use and safety record are
described. The unique properties of this drug relevant to its use in Covid-19 are outlined. The evidence-base
for the effectiveness and safety of ivermectin and ivermectin-containing combinations (eg. ivermectin triple
therapy [ivermectin, doxycycline and zinc] — ITT) in preventing and treating Covid-19 is critically examined,
first the published controlled trials, then the systematic reviews and meta-analyses, and finally its wide
application in various countries and states and regions. The Australian experience with ITT as a treatment is
described with reference to a large prospective observational trial recently completed. Finally, the medically
supervised use of ivermectin-based therapy for Australian patients is recommended.

Ivermectin — history and conventional use and safety
Discovery
Ivermectin was discovered in 1975 and first marketed as a veterinary medicine in 1981. Ivermectin belongs to

a group of avermectins, which is a group of 16 membered macrocyclic lactone compounds. Human
applications followed in the late 1980s. William Campbell and Satoshi Omura won the 2015 Nobel Prize in



Physiology or Medicine for its discovery and applications. The medication is on the World HEsRt{e" 4

Organization's List of Essential Medicines, and is approved by the U.S. Food and Drug Administration as

an antiparasitic agent. In 2018, ivermectin was the 420th most commonly prescribed medication in the United
States, with more than one hundred thousand prescriptions. Its safety profile is benign. It is available as

a generic medicine.

Use in parasitic and other infections

In humans it is used for treatment of parasitic infections like river blindness (onchocerciasis) and lymphatic
filariasis. It is the treatment of choice for strongyloidiasis. Ivermectin is used to treat scabies and head and
pubic lice. It can be given in mass distributions to whole communities to treat these conditions or used in
sequential doses over days to weeks for individuals.

Safety record

The usual dose range of ivermectin in humans is 0.150 — 0.300 mg per kilo of body weight (ie. 21 mg for a 70
kg person if given at 0.300 mg/kg). Ivermectin is contraindicated in children under age five and in individuals
who weigh less than 15 kg and in persons with liver and kidney disease. It is excreted in breast milk and its
safety in pregnancy has not been determined.

Ivermectin has had billions of doses taken worldwide. It has an enviable safety record. When used in the
recommended dose ranges it is relatively free of toxicity. Uncommon adverse events include fever, itching, and
skin rash when taken by mouth. Serious side effects are rare in individuals not heavily infected with parasites.

There are relatively few studies on the pharmacokinetics of ivermectin in humans. Ivermectin has rapid oral
absorption, high liposolubility, is widely distributed in the body, metabolized in the liver (cytochrome P450
system), and excreted almost exclusively in feces (ref 4). Following a standard oral dose in healthy humans, it
reaches peak plasma levels at 3.4-5 h, and plasma half-life has been reported to be 12—66 h. It is strongly
bound to plasma proteins.

Ivermectin overdose may cause neurotoxicity due to potentiation of inhibitory chloride channels. This may
present with central nervous system depression, ataxia, coma and even death. Ivermectin inhibits the enzyme
CYP3A4 and it may have adverse interactions with other drugs metabolised via the CYP3A4 system like
statins, HIV protease inhibitors, calcium channel blockers, lidocaine, benzodiazepines, glucocorticoids, and
dexamethasone. It can interact with warfarin and alter blood clotting. During treatment ivermectin can cause
transient elevations of liver enzymes. It should be used with care in possible Loiasis exposure.

lvermectin dose

The lethal dose 50 (LD50 range) for ivermectin is in the range of 2.02-43.24 mg/kg (between 141 mg to 3,026
mg for a 70 kg person). In suicidal overdose attempts using 4.2-67mg/kg [294-4,690 mg in a 70kg person],
1/14 died from the overdose. These doses far exceed the standard upper recommended anti-parasitic dose of
0.300 mg/kg.

An early concern about the use of ivermectin was the dose presumed to be needed to inhibit the virus in vivo
based on in vitro experiments (ref 5) which would be up to 35 times the recommended antiparasitic dose for
humans, but these concerns failed to consider the contribution to the immune response from the zinc level in
tissues, so that in vivo a much lower and hence non-toxic ivermectin dose would be required.

Nonetheless, warnings about adverse effects of ivermectin need to be mentioned and can include nausea,
vomiting, diarrhoea, hypotension, and in toxic doses decreased level of consciousness, confusion, blurred
vision, visual hallucinations, loss of coordination and balance, seizures, coma, and death. No doses with such
toxic adverse effects have ever been recommended in the treatment of conditions in humans.

Unique antiviral properties of ivermectin



An initial study from the Monash Biomedicine Discovery Institute showed that ivermectin coliefPevént
SARS-CoV-2 infection in vitro (ref 6). Further studies exploring this finding are underway (ref 7). One in vivo
placebo controlled investigation noted patients treated with ivermectin had lower viral loads and less viable
viral cultures, suggesting an anti-SARS-CoV-2 activity (ref 8).

The possible mechanisms (ref 9) conferring ivermectin a protective role in Covid-19 infection include:
1. Direct action on SARS-CoV-2

Blocking spike protein facilitated virus entry into host cells via the ACE receptor

2. Action on host targets important for viral replication

Protease inhibition of virus replication

Blockage of nuclear transport essential for viral replication.

3. Action on host targets important for inflammation

An anti-inflammatory role preventing cytokine storm

4. Action on other host targets

Preventing clotting/thrombotic processes and enhancing mitochondrial ATP production protecting cardiac
function

Re-purposed drugs like ivermectin have broad effects on changing the internal milieu of cells in a way

that inhibits assemblage of whole virus (ref 9). Many target points can usually be identified, reflecting their
biological sources and probable protective roles. The mechanisms identified above suggest that ivermectin
would have a role in preventing Covid-19 infection (as a prophylactic), in treating early stages of infection, and
in treating established severe cases.

Review of evidence-base for ivermectin use in Covid-19

Since the start of the Covid-19 pandemic the re-purposed use of ivermectin for the prevention and treatment of
SARS-CoV-2 has been studied extensively in case reports and randomised, placebo controlled trials. The
scientific quality of these studies has varied considerably, but most have found a consistent beneficial effect for
ivermectin in reducing rates of infection, reducing severity of disease, reducing hospitalisations, reducing
intensive care admission, and reducing deaths.

In summary, to date there have been 75 clinical studies, 54 of which have been peer reviewed, and 32 of which
are randomised controlled trials (RTC’s). Seven systematic reviews by experienced epidemiologists noted a
reduction in mortality of between 59% and 81% (ref 10). The findings for other outcome measures in these
RCT's have favoured ivermectin. Prophylaxis was achieved in 84% (range 25-96%), and significant
improvement in clinical condition was noted following early treatment 62% (45-74) and late treatment 23% (1-
46). Over 7,000 patients were included in the 32 RCT’s, performed by 361 authors. This database has been
described by leading epidemiologist Dr Tess Lawrie as “in excess of data usually submitted for a regulatory
drug approval” (ref 11).

While a number of supportive systematic reviews have been published, a meta-analysis by the Cochrane group
(ref 12) found insufficient evidence to recommend ivermectin as a treatment for Covid-19. This analysis has
been criticized on methodological grounds as being an unreliable assessment of the efficacy of ivermectin (ref
13).

Beyond clinical case series and controlled trials, ivermectin has been used as part of public health measures in
whole countries, states and regions across the world. In some jurisdictions ivermectin was provided as one of a
suite of drugs and vitamins for citizens to take to prevent or treat Covid-19 infection. In other jurisdictions
ivermectin was strongly recommended to the public and made readily available as a prophylactic or treatment
of Covid-19 infection. Interventions with community-wide administration of ivermectin have been undertaken
in India, Mexico, regions of Peru and Argentina, Japan, Dominican Republic and Brazil. In these opportunistic
and uncontrolled trials the notable consistent findings were dramatic reductions in Covid-19 infections,
hospitalisations and Covid-related deaths within one to two weeks following the widespread availability of
ivermectin.



In a quasi-experimental Mexico City study symptomatic Covid-19 subjects receiving a medicdlKitf"fittuding
ivermectin 12mg for two days (along with paracetamol and aspirin) were 55% to 77% less likely to be
hospitalised than those not using the kit (ref 14).

A large propensity-matched real-world citywide study of adults in Brazil demonstrated a 67% reduction in
hospitalisations and a 70% reduction in deaths in the subjects who took ivermectin for two days each fortnight.
The benefit of ivermectin prophylaxis was independent of known risk factors for Covid-19 infections (ref 15).
A follow-up publication from this group demonstrated a substantially reduced rate of hospitalization and death
in a dose-dependent relationship among ivermectin treated individuals (ref 16).

An informative comparison unblinded trial can be derived by observing the pattern of Covid-19 between Indian
states that used ivermectin to greater or lesser degrees (ref 17). The starkest difference in policy and outcomes
was between Uttar Pradesh (population 241 million) that pursued a proactive widespread ivermectin early
treatment and prophylaxis roll-out similar to ITT (ivermectin, zinc, vitamin D3, doxycycline, multivitamin)
plus personal protective equipment and pulse oximeter delivered door to door, compared with Kerala (35
million) that banned ivermectin and relied on vaccines.

While total cumulative Covid-19 deaths by late August 2021 in Uttar Pradesh were 22,700 and those in Kerala
were 20,000 were similar, the Uttar Pradesh population was 7-fold greater, and deaths plummeted in Uttar
Pradesh following the ivermectin protocols (ref 17).

In the 2021 September reporting fortnight period Indian media reported 199 active cases, 11 new daily cases
(from 226,000 tests) and zero deaths in Uttar Pradesh (ref 18), whereas there were 180,842 active cases, 19,325
new cases (from 121,070 tests) and 143 deaths in Kerala (ref 19). The positive case rate of <0.01% in Uttar
Pradesh versus 15.96% in Kerala is observational data worthy of noting.

Vaccination status was unrelated to the Covid-19 performance of these two Indian states: by late August 2021
less than 5% of adults in Uttar Pradesh were fully vaccinated (two administrations of vaccine) compared with
20% in Kerala (ref 20).

By 15 January 2022, Uttar Pradesh’s Covid death toll had remained almost static at 22,953 with 3 to 6 deaths
per day from the omicron wave, whereas in the ivermectin-suppressed state of Kerala the death toll had now
more than doubled to 50,674 with deaths having continued at over 100 per day for months (ref 21).

The Australian experience with ivermectin for Covid-19

Intracellular infections such as TB, H pylori, HBV, HCV and HIV - all require mostly 3 drugs combined to
treat the infection effectively. For TB we would not be promoting the use of isoniazid alone nor amoxycillin
alone for H pylori eradication. Similarly ivermectin should not be used alone for Covid-19. Furthermore when
used alone in parasite infections resistance against ivermectin has been reported (ref 22). So in the Australian
study ITT was used, rather than ivermectin alone.

Australian ‘real-world experience’ with ITT for Covid-19 has been substantial. A 600 subject prospective
observational trial of consecutive patients is now complete (ref 22). This study used ivermectin 24mg daily
plus doxycycline (100 mg bd), and zinc (50mg daily) for 10 days within 48 hours of a positive PCR test and
diagnosis of Covid-19. Side effects were minimal — only 7% of patients had minor gut symptoms. No patient
ceased the trial due to adverse events. 90% of patients completed the study in full.

Over the course of the trial only 5 patients (0.8%) were admitted to hospital, and there were no deaths.
Symptoms of Covid-19 declined significantly and oximetry readings improved substantially. Although this
trial did not have a control group, comparison of the results to historical outcomes of hospitalizations and
deaths among non-ivermectin treated patients is dramatic — 70 patients would have been expected to be
hospitalized and there would have been 6 deaths (ref 23).

Another consecutive series of 24 of severely ill but not hospitalized patients treated with a similar combination
of ivermectin and doxycycline, zinc and vitamins D and C in the USA had comparable success to the Australian



study (ref 24). In all subjects symptoms resolved quickly and oxygen saturation improved with§ft?8"Hof the
start of treatment. There were no hospitalizations or deaths in the treated cohort.

Conclusion

The information presented in this statement clearly shows the benefit of ivermectin for a prophylactic role in
Covid-19, as well as the value of using ivermectin for early and established Covid-19 infections. In the light of
the massive spread of Covid-19 infection occurring at the moment despite high levels of immunization,
Australian governments (federal, state and territory) should encourage the medically supervised use of
ivermectin in ITT for preventing and treating of Covid-19, and support controlled trials of this medication to
prevent and treat early and established Covid-19 infections. The previous argument of suppressing the use of
ivermectin because it would take away from the focus on getting widespread uptake of vaccination in the
community no longer holds because government authorities are now invested in introducing antiviral drugs for
Covid-19 treatment. We consider widespread use of ivermectin would contribute to the control of Covid-19
within weeks, as it has done in other jurisdictions.
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EXECUTIVE SUMMARY OF THE SUBMISSIONS

1. On 1 September 2022, the Secretary of the Australian Department of Health
invited public submissions on scheduling proposals referred to the November
2022 meetings of the Advisory committees on Medicines and Chemical
Scheduling including specific reference to ivermectin'. These submissions are

in response to that invitation.

2. These Submissions to amend the Poisons Scheduling of ivermectin are
submitted in the National interest. The evidence submitted in support of the
proposed deletion of Appendix D, Item 10 in the ivermectin Poisons Scheduling
is, arguably, the most important Poison Scheduling change ever considered by
the Australian Government as it seeks to remove historically unprecedented
restrictions on the prescribing of ivermectin which were primarily introduced
during a pandemic response to encourage, rightly or wrongly, COVID-19
vaccine uptake as, in part, specifically stated by the Australian Therapeutic
Goods Administration (TGA).

3. ltis the view of the Co-Signatories that the introduction of Appendix D, Item 10
to the listing of ivermectin did not take into proper account the extensive existing
documentation regarding the safety and efficacy of ivermectin used alone and
in combination in relation to the potential management of COVID-19 and various
parasitic indications. Since the restrictive scheduling change for ivermectin
introduced on September 10 2021, considerable additional clinical safety and
efficacy data has become available which adds weight to the compelling body
of evidence which demonstrates that ivermectin restrictive scheduling should be
normalised to return professional discretion to doctors in relation to off-label

prescribing as is the conventional and accepted practice for other drugs.

4. Given the unique nature of the current COVID pandemic and the short time

frame to construct these important Submissions, a diverse body of evidence

! Australian Government Department of Health, Therapeutic Goods Administration: Consultation: proposed
amendments to the Poisons Standard — ACCS, ACMS and Joint ACCS/ACMS meetings, November 2022.
1 Sept. 2022.
https://www.tga.gov.au/resources/consultation/consultation-proposed-amendments-poisons-standard-accs-
acms-and-joint-accsacms-meetings-november-2022
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and both local and international expert opinion, (including commentary on
certain published literature emanating from arguably vested and opposing
interests) has been assembled. An attempt has been made to assemble all
relevant literature in these Submissions. The Co-Signatories rely heavily upon
the impressive historical world-wide safety record of ivermectin including the
TGA’s own safety assessments prior to the pandemic. These Submissions
provide compelling evidence to support the impressive safety record of
ivermectin which is matched by few, if any, widely used therapeutic agents in

use today.

. Rightly or wrongly, the Decision to apply Appendix D, ltem 10 by the TGA
regarding the scheduling change for ivermectin was not made solely upon
normal considerations of safety and efficacy of this therapeutic agent. Other
logistical and vaccine-centric reasons formed the basis of this unprecedented
scheduling change which emanated from the national COVID pandemic
policies. Now that the complexion of the pandemic has changed and
considerable knowledge has been gained, it is the view of the Co-Signatories
that the TGA’s invitation for “Consultation” represents an admirable,
encouraging and long-awaited sign of reflection and review in the national
interest to improve Australia’s COVID health policy which must involve the
removal of unprecedented and restrictive Poison Scheduling currently impacting

the prescribing of ivermectin.

. Justification for removing Appendix D, Item 10 in the current Poison Scheduling

for ivermectin may be summarised as follows:

The restrictive Poison Scheduling of ivermectin was introduced, in part, due to
misconceived and inappropriate safety concerns. Worldwide use has
demonstrated that ivermectin is among the safest drugs available and has a
known and established high therapeutic index (or therapeutic ratio).

There are no reported and/or credible evidence to suggest that off-label
prescribing of ivermectin, for any indication, is associated with an
unacceptable incidence of adverse effects or consequences.

There have been no reported supply issues relating to ivermectin which may

impact public health.
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There are unintended consequences of the current restrictive prescribing
regulations including the elevation of interest in obtaining and using ivermectin
which may be counterfeit or of unsuitable quality (eg. veterinary products).
With more than 95% of the adult population now considered fully vaccinated,
wider ivermectin availability would not be expected to impact the government’s
COVID vaccine policies.

With the introduction of early anti-viral drugs, molnupiravir and Paxlovid, it
now appears timely to review the previously restrictive vaccine-only policy

which formed the basis of the current restrictive scheduling of ivermectin.
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7. SUBMISSION CORRESPONDENCE DETAILS:

Neme:

Submissions Editor acting for and on behalf of the Co-Signatories
Address: R
Email: _@aussiebroadband.com.au

All correspondence and notices to_ (but copies to any and all co-signatory

organisations and individuals as appropriate)

8. DECLARATION:

The factual matters stated in the report are, as far as | know, are true.

| have made all inquiries, consisting of literature review, considered appropriate.
There are no readily ascertainable additional facts which would assist me in reaching
more reliable conclusions.

The opinions stated in the report are genuinely held by myself, and

The report contains reference to all matters | consider significant.

Signature 26 September 2022

Submitted for and on behalf of the Co-Signatories
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INTRODUCTION

10.

11.

12.

13.

14.

The Poison Scheduling change for ivermectin announced 10 September 2021
to effectively ban its off-label prescribing for the management of COVID-19 was
part of a sweeping suite of harsh and extreme public health policies introduced
or permitted to meet the challenges of the SARS-CoV-2 pandemic.

In retrospect, many of the health policies adopted by Australia and elsewhere
have either been shown to have failed (eg. COVID-19 vaccination to stop the

spread of the virus) or have attracted widespread and ongoing expert criticism.

One of the health policies which has been the focus of considerable criticism
relates to the surprising lack of government advice, for the first time ever, that a
potentially serious infectious disease should be treated as early as possible.
Rather, the government advised, if one was infected, to isolate and wait for
either eventual recovery or, if the infection became serious, affected individuals
should be directed to hospital for management. The government essentially
ruled out early treatment of the infection in deference to a “vaccine-only” policy
to meet the challenges of COVID-19. Many clinicians did not agree with this
policy and, as history has shown, it is possibly one of the biggest errors of
judgement in relation to COVID-19 public health policy.

As it turns out, the health policies developed by the U.S. CDC under the
leadership of Dr. Fauci and Dr. Birx, which formed a template for a global
pandemic response including that of Australia, were not based on data and

science. This was recently admitted:

In Washington D.C. on 18" of August the US Center for Disease Control
Director, Dr. Walensky, told employees: “To be frank, we are responsible for
some pretty dramatic, pretty public mistakes from testing, to data, to

communications”.

Dr. Deborah Birx, coordinator of the White House coronavirus task force, who
set the strategies for early U.S. Covid responses, which were copied by much

of the world, has publicly admitted to the poor quality of U.S. Covid data and

10
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said “it was a pandemic driven by assumptions and perceptions, rather than

data and science”

15. It is apparent now that the change to restrictive ivermectin Poison Scheduling
was part of the mistaken assumptions and perceptions in government COVID

health policy.

16.  One of the most regrettable statements ever made by the U.S. Food and Drug
Administration (FDA) was made on 21 August 2021 when it posted a link on
Twitter saying “Why you should not use ivermectin” webpage with the message

“You are not a horse. You are not a cow. Seriously, y'all. Stop it"2.

17.  This FDA public statement was made despite the well-known safety record of
ivermectin. In fact, the Chief Medical Officer for England, Professor Sir
Christopher Whitty, has previously stated “The drug has proven to be safe.
Doses up to 10 times the approved limit are well tolerated by healthy volunteers.

Adverse reactions are few and usually mild.” 3

18. Some Australian Chief Health Officers publicly used exaggerated claims of
ivermectin toxicity, calling it a dangerous horse de-worming medication
unsuitable for human use. It is inconceivable that these senior health officials
could be so ill-informed of the safety record and importance of ivermectin in
modern medicine. The most generous and likely interpretation of this
regrettable statement is that this claim was made to encourage vaccination
uptake. Statements like this have never been retracted or corrected despite the
fact that ivermectin is considered to be one of the safest and most valuable
drugs used in medicine and is nominated by the World Health Organisation
(WHO) to be an essential drug, with billions of doses used worldwide over

several decades.

2 U.S. FDA, Twitter, https://twitter.com/us_fda/status/1429050070243192839?lang=en
3 Chaccour, C., Lines, J. & Whitty, C. J. M. (2010). Effect of Ivermectin on Anopheles gambiae Mosquitoes Fed

on Humans: The Potential of Oral Insecticides in Malaria Control. Journal of Infectious Diseases, 202, 113-116.
doi: 10.1086/653208. https://academic.oup.com/jid/article/202/1/113/888773

11
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However, if it was the intent of the TGA to pause the availability of ivermectin
for early treatment until more recognised anti-viral agents became available,
then the change in scheduling, by all accounts, has achieved its goal with the
current availability of both molnupiravir and Paxlovid and the scheduling of
ivermectin should now revert to its previous pre-pandemic listing with the

removal of Appendix D, Iltem 10.

The invitation represents a laudable step to remedy a serious error in health
policy. Whether the highly restrictive but ill-advised prescribing of ivermectin
via the addition of Amendment D, Item 10 to the Poison Scheduling was made,
primarily, in good faith to drive COVID-19 vaccination uptake by the population
using an ill-founded claim relating to the lack of safety or whether this change
was made under international pressure by the pharmaceutical industry to
develop and market new oral agents at higher costs and to harmonise with a
similar ban or restriction on ivermectin prescribing in the U.S and elsewhere,
remains a matter of speculation. The important thing is that this review of the
restrictive prescribing of ivermectin is now being made by the Australian

Government and should be applauded.

Any casual observer of the official TGA Consultation invitation might be misled
into assuming this initiative to review the Poison Scheduling of ivermectin was
initiated in response to a single recent submission by general practitioner

doctor. This is incorrect.

In fact, there have been a large number of written communications and
submissions by many experts, including some of Australia’s most eminent
clinicians, over the course of the pandemic which have sought to place evidence
before the health authorities regarding the safety of ivermectin, to argue for the
removal of restrictive prescribing and to reinstate the long-standing principles

embodied in the sanctity of the doctor-patient relationship.

Examples of previous attempts to urge a change in the restrictive prescription
policy for ivermectin consist of two open letters directed to the Australian
National Covid Clinical Evidence Taskforce dated 21 August 2021 and 14

12
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October 2021 which form part of these submissions. In addition, there was an
Australian Government Parliamentary Petition to normalise the Poison
Scheduling of ivermectin which attracted more than 100,000 signatures (Petition
EN3364 — The Ivermectin Ban — An Authoritarian Threat to Public Health) —

none of which have been seen to warrant a response to date.

In addition, there have been appeals for a return to a common-sense approach
regarding ivermectin prescribing directed to head of the TGA in multiple private
communications including those from Prof. Wendy Hoy AO FAA FRACP,
Professor of Medicine, University of Queensland and authoritative public
statements made in the print media by Emeritus Professor Robert Clancy AM
DSc FRACP FRS(N). An “lvermectin Statement” signed by a large number of
medical and scientific experts which supported the removal of extreme
restrictions on ivermectin prescribing was also widely distributed to Australia’s

health officials.

It is hoped that these Submissions will be received and treated with the respect
it deserves as it presents a compelling case, supported by many health
professionals, to reverse the extreme restrictions on the prescribing of
ivermectin and normalise its Poisons Scheduling consistent with its important

place in medicine.

13
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PROPOSED AMENDMENT TO THE SCHEDULING OF IVERMECTIN

26.

It is proposed to delete Appendix D, Item 10 listing in Schedule 4 for ivermectin.

All other listing details for ivermectin in Schedules 5 and 7 to remain the same.

Appendix D, Item 10 currently reads as follows:

10. Poisons available only when prescribed or authorised for:

(1)

an indication that is accepted by the Secretary of the Australian Government Department
of Health in relation to the inclusion of ivermectin in tablet dosage form in the Australian
Register of Therapeutic Goods (an approved indication); or

Note: Approved indications are shown in the public summary of the Australian Register of
Therapeutic Goods on the Therapeutic Goods Administration website at www.tga.gov.au.

an indication that is not an approved indication, when the preparation is prescribed or
authorised by a medical practitioner registered under State or Territory legislation that
forms part of the Health Practitioner Regulation National Law, as a specialist in any of the
following specialties or fields of specialty practices:

(a) dermatology;

(b) gastroenterology and hepatology;

(c) infectious diseases;

(d) paediatric gastroenterology and hepatology; | paediatric infectious diseases; or

use in a clinical trial that is approved by, or notified to, the Secretary of the Australian
Government Department of Health under the Therapeutic Goods Act 1989.

IVERMECTIN in preparations for oral administration for human use

14
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REGULATORY BACKGROUND TO THE INTRODUCTION OF APPENDIX D,
ITEM 10 RESTRICTION TO THE PRESCRIBING OF IVERMECTIN

27. At the 35" meeting of the Advisory Committee on Medicines Scheduling (8
September 2021, TRIM Reference no. D21-3074411), the Minister’s Delegate
presented a discussion paper detailing concerns regarding the increased off-
label prescribing of oral ivermectin for the prevention and treatment of COVID-
19 and requested an urgent scheduling amendment to place prescribing
controls on the supply of oral ivermectin®. Certain observers to this meeting
included individuals with a stated conflict of interest but were allowed to
participate in the meeting. The meeting minutes retrieved under Freedom of
Information were heavily redacted. The subsequent Decision to restrict the off-

label prescribing of oral ivermectin was issued on 10 September 202155,

28. The stated reasons for the Scheduling change to introduce restrictive

prescribing of ivermectin were as follows:

a) “persons taking ivermectin in an effort to prevent COVID-19 consider
themselves to be protected against the disease, elect not to be vaccinated as
part of the national COVID-19 vaccination program”.....

b) ‘it is possible that oral ivermectin will be in shortage in Australia” [if used to
manage COVID-19].
and

c) “Oral ivermectin also has the potential to cause severe adverse events in
persons, particularly when taken in high doses that have recently been
described in social media and other sources for the prevention or treatment of
COVID-19 infection”.

29. The stated Scheduling change was not made because ivermectin was

considered ineffective in the treatment of COVID-19 but rather because such

4 Record of the 35" meeting of the Advisory Committee on Medicines Scheduling 08 September 2021.
Confidential — Official use only: Information retrieved under Freedom of Information (redacted to remove
names of participants)

5 Poisons Standard Amendment (Ivermectin) instrument 2021 — Authorised Version Explanatory Statement
registered 10/09/2021 to F2021L01253

8 Notice of an amendment to the current Poisons Standard under paragraph 52D(2)(a) of the Therapeutic
Goods Act 1989
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use might dissuade vaccine uptake by the community, a shortage of ivermectin
for approved uses might eventuate and because of a potential but
unsubstantiated belief that ivermectin might cause serious adverse effects if

used in high doses.

The logic and rationale in relation to a) and b) remain in the domain of
hypothetical and strategic government health policy and are not directly related
to the usual safety and efficacy issues which would normally underpin a review
of the use of any therapeutic in sofar as Poisons Scheduling is concerned.
Introduction of Poison Scheduling Appendix D, item 10 represented a clear
historical departure from conventional scheduling considerations where
decisions were made primarily on safety and efficacy and not primarily intended
to restrict the prescribers ability to employ off-label prescribing where it was

considered justifiable and appropriate.

SCOPE OF THE SUBMISSIONS

31.

32.

These Submissions will focus on the safety aspects of ivermectin as this relates
to public health. Published documents and references regarding the clinical
efficacy of ivermectin in the management of COVID-19 are submitted for
background purposes due to their relevance in relation to safety. It should be
recognised that reasons a) and b) (above) underpinning the change in
ivermectin scheduling no longer apply as the government claims’ more than
95% of the over 18 years of age population in Australia have now been
vaccinated and ivermectin supply has not been reported to be a problem in

Australia or world-wide.

While these Submissions will focus upon the safety aspects of ivermectin (the
one remaining reason why Appendix D, Item 10 was introduced), pivotal clinical
trial studies, meta-analyses and commentary on such studies have been
included as this information provides valuable background information which

impacts any consideration of ivermectin safety.

7 Australian Government Department of Health and Aged Care: Covid-19 vaccines
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These Submissions are not intended to be a comprehensive or systematic
review of the literature but focuses on key papers and reviews which should
assist the TGA in evaluating the proposed normalisation of the Poison

Scheduling for ivermectin.

In addition, these Submissions will not address the related, but extremely
important, ethical and professional considerations regarding the sacred doctor-
patient relationship as this was not stated as a reason for the restrictions placed

on ivermectin prescribing.

RATIONALE FOR DELETING APPENDIX D, ITEM 10 FROM THE CURRENT
SCHEDULING

35.

36.

37.

Initially, little was known about the aetiology and pathophysiology of COVID-19.
Clinicians were presented with a new, rapidly spreading pathogenic virus which

was predicted to have a dramatic impact on the world’s population.

The potential usefulness of revolutionary, but unproven mRNA gene-based
vaccines was believed to be the best answer to the pandemic. Rightly or
wrongly, a “vaccine-only” policy was promulgated worldwide which excluded
early potential treatment with any existing therapeutics including ivermectin and
other therapeutics despite considerable published evidence that ivermectin
could be used safety and effectively. Surprisingly, it was the only time it has
ever been officially recommended that a serious infection not be treated as soon
as possible. The off-label use of ivermectin, according to government policy

makers, presented a threat to the implementation of the vaccine-only policy.

In an attempt to dissuade the use of ivermectin, a media-wide campaign was
commenced to suggest that ivermectin posed serious toxicological concerns
which would outweigh any potential benefit. However, documented evidence
over decades of usage showed that ivermectin was a drug with a wide
therapeutic margin of safety — in fact, much safer than commonly used non-
prescription drugs such as paracetamol. Previously, the TGA itself has
acknowledged this wide margin of safety.
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However, for completeness and with some reluctance, the Co-Signatories need
to mention the medical literature has become a battleground with vested
commercial interests behind various publications aiming to undermine the
perceptions of safety and efficacy of ivermectin. The Co-Signatories have made
a special point of including such publications in these Submissions and has
provided comment so as to enable a proper and balanced appraisal of the safety

and efficacy of ivermectin as it relates to Poisons Scheduling.

In thses Submissions, the Co-Signatories will rely upon the following:

extensive toxicological and clinical safety data in relation to ivermectin
meta-analyses and reviews of the published medical literature concerning
clinical trials of ivermectin

individual important clinical studies of ivermectin (several of these studies have
become available subsequent to the imposition of restrictive ivermectin
prescribing

accounts of the successful national ivermectin programs used by several
countries in relation to COVID-19

specific rebuttals in response to key publications which purport to argue against

the safe and effective use of ivermectin

The evidence will show that ivermectin is a particularly safe therapeutic agent
and its restrictive Poisons Scheduling embodied in Appendix D, ltem 10 is
unwarranted and needs to be amended in the national interest as soon as
possible. These Submissions focus on the safety aspects of ivermectin and
have not been designed as Submissions to support any additional therapeutic
indication, however, a number of key clinical studies and meta-analyses have
been included in these Submissions insofar as they also relate to safety and

provide some guidance in relation to common dosages employed.

Apart from the evidence presented in these Submissions regarding the intrinsic
and relative safety of ivermectin, it needs to be recognised that there is both
substantial clinical interest and public awareness of the potential use of
ivermectin. The effective denial of supply, rightly or wrongly, has driven many

to consider alternative sources of ivermectin (veterinary products, counterfeit
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products and overseas therapeutic products) which carry undetermined safety
risks of their own. The Co-Signatories argue that removal of Appendix D, ltem
10 of the Poison Scheduling will assist in the provision of medically supervised
use by doctors and pharmacists to ensure patients receive adequate patient

information and a product of reliable quality suitable for human use.

IVERMECTIN - HISTORICAL PERSPECTIVE AND CLINICAL USE

42. Professor Satoshi Omura, of the Kitasato Institute, discovered a group of
pharmacologically active compounds in 1975 called ‘avermectins” from an
unusual Streptomyces bacterium from the soil near a golf course along the

Southeast coast of Honshu, Japan. One of these compounds was ivermectin.

43. Ivermectin became one of the most revolutionary drugs ever to be introduced
into medicine. Although first introduced to treat parasites in animals, ivermectin
has been used in humans since the 1980s8 Since then, ivermectin has
dramatically improved the health and well-being of hundreds of millions of
people mainly in relation to the effective management of parasitic diseases
including river blindness and lymphatic filariasis — two of the most disfiguring
diseases afflicting the world’s poor. Later the use of ivermectin was expanded

to include the treatment of scabies and lice.

44. Ivermectin has long since been approved as an antiparasitic by the World Health
Organisation (WHO) and the U.S. Food and Drug Administration (FDA). The
WHO has also included ivermectin on its list of “Essential Medicines™. The
importance of the drug to mankind was recognised by the award of the Nobel

Prize in Medicine to the discovers in 20150,

45. In the decade leading up to the COVID-19 pandemic, studies showed that

ivermectin possessed wide-ranging pharmacological activity including antiviral

8 Andy Crump & Satoshi Omura, lvermectin: enigmatic multifaceted ‘wonder’ drug continues to surprise and
exceed expectations, 70 The Journal Antibiotics 495, 495 (2017), available at
https://www.nature.com/articles/ja201711.pdf (hereinafter, “Crump, ivermectin”)

® World Health Organisation. 2021 List of Essential Medicines. https:/list.essentialmeds.org Last visited
15.9.22

9 The Nobel Prize, Press Release for The Nobel Prize in Physiology or Medicine 2015 (Oct. 5, 2015,
https://www.nobelprize.org/prizes/medicine/2015/press-release Last visited 15.9.22
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activity against several RNA viruses''. In addition, ivermectin was also reported
to possess useful anti-inflammatory activity'?. Subsequently, doctors have
been using ivermectin to treat “rosacea, a chronic inflammatory disease” that
manifests itself as a reddening of the face and the FDA has approved ivermectin
for that purpose’®. The potential usefulness of ivermectin in the management
of inflammatory airway disease was also recognised'. In more recent times,
there has been intense interest and research regarding the potential use of
ivermectin in the management of COVID-19.

IVERMECTIN SAFETY AND TOXICOLOGICAL INFORMATION

46. The U.S. National Institute of Health (NIH) has recognised that “ivermectin has
been widely used and is generally well tolerated”’. A recent systematic review
stated “ivermectin at the usual doses...is considered extremely safe for use in
humans”'®. lvermectin was added to the 2018 Essential Medicine list for use in
scabies and in supporting the application for inclusion in the list, the WHO
concluded that the adverse events associated with ivermectin are “primarily
minor and transient”'”. The most recent Australian Public Assessment Report
for lvermectin regarding the safety and efficacy of ivermectin by the TGA in
relation to use in scabies found no safety concerns at even 10 times the (then)

current approved dose of 200ug/kg'®. The report said:

" Pierre Kory et al, Review of the Emerging Evidence Demonstrating the Efficacy of lvermectin in the
Prophylaxis and Treatment of COVID-19, 28 American Journal of Therapeutics 299, 301 (2021), available at
https://www.ncbi.nim.nih.gov/pmc/articles/PMC8088823/ Last visited 15.9.22

2 Crump, ivermectin, supra, at 499

3 Leon H. Kircik et al., Over 25 Years of Clinical Experience with lvermectin: An overview of Safety for an
increasing Number of Indications, 15 Journal of Drugs in Dermatology 325, 325 (Mar. 2016), available at
https://jddonline.com/articles/dermatology/S1545961616P0325X Last visited 15.9.22

4 Crump, ivermectin, supra at 499

5 National Institutes of Health, COVID-19 Treatment Guidelines: ivermectin,
https://www.covid19treatmentguidelines.nih.gov/therapies/antiviral-therapy/ivermectin/ Last visited 15.9.22

6 Andrew Bryant et al., lvermectin for Prevention and Treatment of COVID-19 Infection: A Systematic Review,
Meta-analysis, and Trial Sequential Analysis to Inform Clinical Guidelines, 28 American Journal of
Therapeutics 434, 435 (Jul./Aug. 2021), available at
https://journals.lww.com/americantherapeutics/fulltext/2021/08000/ivermectin for prevention and treatment
of.7.aspx. Last visited 15.9.22. Hereafter “Bryant ivermectin”.

7 WHO Expert Committee on the Selection and Use of Essential Medicines: Application for inclusion of
ivermectin on the WHO Model List of Essential Medicines (EML) and Model List of Essential Medicines for
Children (EMLc) for the indication of Scabies at 19 (Dec. 2018)

'8 Australian Public Assessment Report for Ivermectin — October 2013 https://www.tga.gov.au/auspar/auspar-
ivermectin
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“The sponsors have only provided one new study (066) in 40 healthy subjects
which showed good tolerability and no safety concerns at doses ranging from
30 to 120 mg, that is, up to 10 times the proposed dose of 200 ug/kg for

treatment of scabies.”

“lvermectin has been used extensively to treat 6 million people in 30 countries
for onchocerciasis caused by the filarial worm Onchocerca volvulus. Ivermectin
also has proven effective for the human diseases, loiasis, strongyloidiasis,
bancroftian filariasis and cutaneous larva migrans. Several studies have now
evaluated ivermectin for human scabies. There were no significant safety
concerns reported with the use of ivermectin in any of the scabies studies to

date, except for one report of fatal complications in patients from a long-term

care facility but these were not confirmed in other studies.”
and

“The most comprehensively reported safety data came from the PK study
conducted in healthy volunteers (Study 066). In this study oral ivermectin
administered in multiple doses of up to 60 mg given 3 times a week or in single
doses of up to 120 mg (which is approximately 10 times the proposed dose of
200 ug/kg for treatment of scabies) was generally well tolerated, with no
evidence of mydriatic effect or other neurological toxicity. The most commonly
reported clinical AE was headache, which occurred in equal proportions of
ivermectin and placebo treated subjects. Other AEs, reported in single subjects
in each group, were nausea, dizziness and rash. No serious AEs were
reported in the study. The clinical evaluator found there were no
significant safety concerns reported with the use of ivermectin in any of
the published scabies studies, except for one report of fatal complications in
elderly patients from a long-term care facility. However, Barkwell’s findings were
not confirmed in subsequent studies, some of which used even higher doses of
ivermectin. Overall, the adverse event profile for ivermectin use in treatment of
scabies appeared to be similar to that observed for other indications for which
it is approved. In the published randomised clinical trials the main adverse
events were headache, abdominal pain, mild diarrhoea and rash. Post

marketing data were also provided in the form of a PSUR, covering the period
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April 2010 to April 2011. During the reporting period an estimated 1,423,010
patient treatment courses were administered for all indications.” (bolding

added for emphasis).

An expert toxicological review report based on over 500 articles up to February
20219 stated the following:

“The present extensive review of adverse events reportedly associated with
ivermectin treatment for therapeutic or prophylactic purpose did not reveal any
significant cause for concern. Indeed, with the notable exception of patients with
parasitic diseases such as Onchocerciasis or Loa-Loa microfiliaris, serious
adverse events temporarily associated with ivermectin were very infrequent. In
fact, adverse events were mainly mild to moderate and infrequent. This is
confirmed by results reported in patients with scabies or human beings without

any ongoing parasitic disease.”
and

“Hundreds of millions of human subjects have been treated with ivermectin for
curative or prophylactic purposes worldwide over the last 3 decades. The
reference list of this report demonstrates that a large body of data is available,
which allows for a detailed analysis of ivermectin medical safety. Undoubtedly,
uncertainties remain regarding ivermectin pharmacological effects and
mechanisms of action, but when removed, this is not anticipated to alter the
main conclusions of this report in any significant way as they rely on an

extensive and consistent body of medical publications.”

“Taking into account all the above, the author of the present analysis of the
available medical data concludes that the safety profile of ivermectin has so far
been excellent in the majority of treated human patients so that ivermectin

human toxicity cannot be claimed to be a serious cause for concern.”

9 Descotes, J. Expert Review Report — Medical Safety of Ivermectin. 3 March 2021
https://www.medincell.com/wp-content/uploads/2021/03/Clinical _Safety of lvermectin-March 2021.pdf
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54.  An Opinion written by the U.S. Nebraska State Attorney General’s Office (14
October 2021) provided a detailed analysis of the arguments regarding
ivermectin and off-label prescribing which are instructive®®, a copy of which
forms Annexure 1 to these Submissions, which Opinion the Co-Signatories wish

to rely upon in full as it pertains to ivermectin.

55.  The opinion stated in part:

“For more than three decades, ivermectin has also shown itself to be very safe.
Indeed, the National Institutes of Health (NIH) recognize that “ivermectin has
been widely used and is generally well tolerated?’. One recent systematic
review similarly states that “ivermectin” at the usual doses....is considered
extremely safe for use in humans?. Other studies have noted that the medicine
“has an established safety profile for human use™3 and it “provide[s] a high
margin of safety for a growing number of indications™**. Notably, a December
2018 WHO-supported application to add ivermectin as an essential medicine for
scabies reviewed the data and concluded that the adverse events associated

with ivermectin are “primarily minor and transient’?°.
and

56. “The available data support this conclusion. The WHQ'’s VigiAccess database,
which compiles adverse drug reactions from throughout the world, breaks down
the reported side effects for drugs into different categories. The largest reported
categories for ivermectin include skin issues, headaches, dizziness and
gastrointestinal disturbances such as diarrhea and nausea. The NIH confirms
that ivermectin’s primary adverse side effects “include dizziness, pruritis [itchy

Skin], nausea or diarrhea”. And a recent review of ivermectin similarly describes

20 U.S. State of Nebraska, Office of the Attorney General. Prescription of Ivermectin or Hydroxychloroquine as
Off-Label Medicines for the Prevention or Treatment of Covid-19. 14 October 2021. No. 21-017

21 National Institutes of Health, COVID-19 Treatment Guidelines: lvermectin,
https://www.covid19treatmentguidelines.nih.gov/therapies/antiviral-therapy/ivermectin/ (last visited 18 Sept.
2022)

22 Bryant, lvermectin, supra, at 435

23 U.S. Nebraska State Attorney General opinion. Prescription of Ivermectin or hydroxychloroquine as Off-
Label medicines for the Prevention or Treatment of Covid-19. 14 October 2021
https://ago.nebraska.gov/sites/ago.nebraska.gov/files/docs/opinions/21-017_0.pdf

24 Kircik, lvermectin, supra, at 325

25 WHO Expert Committee on the Selection and Use of Essential Medicines: Application for inclusion of
ivermectin on the WHO Model list of Essential Medicines (EML) and Model List of Essential Medicines for
Children (EMLc) for the indication of Scabies at 19 (Dec. 2018)
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the common side effects as “itching, rash, swollen lymph nodes, joint pain, fever

and headache.”
and

57.  “The data show not only that the adverse side effects are minor, but also that
the percentage of people who report experiencing any adverse events is
vanishingly small. The latest statistics available through VigiAccess report only
5,674 adverse drug reactions from ivermectin between 1992 and October 13,
20215, This number is incredibly low considering that “more than 3.7 billion
doses” of ivermectin have been administered to humans worldwide since the
1980s.”

and

58.  “To illustrate the safety of ivermectin, compare its VigiAccess report to that of
remdesivir, an FDA-approved treatment for COVID-19. Remdesivir was not
released for widespread use until 2020. Yet in the short period of time that it
has been on the market, people have reported at least 7,491 adverse drug
reactions on VigiAccess, more than ivermectin has registered over the last 30
years. What’s more, serious adverse reactions from remdesivir are reported in
high numbers. For example, in less than two years, those who have used
remdesivir have reported over 560 deaths, 550 serious cardiac disorders (such
as bradycardia and cardiac arrest), and 475 acute kidney injuries. Since that
safety profile is sufficient to retain FDA approval, ivermectin’s safety record

cannot reasonably be questioned.”

59. The safety and pharmacokinetics of ivermectin, administered in higher and/or
more frequent doses than currently approved for human use, were evaluated in

a double-blind, placebo-controlled, dose escalation study in 200227,

% \/igiAccess, Uppsala Monitoring Centre, WHO Collaborating Centre for International Drug Monitoring,
http://vigiaccess.org/

27 Guzzo, C.A. et al. Safety, Tolerability, and Pharmacokinetics of Escalating High Doses of Ivermectin in
Healthy Adult Subjects. J Clin Pharmacol 2002;42:1122-1133. https://pubmed.ncbi.nim.nih.gov/12362927/
(last visited 18 Sept. 2022)
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60. In contrast to the current recommended single doses of ivermectin for parasitic
indications (about 200ug/kg), this study employed both single and multiple
doses with an upper single dose of 120mg. Safety assessments addressed
both known ivermectin CNS effects and general toxicity. The report stated:

671. “The primary safety endpoint was mydriasis, accurately quantitated by
pupillometry. Ivermectin was generally well tolerated, with no indication of
associated CNS toxicity for doses up to 10 times the highest FDA-approved
dose of 200ug/kg.” ...”This study demonstrated that ivermectin is generally well
tolerated at these higher doses and more frequent regimens.”

62. An important systematic review including a meta-analysis of the safety of
ivermectin for various parasitic infections following single high dose ivermectin
(up to 800ug/kg or four times the recommended dose) has provided evidence
of the wide margin of safety of this widely used drug®®. The results and

conclusions were summarised as follows:

63. “Results: The systematic search identified six studies for inclusion, revealing no
differences in the number of individuals experiencing adverse events. A
descriptive analysis of these clinical trials for a variety of indications showed no
difference in the severity of the adverse events between standard (up to 400
lg/kg) and higher doses of ivermectin. Organ system involvement only showed
an increase in ocular events in the higher-dose group in one trial for the
treatment of onchocerciasis, all of them transient and mild to moderate in

intensity.”

64.  “Conclusions: Although within this review the safety of high-dose ivermectin
appears to be comparable to standard doses, there are not enough data to
support a recommendation for its use in higher-than-approved doses. Ocular
adverse events, despite being transient, are of concern in onchocerciasis

patients. These data can inform programme managers and guide operational

28 Navarro, M. et al: Safety of high-dose ivermectin: a systematic review and meta-analysis. J Antimicrob
Chemother 2020; 75: 827-834 doi:10.1093/jac/dkz524 Advance Access publication 20 January 2020.
https://academic.oup.com/jac/article/75/4/827/5710696
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research activities as new approaches for the use of ivermectin are evaluated.

65. Arecent clinical trial using ivermectin for the management of 34 severe hypoxic
COVID-19 patients warrants special mention as it provides both useful high
dose ivermectin safety data as well as impressive oxygen saturation data?.
Remarkably, all but three of these 34 patients had significantly increased SpO2
values within 24 hours after the first ivermectin dose. However, in relation to

safety the authors stated:

66. “As evidence of IVM safety and tolerability accrued following its use beginning
in August 2020, its stat dose of 10 mg as used for the earliest patients was
increased on 11 September 2020 to 10—12 mg every four days for three doses.
Subsequently, the dosage was further increased to 12 mg IVM on the day of
admission and then on Days 4 and 8 plus doxycycline (100 mg b.i.d.) and zinc
sulfate (60 mg/day). The latter regimen was used up through December 2020,
when the second pandemic wave emerged in Zimbabwe. At that time, additional
evidence of the safety and tolerability of this regimen supported further dose
escalation to a standard IVM dose regimen of 12 mq daily for five consecutive
days, with adjunct use of doxycycline and zinc sulfate continued at the doses
noted. In some cases, for which this standard treatment regimen did not yield
significant clinical gains within a few days, even higher doses of IVM were used,
in some cases as high as 100 mg for a single dose. Transient adverse effects
(Aes) such as blurred vision characteristic of high-dose IVM often occurred at
those dose levels, but no serious AEs [adverse effects] associated with IVM

were manifested in any patient. “

29 Stone, J.C. et al: Changes in SpO2 on Room Air for 34 Severe COVID-19 Patients after lvermectin-Based
Combination Treatment: 62% Normalization within 24 Hours. Biologics 2022, 2, 196—-210.
https://doi.org/10.3390/biologics2030015 . https://www.mdpi.com/2673-8449/2/3/15
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67. Similarly impressive clinical efficacy results using ivermectin for the
management of COVID-19 were reported in another study®. In relation to the

important issue of ivermectin safety the authors commented:

68.  “Five such studies for IVM treatment of COVID-19 recently published in top-tier
medical journals have all shown multiple clinical benefits for IVM versus
controls, most of these with high statistical significance on the order of p < 0.002
[6—10]. At much greater than the standard single anti-parasite dose of 200
ug/kg, IVM is well tolerated [11,12] and has been used in RCTs for COVID-19
treatment at cumulative doses of 1500 ug/kg [13] and 3000 ug/kg [14,15] over
4 or 5 days either without or with mild and transient adverse effects. Not
surprisingly, IVM has become extensively used in the prevention and early
disease  management of COVID-19, particularly in non-Western

countries.’Treferences omitted]

COMPARATIVE SAFETY INFORMATION REGARDING MOLNUPIRAVIR AND
PAXLOVID

69.  Any consideration of the normalisation of Poison Scheduling of ivermectin would
be incomplete without regard to the clinical juxtaposition of an assessment of
the safety of the recently “Provisionally Approved” anti-virals, molnupiravir and
Paxlovid, which have a vastly inferior and uncertain safety record by comparison

to ivermectind’.

70.  Molnupiravir is an old drug which has been repurposed to treat COVID-19.
Previously, commercial interest was abandoned in this drug due to concerns

regarding its mutagenic potential®? (cancer risk or transgenerational pathology)

30 Hazan, S. et al: Effectiveness of ivermectin-based multidrug therapy in severely hypoxic, ambulatory
COVID-19 patients. Future Microbiol. 2022 Mar;17:339-350. doi: 10.2217/fmb-2022-0014. Epub 2022 Feb 9.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8826831/

31 Clancy, R.: The Suppression of Useful COVID-19 Treatments. Quadrant, 8 August 2022.
https://quadrant.org.au/opinion/public-health/2022/08/the-suppression-of-useful-covid-19-treatments/

4

32 Zhou, S. et al: B-d-N-hydroxycytidine Inhibits SARS- CoV-2 Through Lethal Mutagenesis but Is Also
Mutagenic to Mammalian Cells. Journal of Infectious Diseases, 2021:224 (1 August) pp415-419.
https://pubmed.ncbi.nim.nih.gov/33961695/
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and concerns regarding disappointing clinical efficacy; both resulting in the

failure to achieve registration approval in a number of countries.

71.  Paxlovid, containing a combination of the antiviral nirmatrelvir, a protease
inhibitor, and ritonavir, a cytochrome P450 pathway inhibitor, was also
Provisionally Approved for the treatment of COVID-19. However, initial clinical
efficacy claims could not be supported, rebound infection was reported and
ritonavir is associated with serious toxicity including known toxicity to the liver3?

and fatalities have been reported*.

72. Ivermectin, in contrast to these two antiviral medications, has a much wider
therapeutic index and has a relatively high level of safety following many years
of use in many millions of individuals treated for parasitic infections such as river
blindness. It should also be noted, in contrast to ivermectin, that these two
“Provisionally Approved” antivirals have been used in COVID-19 based on

relatively limited clinical safety and efficacy data.

IVERMECTIN CLINICAL STUDIES AND META-ANALYSES FOR UNAPPROVED
INDICATIONS - SUBMITTED AS EVIDENCE OF CLINICAL SAFETY

73.  The circumstances surrounding the amended Poison Scheduling of ivermectin
were as unprecedented as was the level of clinical interest and research in the

use of ivermectin since the COVID-19 pandemic began.

74.  Since 2012, numerous in-vitro and in-vivo studies began to report the anti-viral
and anti-inflammatory efficacy of ivermectin. A review of the totality of evidence
supporting ivermectin safety and efficacy derived from diverse sources was
published in 202135

33 Australian Product Information - Paxlovid. Version: pfppaxIt10122.
https://www.tga.gov.au/sites/default/files/auspar-nirmatrelvir-ritonavir-220124-pi.pdf

3 U.S. Prescribing Information - Norvir. Revised June 2017.
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/209512Ibl.pdf

33 Kory, P. et al: review of the Emerging Evidence Demonstrating the Efficacy of lvermectin in the Prophylaxis
and Treatment of COVID-19. American Journal of Therapeutics: May/June 2021 - Volume 28 - Issue 3 - p
€299-e318doi: 10.1097/MJT.0000000000001377
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75.  The dosages of ivermectin varied in relation to the dose per day and the number
of days of dosing. Generally, the most common dose was about 12mg or
200ug/kg administered daily for up to about 5 days.

76.  This Kory et al meta-analysis concluded:

“Meta-analyses based on 18 randomized controlled treatment ftrials of
ivermectin in COVID-19 have found large, statistically significant reductions in
mortality, time to clinical recovery, and time to viral clearance. Furthermore,
results from numerous controlled prophylaxis trials report significantly reduced
risks of contracting COVID-19 with the regular use of ivermectin. Finally, the
many examples of ivermectin distribution campaigns leading to rapid
population-wide decreases in morbidity and mortality indicate that an oral agent
effective in all phases of COVID-19 has been identified.”

77. Another significant meta-analysis appeared mid-20213. Twenty-four
randomized controlled trials involving 3406 participants met the review criteria

for inclusion. The authors concluded:

https://journals.lww.com/americantherapeutics/fulltext/2021/06000/review_of the emerging evidence demon
strating the.4.aspx
36 see previously “Bryant ivermectin”.
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78.  “Moderate-certainty evidence finds that large reductions in COVID-19 deaths
are possible using ivermectin. Using ivermectin early in the clinical course may
reduce numbers progressing to severe disease. The apparent safety and low
cost suggest that ivermectin is likely to have a significant impact on the SARS-

CoV-2 pandemic globally.”

79.  Following Bryant’s publication of his team’s review, the Elgazzar study, one of
the randomised controlled trials included in the meta-analysis, was questioned
and placed under review. This issue has attracted considerable attention by the
detractors of ivermectin in the literature. This prompted the Bryant’'s authors to
reanalyze the data without the Elgazzar study but the review still found a clear
result showing a 49% reduction in mortality in favour of ivermectin®. The
dosages of ivermectin again varied but were generally either similar to the
current recommended single dose for parasitic infection or a multiple of two or
three times higher with daily dosing up to 9 days implying a relatively wide
margin of safety.

80. A more recent meta-analysis of the clinical safety and efficacy may be found at
ivmmeta.com which includes an analysis of 91 studies (of which 41 were
randomized controlled trials involving 11,141 patients) as at 9 September
2022%8, This resource illustrates the high level of international interest in the

clinical application of ivermectin for potential use in COVID-19.

81.  When taken in totality, the clinical data presented at ivmmeta.com presents a
compelling case for the safety and efficacy of ivermectin and more than 20
countries (including India, Mexico, regions of Peru, Argentina, Japan,
Dominican Republic and Brazil) have adopted ivermectin for the management
of COVID-19. Collectively, the studies strongly suggest that f“ivermectin
reduces the risk for COVID-19 with very high confidence for mortality,
ventilation, ICU admission, hospitalization, progression, recovery, [number of]

cases, viral clearance, and in pooled analysis.” Meta-analysis using the most

37 Bryant, A et al. Letter to the Editor: Ivermectin for Prevention and Treatment of COVID-19 Infection: A
Systematic Review, Meta-analysis and Trial Sequential Analysis to Inform clinical Guidelines. 28 American
Journal of Therapeutics 573, 573 (Sept./Oct. 2021), available at https://covid19criticalcare.com/wp-
content/uploads/2021/09/Response-to-Elgazzar.pdf

38 Jvermectin for COVID-19: real-time meta analysis of 91 studies. Covid Analysis, Sept. 9 2022 Version 198.
www.lvmmeta.com
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serious outcome measure shows 62% [57-70%] and 83% [74-89%]

improvement for early treatment and prophylaxis”.

82. In a mini-review of ivermectin safety in the treatment of COVID-19 it was
concluded that ivermectin “has been safely used in 3.7 billion doses since 1987”
and that the medicine has been “used without serious [adverse effects] in
multiple COVID-19 studies®.

83.  An Australian perspective referred to as the “Ilvermectin Statement”, supported
by several concerned health professionals, supported the use of ivermectin both
alone and in combination with other therapeutic agents*’. The Statement

concluded:

“The information presented in this statement clearly shows the benefit of
ivermectin for a prophylactic role in Covid-19, and the value of using ivermectin

for early and established Covid-19 infections.”

84.  The published report of Stone et al*' (previously referred to above in relation to
safety at paragraphs 64-65) warrants repeated mention in that this highly
monitored clinical study eloquently illustrates why there is continued and
justifiable clinical interest in ivermectin. Dramatic overall improvement in oxygen
saturation, an important recovery metric, in 34 ivermectin treated COVID-19
patients, as presented in the figure below, underscores the legitimacy of

clinician interest in exploring alternate therapeutic approaches to COVID.

39 Alessandro D. Santin et al: ivermectin: a multifaceted drug of Nobel prize-honoured distinction with indicated
efficacy against a new global scourge, COVID-19, New Microbes New Infections (Aug. 2021) at
https://pubmed.ncbi.nim.nih.gov/34466270/

49 Morris, P.: Repurposed drugs to treat Covid-19: Ivermectin. July 22, 2022. www.drphilipmorris.com

41 Stone, J.C. et al (supra) at footnote 27
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85. Despite more than 90 clinical trials being reported in the literature, there are no
credible reports of serious or significant adverse events which would argue
against the view that ivermectin, compared to almost all other drugs, should be

considered a safe therapeutic agent with a wide therapeutic index.

INTERNATIONAL REAL WORLD IVERMECTIN EXPERIENCE IN RELATION
TO THE TREATMENT OF COVID-19

86. In light of the very limited amount of controlled clinical trial safety data,
international drug regulatory agencies have acknowledged as relevant and
frequently referred to “real world” experience to support claims of safety relating
to COVID-19 vaccination in children. “Real world” data can, indeed, be useful

given the obvious large sample sizes inherent in such data collection.

87. In an early report of correlation between prophylactic ivermectin use and the
suppression of COVID-19 incidence*?, data was collected from countries which
routinely deploy prophylactic chemotherapy (PCT) using various drugs including
ivermectin. The countries could be grouped into two categories: those which

include ivermectin in their PCT and those which do not. Data sources included

42 Hellwig, A and Maia, A: A COVID-19 prophylaxis? Lower incidence associated with prophylactic
administration of ivermectin. International Journal of Antimicrobial Agents 57 (2021 106248.
https://pubmed.ncbi.nlm.nih.gov/33259913/
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the WHO and the COVID-19 portal published by Johns Hopkins University via
the aggregated Worldometer database. All data was current as of 20 October
2020.

88. The authors concluded:

‘Here, we show that countries with routine mass drug administration of
prophylactic chemotherapy including ivermectin have a significantly lower
incidence of COVID-19. Prophylactic use of ivermectin against parasitic
infections is most common in Africa and we hence show that the reported
correlation is highly significant both when compared among African nations as

well as in a worldwide context.”

89. Peru deployed mass ivermectin-based COVID-19 treatments from April 2020
through November 2020 throughout its 25 States*®. An analysis of the impact of

ivermectin on excess deaths related to the pandemic showed the following:

“The 25 states of Peru were grouped by extent of IVM distributions: maximal
(mass IVM distributions through operation MOT, a broadside effort led by the
army); medium (locally managed IVM distributions); and minimal (restrictive
policies in one state, Lima). The mean reduction in excess deaths 30 days after
peak deaths was 74% for the maximal IVM distribution group, 53% for the
medium group and 25% for Lima. Reduction of excess deaths correlated with
extent of IVM distribution by state with p<0.002 using the Kendall b test.
Nationwide, excess deaths decreased 14-fold over four months through
December 1, 2020, after which deaths then increased 13-fold when IVM use

was restricted under a new president.”

90. A retrospective statistical analysis study of the impact of ivermectin against
COVID-19 between the 31 onchocerciasis-endemic countries using the

community-directed treatment with ivermectin (CDTI) and the non-endemic 22

43 Chamie-Quintero J.J. et al: lvermectin for COVID-19 in Peru: 14-fold reduction in nationwide excess deaths,
p<0.002 for effect by state, then 13-fold increase after ivermectin use restricted (Mar. 2021).
https://osf.io/9egh4/
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countries in Africa. The morbidity, mortality, recovery rate, and fatality rate

caused by COVID-19 were calculated from the WHO situation report in Africa®*.
The authors concluded:

91.  “The morbidity and mortality were statistically significantly less in the 31
countries using CDTI. The recovery and fatality rates were not statistically
significant difference. The average life expectancy was statistically significantly
higher in the non-endemic countries. The morbidity and mortality in the
onchocerciasis endemic countries are lesser than those in the non-endemic
ones. The community-directed onchocerciasis treatment with ivermectin is the
most reasonable explanation for the decrease in morbidity and fatality rate in
Africa. In areas where ivermectin is distributed to and used by the entire

population, it leads to a significant reduction in mortality.”

92. Real world data derived from Ivermectin National Treatment Programmes were
also described in the Altman open letter of 14 October 2021 to the National
Covid Clinical Evidence Taskforce (NCCET) in Appendix 1.

93. In this open letter it was stated:

“In addition to the successful national treatment programmes in countries such
as Mexico, Argentina and Peru, the NCCET should now be aware of the
success in treating COVID-19 individuals with ivermectin in the Indian State of
Uttar Pradesh.”

94.  “Ivermectin based combination therapy was administered as early and
preventative treatment in all family contacts as part of the “Uttar Pradesh Covid
Control Model”. Using this therapeutic approach, COVID-19 was virtually
eliminated in a population of 230 million people with a vaccination rate of less
than 6% (compares to the US fully vaccinated rate at the same time of 54%).

This result is in direct contrast to the comparable State of Kerala, a small state

44 Tanioka, H et al: Why COVID-19 is not so spread in Africa: How does Ivermectin affect it?
Preprint. Europe PMC. 26 March 2021.
DOI: 10.1101/2021.03.26.21254377 https://europepmc.org/article/PPR/PPR303143
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located in Southern India that is over-dependent on vaccines and restricted

ivermectin use to more severe cases and late treatment if used at all.”

95.  The inescapable conclusion provided by the national ivermectin prophylactic
campaigns is that ivermectin use correlates closely and consistently across
many countries with a beneficial impact on COVID-19. This important
observation has been largely ignored to date in favour of highly restrictive
ivermectin prescription policies in Australia and elsewhere which do not appear
to be justifiable based on the known safety of this well-established therapeutic
agent. A strictly controlled ambitious city-wide program in the Southern Brazilian
city of Itajai involving 223,128 subjects, the relationship between progressive
dose and regularity of dosing of reported reductions in COVID-19 infection,
hospitalization and mortality rates previously observed by these same
researchers, was explored*®. The study is of importance from both a safety and
efficacy point of view in that the current recommended single dose of ivermectin
of 0.2mg/kg/day was used but on two consecutive days every 15 days which
represents a total drug exposure well beyond that commonly employed and a

dose-response efficacy relationship was observed.

The researchers concluded:

96. “The non-use of ivermectin was associated with a 10-times increase in mortality
risk and a 7-times increased risk of dying from COVID-19, compared to strictly
regular use of ivermectin in a dose of 0.2mg/kg for two consecutive days every
15 days, in a prospectively, strictly controlled population. A progressive, dose-
and regularity-response pattern for protection from COVID-19 related outcomes
was observed and consistent across levels of ivermectin use and all outcomes,
except for reduction in infection rate, that was significant and consistent, but

irrespective of level of ivermectin use.”

45 Kerr, L. et al: Regular Use of lvermectin as Prophylaxis for COVID-19 led up to a 92% Reduction in COVID-
19 Mortality Rate in a Dose-Response Manner: Results of a Prospective Observational Study of a Strictly
Controlled Population of 88,012 Subjects. DOI: 10.7759/cureus.28624.
https://www.cureus.com/articles/82162-ivermectin-prophylaxis-used-for-covid-19-a-citywide-prospective-
observational-study-of-223128-subjects-using-propensity-score-matching
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CONTROVERSIAL EVIDENCE/REVIEWS NOT SUPPORTING THE CLINICAL
EFFICACY OF IVERMECTIN FOR COVID-19

97. Any review of matters relating to the amendment to the current Poisons
Scheduling of ivermectin would not be complete without reference to meta-
analyses and papers which are not supportive in relation to the use of ivermectin
in COVID-19 which have received considerable attention and warrant comment.
It is important to note that this information focused on clinical efficacy and in no

case was there material evidence suggestive of any safety concern.

The TOGETHER TRIAL

98. The efficacy of ivermectin in preventing hospitalization or extended observation
in an emergency setting among outpatients with acutely symptomatic COVID-
19 was studied in 679 ivermectin treated patients and 679 placebo treated
patients at a dose level of 400ug per kg for 3 days*®. The authors concluded
that ivermectin did not result in a lower incidence of a composite outcome
defined as medical admissions to a hospital due to progression of Covid-19 or,
alternatively, prolonged emergency department observation. This “composite”
outcome measure was rejected as “inadequate” by both the FDA and NIH in the
USA. However, when the study was analysed “per protocol” (that is counting
those who completed the trial according to the protocol), protection against
admission to hospital was a statistically significant 60%. This result
demonstrating clinical efficacy was not reported in the published paper. The
critically important outcome of mortality is reported only for an Intention-To-Treat
(ITT) group, for which meaningful comparison is invalidated by a wholly
anomalous "apparent dropout rate" of 58% in the placebo arm, when per
protocol compliance is considered. Anomalies of this magnitude essentially
invalidate an ITT analysis and demand primary attention to the per
protocol groups. Multiple requests for mortality data in the per protocol groups
have however been denied; though clearly available, the data informing the

effect on mortality remains unreported.

6 Reis, G. et al: Effect of Early Treatment with ivermectin among Patients with Covid-19. N Engl J Med 386;18
nejm.org may 5, 2022 https://www.nejm.org/doi/pdf/10.1056/NEJMoa21158697articleTools=true

36



Document 4

99. The authors of the TOGETHER TRIAL have thus far refused to provide de-
identified patient-level data, though promised in their Data Sharing
Statement “immediately after publication” (30 March 2022), and have for several
months mis-directed enquiries to a data repository (ICODA) which denies
holding the data. The journal (NEJM) which published the study has not to date
responded to a letter requesting information from 66 senior international
physicians and scientists*’ and has declined to publish any of the many short
(< 175 words) Letters to the Editor raising questions about this study. The study
appears fraught with data irregularities, the lack of transparency and conflicts of

interests which remain to be clarified.

100. It is of some note that even at this relatively high dose, the incidence of all
grades of adverse events for ivermectin were lower or about the same
compared to placebo, raising the possibility of self-medication with over-the-
counter (OTC) ivermectin which isfreely availablein the study
locale. Conducted in the midst of the emergence of the clinically
aggressive “Gamma” or “Brazilian” variant, silent non-compliance with protocol
by participants would be understandable, and a valid comparison with placebo
requires concurrent recruitment, for which insufficient data are yet available to

confirm.

101. Similar concerns regarding data integrity and conflicts of interest in the literature
with regard to generic drugs with potential therapeutic efficacy in the
management of COVID-19 also occurred in the Surgisphere saga which
resulted in an embarrassing retraction by The Lancet*® and parallel papers in
NEJM. Unless and until the promised de-identified data set is openly released,
this study violates too many norms of scientific conduct to be considered

reliable.

47 |etter from 66 scientists and physicians to the co-authors of Reis et al. 2022 and to others as identified in
the correspondence, as emailed on May 10 2022, together with the email thread of follow-up correspondence
through July 19, 2022, with all but certain publicly available email addresses redacted at
https://drive.google.com/file/d/1eSez1YNIf26PHAPX60oHpw-UFg-QY 1cfd/preview

48 Mehra, M. et al. Retraction-Hydroxychloroquine or chloroquine with or without a macrolide for treatment of
COVID-19: A multinational registry analysis. The Lancet, Vol 395, Issue 10240, P1820, June 13 2020.
https://www.thelancet.com/journals/lancet/article/P11S0140-6736(20)31324-6/fulltext
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102. THE COCHRANE REVIEW OF IVERMECTIN

Another meta-analysis known as the Popp review*® has reached more skeptical
conclusions which have been subsequently been challenged. The analysis
excluded some of the randomised clinical trials that Bryant considered and
evaluated only 14 studies with 1,678 participants and determined that the
“‘completed studies are small and few are considered of high quality”. The
authors expressed “uncertainty about the efficacy and safety of ivermectin used
to treat or prevent COVID-19” but Bryant and others® contend most of the
relevant evidence was excluded from analysis and the Popp analysis suffered
from numerous flaws including unsupported assertions and inconsistencies in

design which exemplify the literature battleground.

Additional critical comments on the Cochrane Review appears on the extensive
online ivermectin data website ivmmeta.com®' which also is critical of the Popp
et al analytical approach including the impact of splitting up studies for analysis
(fragmentation of data) which reduced the chance of demonstrating statistical

significance and selecting arbitrary time points for outcome measures.

103. THE ROMAN REVIEW

Another meta-analysis, the Roman review®?, restricted the selection of
randomised clinical trials for analysis even further and considered only 10 trials
and concluded that ivermectin does not reduce all-cause mortality or viral
clearance. But since its publication the Roman review has drawn some harsh
criticism. The authors of the Bryant review have highlighted four categories of
flaws with the Roman analysis: mis-reporting of source data, highly selective

study inclusion, “cherry picking” of data and conclusions that do not follow from

49 Maria Popp et al., Ivermectin for preventing and treating COVID-19, Cochrane Database of Systematic
Reviews (July 28, 2021) available at
https://www.cochranelibrary.com/cdsr/doi/10.1002/14651858.CD015017.pub2/full

50 Edmund J. Fordham et al, The uses and abuses of systematic reviews: the case of ivermectin in Covid-19,

OSF Preprints (Oct. 7, 2021) at https://osf.io/mp4f2/

5T lvmmeta.com (supra)

52 Yuani M. Roman et al.: ivermectin for the treatment of Coronavirus Disease 2019: A systematic review and
meta-analysis of randomized controlled trials. Clinical Infectious Diseases (June 28, 2021) at
https://pubmed.ncbi.nlm.nih.gov/34181716/
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the evidence® and requested a retraction of the Roman et al meta-analysis.

Another report> reaffirms the Bryant meta-analysis results and concluded:

104. “We show that there is overwhelming evidence to support a causal link between
ivermectin, Covid-19 severity and mortality, and.: i) for severe Covid-19 there is
a 90.7% probability the risk ratio favours ivermectin; ii) for mild/moderate Covid-
19 there is an 84.1% probability the risk ratio favours ivermectin. Also, from the
Bayesian meta-analysis for patients with severe Covid-19, the mean probability
of death without ivermectin treatment is 22.9%, whilst with the application of
ivermectin treatment it is 11.7%. The paper also highlights advantages of using

Bayesian methods over classical statistical methods for meta-analysis.”

THE NCCET RECOMMENDATION ON IVERMECTIN

105. The National Covid Clinical Evidence Taskforce (NCCET) conducted a review
of the clinical data (Communique Ed. 48 — 5.8.21) regarding the use of

ivermectin in the management of COVID-19 and concluded:

106. “The available research evidence does not yet provide reasonable certainty to
recommend for or against the use of ivermectin and therefore the Taskforce
recommends ivermectin not be used outside of randomised trials. The certainty
of the current evidence base varies from low to very low depending which on
outcome is being measured, as a result of serious risk of bias and serious

imprecision in the 18 included studies.”

107. Two fully documented and comprehensive responses were submitted to the

NCCET by EEENEEE datcd 21 August 2021 (together with a
Commentary b S - 14 October

2021 which were also published in the Quadrant Magazine as Open Letters,
however, no reply was ever received. A copy of these letters and commentary

is attached as Annexure 2 for the record.

53 Letter from Andrew Bryant et al to Robert T. Schooley, Editor in Chief, Clinical infectious Diseases at
https://bird-group.org/letter-to-editor-of-journal-requesting-retraction-of-roman-et-al-meta-analysis/

54 Neil, M et al: Bayesian meta Analysis of lvermectin confirms Bryant et al study that ivermectin works for
Covid. July 13, 2021 published on the BIRD website. https://bird-group.org/bayesian-meta-analysis-of-
ivermectin-confirms-bryant-et-al-study-that-ivermectin-works-for-covid/
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The 21 August 2021 response, in part, commented:

“The [NCCET] analysis reveals and details (with references) serious flaws in
the selective NCCET interpretation of the ‘cherry picked’ literature. It ignores the
broad sweep of clinical evidence from other randomised controlled clinical trials,
observational trials and national treatment programs and demands (in the
NCCET’s own words) as a matter of high priority to review this recommendation

in the national interest.”
This comment is even more applicable today as considerable clinical safety and

efficacy data has been generated since the Altman submissions yet there has

been no reconsideration of the position on ivermectin.
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health. safety, and welfare.! One way in which the Department protects the public is by
investigating complaits allegng (hal licemsed healthcare professionals have committed
UCA viclations.# After the Depaitment completes an investigation, it refers the matter to
the appropriate professienal board to consider and make a recommendation to the
Attomey General. Neb. Rew. Stat. § 38-186 then gives the Attorney General the authority
fo fie a petition for discipline against the healthcare provider if such action is wairanted.

You indicate in your request that “[clonsumcrs and hoalth care providers have
been and continue to be inundated with information and apinions[] regarding COVID-19
treatment and prevantion.” You also note that due to the “sheer wilume" of corflicting
information, questions have beam raised ‘regarding the pemissibility of certain medica-
tions for the treatment or preventicn of COVID-18." This observalion is consistent with
questions that our ulfice has received from constituents and discussions that our office
has witnessed at some of the professional boards meatings.

After rceeiving your question and conducting our investigation, we have found
sigmificant controversy and suspect informalion akout potential COVID-19 treatments. A
stiking example features one of the world's most prestigious medical joumnals--the
Lancel. In the middle of the COVID-19 pandomic, the Lancet published a paper denowm
cing hydroxychloroyuine as dangerous.” Yet the reported statisties were so flawed lhat
journalists and outside researchers immedsatiely began raising concerns. Then after one
of ihe authors refused to provide the analyzed data. the papcr was rctracted,” but not
before many countries stopped using hydroxychloroquine and lrials were cancelled or
iniemupted. The Lancef’s own aditoriin chief admitted that the paper was & *fabrication,”
"a monumental frauc, ® and “a shocking example of research misconduct in the middle of

1 Nch. Rev. S1SH4 38-126¢1).
2 MNeb. Rev. S:et. § 30 1,124,
3 Mandaep R. Mahra et al , Hydroxynhieroguine or ohiferoquine with o without @ meicrotide far

nm-e-t ofCOVID- 19: 2 munmaﬁmam.-wy sns?ysm The LaRoat (May 22, 2020), svaikabfe st
- , h3E ”;g_gumvsmmt e,

g Melissa Navey, MashONS FaiSCC ever hydraxychiaroguine sfudy which cavsed WHO Ina
ﬁf GOVU 2 Thﬂ Guarulau (Miy 2? 2020) mi‘nﬂa uwmﬂﬂ )
g y 2 I -whueh-Caused-s i w19 (last vis-

il Oct. 4, 2021)

§ $a‘ah Boswley & Molissa Davey, Covid-78: Lancst reiracts peper that Nslied hydroxychierofuine
ials, Tre Gum 'an .vun 4. 2020) ava-fable &t hitps www theguardian.comwond/2020/unf04/oavid- 19-
o ! svchiomanedials (last visied @ct. 14. 20211.

& en Caryr ebin, The Pandemic Clzins Mew Viclims: Prastigisus Madfiow Joumsis, New York
Times (Jun. 14, 2028), evalable sf hitps:iwwermylimes cem'2020/06: 14thoalthfvinus journals him| ( ast

visied Ogt. - &, 2021).
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@ giobal heaith emergency.'”” When fraudulent information is pubiished in 2 leading
medicall journal. it undorstandably leads to skepticism in some physicians and members
of the public. Mindful of these concams abowt misunderséandiings and mistrust, we have
drafied a rather lenathy opinion that aims to addrass the public confusion and outline the
refevant scientific literature that supperts our legal conciusions.

At the outset, we pause to delfnesle lhe parameters of this opinion. The quostion
presentiad asked about ivesmediin, hydroxychloroduine, and other drugs used “off label"—
that is, for a purposc other than the specific use approved by the U.S. Food and Drug
Administration ("FBA") To enable us ko respomd in a timely manner, we have confined
our discussion to ivermectin and hydroxychloroquine only. But in doing so, we do not
meam fo rule out the possibility that other ofi-label drugs might show promiso—-gither now
or im the future—as a prophylaxis or treatrment against COVID-19. Also. because our
imastigation has revealed that physiclans whe cumently use hydroxychloroquine for
COVID-19 do so as either @ prophylaxis or an early treatment for outpatients (as oppesed
to a late treatment in hospitalized patients}, we will confine our consideraion of
hyereeychloruquine o thuse two uses. In addilion, we note thal there are treatment
options the FDA has approved, either through an Emorgency Uss Authorization {*EUA?)
or threugh the regqular FDA dug-approval precess, for COVID-18 prophyiaxis ef
treattment. These include monockomall anlibadies. vaccines, and remdesivir. We do not
talke amy pesition on those options because they are outsidle the scope of the question
e

In the end, as we explain below. we find that the available data does not justify
fling d'sciplinary actions against physicians simply bacause they prescribe ivermectin or
hydroxychioraquine to prevent or treat COVID-19. If, on the other hand, hcalthcare pro-
viders meglect to obtain informed consent. deceive their palients, prescribe excessively
high dngas, fail to check ‘or contraindications, or engage In other misconduct, they might
be sutbject to discipline. But based on the evidence that cumently ewxsts. the mere fact of
prescribing ivermectin or hydroxychloroquine for COVID-19 will not resul in our office
filizag disciplinary aclions. While our terminalogy throughout this opinian fecuses on phys|-
cians prescribing these medicines, what we conclude necessarily applies ko other licen-
sed healthcare professionals who presciibe, participate in, or atherwise assist with a treatt
ment plan utilizing these medeations.

ANALYSIS
1. The Nebraska Uniliform Credentlaling Act and Other Relevant Law

The UCA was enacted by the legislatume b license and regulate persons and
businesses that pravidc hoalthcare and health-related services.? The UCA was adopted

3eselcy & Gavey, suora.
" Yab. ev S:et §§ 38-102 & 36-° 04
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to protect public health, safety, and welfare, anal t¢ provide for the efficient, adequate,
amdl safe practice of credentialed cersons amd businesses.? ‘#t is the intent of the
Legisiature,” the UCA explains. “that quality health care services and human services be
povided o the public™ and “that professionals be regulated by e state only when it is
cdemanstrated that such ragulatinn is i the best interest of the public.*®

The UCA grants the Dircctor ot Public Health of the Department's Division of Public
Health the authority o deny a credential, refuse a credential renewal, or disciplin® a
cretiemttenl holder, allhouglh lhe Chiell Medical Officer (if one is appointed} shall perfnrm
the Director’s duties for decisions in contested administrative cases." The Department
mustt pravide 'the Atforney General with a copy of all comgiaints it receives and advise
the Attarney General of invesligations it makes" regarding possible violalions of Lhe
UCA."? Following review and recommandation from tha appropriate professional health
board, the Attomey General must then dctcamnine whether the credential holder has
viclated any statutes or regulations and decide whether t8 proceed with administrative
action_"3

¥ the Attorney General detamwimes that a violation has occurred, he *shall* fie a
pettion for discip.inary actien with the Department.'! The Attemey General cannet preva |
in diswiplinary proceedings against a licenssd haalthcare professional unless he proves
the e¢im by elear and corvincing evidenss. ™

The grounds fur disciplinary action are set forth in Neb. Rev. Stat. § 38-178 and
ncude, among other things, acling with "gross incompetence or gross negligence,”
practicimg in "a pattern of incompetemtt or negligent conduct,” er engaging in “unprofess-
ional conduct’ as sct forth in Neb. Rev. Stzt. § 38-170.' Gross incompelence is a very
hialh standard; it occurs only when thera is “suck an extreme deficiency on the part of a
pihygicknin the basic knowledge and skili necessary for diagnasis and treatment that one
may reasonably question his or her ability ta practisc medicing at the threshold Ievel of

2 Neb. Rav. Stat. sgs-: ».

< Neb Rev Stat. § 38-128{1).

" Neb. Jev Siat. §8 2A-17A(1) & 23-1,101
. NoD. Rav S:al. §38-1,107(1).

K Neb. Rev. S:at. §§ 35 1,107 & 38-1 108.
“ Neb. Rav. S'at. § 38-18€.

* Peor . Stale, 286 Ncb. 183, 190 B3 M. 20 162, 145 (2003); Owws v. Wright 213 Neb. 831,
$30-37, 503 N.'W.20 814, 81§ (1982).

G Neb. Roy. Stat. § 38-178(E!, (24).
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professional competence.'™ Neb. Rev. Stat. § 38-179 gencrally defines unprofcssional
conduct as a "departure from or failure to comferm to the standards of asceptable and
prevailing practica of @ profession or the ethics of the profession, regardless of whether
a person. consumer, or antity is injured, or conduct Wat is likely te deceive or defraud the
public or is detrimental to the public interest."™ Along thcso same lines, the regulation
guvermng physicians slales that unprufessiamal conduct includes:

[elonduct or practice outside e narmal standard of care in the Stale of
Nobraska which is or migit be harmful er dangerous 1o the health of the
patient or the public, not 1 inciude a single acl of ordinary negligerice.'8

Healthcare providers do not viokate the standard of care when they "select between
two reasonable approaches to . . - medicing.® Regulations also indicate that physicians
may utilize reasonable "investigative or unproven therapies" that reflect a reasonable
approach to medicine so long as physicians obtain *written informed patient consent. !
"mfipmmee consent concerns a dioclors duty tv nform his or her patiert™ and it inciudes
telimy patients about “the mzfure of the pertinent ailment or condition, the risks of the
praposed treatment or pmmadura, and the risks of any alternative methods of treatment,
including the risks of faling t undarga any treatment at al."2? Regulations require
physicians “to keep and maintain® records that disclose the "advice and cautionary
wanings provided  ihe patient ‘2

Prescnbing medicines for of-label use—that is, for some purpose other than the
usc aparoved by the FDA—often falls within the standard of care. Indeed, ‘o]tflzbel use
is legal. common, and necessaiy,’’ and ‘[cleurts have repealedly recogniced the
propriety of offslabel use.””* This includas the U.S. Court of Appeals for the Eighth Circuit,
which has acknowledged that *[dJoctors may prescribe an FDA-approved drug for

w Langvardt v. Herinn, 254 Neb. 878. 895, 581 N.'X'2d 68, 78-71 (1998).

s Neb Rev. Stal. § 38179,

» 172 Neb. Admin, Code § $3-009(@).

w Whittio v. Dep t of Health & Hum Sarvs., 308 Neh. 685, 721-22, 862 N.W.2d 339, 356-57 (2021).
= 172 Neb. Admin. Cede § 08-005(L).

“ Ceovran v. Bugsr, 271 Ned. 332, 337, 711 N.'N2d 582 588 (2008} (cilaliens omicled).

= 172 Nob. Admn. Code § 58-089(8).

x James M, Beck & Ellzabeth D. Azan, FDA. O Labe! Us2, o Irdorcacd Coniscet: Dobunidng Myths
aruf Migcortephions, 53 Food & Bug L.J. 71, 76 (1988) (capitalizasion omitted).

& . (eel ccting cases).
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nonapproved uses'®® And the US. Supreme Court, in an analogous eontext. hag
aflirnived hat *'ofFubel usawe of medical devices” is an ‘accepted and necessary'
pragtice 2’ Even the FPA recognizes thatntFlabel use is le@itimate: it has said for many
cccadces {hat Oneg it apprpves A druw, '8 Physician may prescriba if tor uses or in
trealment regimens or patient poulstions thal are not includedin approved |akeling.'?
Expandling on ihat point, the FDA has exp lained that 'healthcane providers gcnorally may
préscribe [a] drud foran unappioved use when they judge that It is medical ly aopropiriate
for their patiert,2® Nothing in the fedeial Food, Drug, and Cosmetic Act (FDCA™) 1imitls]
the man ner in whiéh & physican may use an asptoves drg "6

Basod on thase phngiples. we concluds thal governing law allows physicians to
use FDA-approved medicines thal aro unprovon for a panicular offlabsl use 60 |o11@ as
(1) ressonable medical evidence suppaits that use and {2) a paticnt's writeninformed
tonseht i obtained. In the context of this ever-changing global pandemic, we noté: that
il is appropriate to consider metlica! evide s¢e sutside of Nebraska and ta give physizians
who oltaln infénmesl ¢prieent an added measure @f deference on their assessmentLilihe
available medical evidence

2 COVID-18 and SARS-Gov-2

_The disease known as COVID-19 and \he virus \hat causes it- ~SARS-Do\2—
tosk the wertd by stumi in late 2019 and early 2020. While thera is still so much \hait the
medical communily does not know about SARS GoV-2 and C@VID-19. it Is widely re:cog-
mzed that COVID-18isa multifaceled disease '[Aldults with SARSCoV-2 rfectioican
he groupedT into al least three dilferent casegories defending on the progression of \hel
disease.¥ The firs! group Fhas an asymptomalic or prasymptomati¢ infection, masning
that those individuals have “test|ed] positve fer SARS CoV2' but 'have ne symmtoms

” ) Rtoreeutsnic Rver PR arma ine. v. Manon Maref-Dow, incw 83 F 3d 511.514 13 (hLir
19498

G Buaghman Coo o Pizinkfs’ Cegal Comm,. T30 L0 S B4, 350 72001

ar FO& Drog Bulletn at & gbpr, 1382) swaisdle af Oloe 50 0o onmy ke i pee'
e T I eCe ST e (RS S Ee—— (o] visted Ocl, 14. 2022],

& \I.S. Enod & On.g Anmirisiraiinn. |) miard| sming Lingpproven Lge nf Appioved Dnige @ 1ape I

(Few. 3, 2016}, Wtlnsiivavn (40 e i a0+ ¢ “acrassarc-plhar-treat rent
GG EIACO SRR SE kO M) ( astVis led @ci 14, 2621).
% FZA Drug BJlletin. sipra al % BegAuse the duestian posed Lo us.@sks 3bell presenbing drung for

of -fabel use. zny vievr on the legalty or elfork 1o narket diugs fu off: fale | Uye & U lsitdl U eseope ol inl
ppinien.

Bl Malional lustitules of | kath, Clinite Specum sf SARS £oV-2 |fection, CQV I0-18 Treatmerg
Cuids,ines (AN 21, 2021), duaratia 8t DK S Ko SED ey BIED |(Cx TP 7] O ATV T, v
secctn? (gt visikd Oct, 14,2027 ),
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that are consistent with CQvID-1%"% A socpnd Froue expariercas a mildl lliness {hat
matifests ltse If through *sny ofthe various signs @nd symptomns of GOVID- 18 {e .. f&Ver,
cough. sore fhreat, ntalalse. headache. nmstle pain, nausea. vomiting, dlarrhaa, lciss nf
tasio and small}’ out doas not includle “shorthess of brealh: dyspnea: or abnormal ichest
rnaging."® Anda Ihird group suffats from a more severe liness marked by "eviderce of
lower respirataly disease" and fofi :ienl “axyge n saturation® levels3! Wheh peopel n Ihls
tnim categery teach a critical levcl, Ihay olter ‘have raspiratey failure. séptic sihock,
and/or trultiple organ dysfunction.™*

A recently published paper on C®VID-18 recugnized that *far reasons that aim yat
to be c'anfleg, eany treatment has net been ermphasized” I Wesiem countries like the
Unltcd States.® Dgspic this, mahy nealthcare mroviders In the Unlled Slates adwiocste
for early treatment, particulariy Ter high-risk pationts. |In Fact. scores ol iéaling and d@ca
deml|¢ physiclans have oublished papeis in wall-respected journals like the Ameri¢an
Jeurnal of Medicine explaining that the *muliifacctod pathophysiplagy gf Iifathrealaning
GOVID19 liness .,  warrants early inteiventiens'?” and encouraging "outpatient tmat
mant nf thelliness with the aim of preventing hosp tallzation or death."*® Also, a det:lara-
ton ot tha Intematienal Alllance of Physicians ahd Medical Scientists—which Is @ ppar
ently signed by aver 10.000 physicians and scientista hor's than 68 97 whom are publicly
idenlifed online—suppoits a doctor's choice tn pmvide aarly COVIRE care ralher: than
*advising thekr patients to simply go horne - - . and roturn when their diseas® Worss.s,"39

5 =1

ol M

i i

L I

* ratthieu rdilien ec a1, Sany camamoten tNerapy wilh MPGOXFLNINUQUME ana  Bzahro mywn
reducas Intyfahty k 10,420 C@V/D=1a suipstiealz, 2 Reviews in Cardievasculdi Médiche 1063, {083
(Sebt 20243, | TSI iy 0mm =RRURISD PSR IILIATR FHIG aNIRT (last v aitzd
Oct. 14.202°).

ok Pater AL PACCUINUE a2 &l., Mullfacered highty 2Regatsd Raquentfisl muft tre:y reglment of 836,

partulalar it Igh-1SK SARS-Co -2 infecoon [COVIB-rY), 271 Revicls in Cardiovatcular Madisind 517,518
(Dec2020), wvuiiik af ¥2ios Yye arecss e FI27123-91 M) RCMIATRIR2 ARY) {last\«Sited

®ct 14, 2021) (including &7 caosulliors) (e Liiraller, SMiSulloudt' Muliacetad )

% Peger A.PAcCullaith et al., Pethemhisielesical 8asis and Retionale (e Eady Suikuls i frvailenced
£f SARS CoV-2 {COVINL1G) infecton, | 34 American dou-nal f Medicine t 8, 16 TJzn. 20211, suvedeitls af
Qe D QISP o P CH 0 G e el (|as | visiva @t 14, 2021) tinglud)-g
24co=aultiors) (haroinatiet,  MoCullough, Patln ehysiolesicar

* Anysiciznz Dectdraiion. Glabal COVIG Summil Imernzliiul A llnoe bf Phys cisNsand Ma sical
Scienilivis (Sept 2027 thisah Kt dmins | LSS L (1551 isites Ot 14, 2021),
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These ¢iaups of physicians have establishec protocals fer early treatn #int; and
ivettnectii and hydreXychioragule are staples of Hyose lteatments ¥ As discussed in
asatar dolail below, whie \he scientifio lileratura is €ontinuing 0 Arew, sorne dala
suggest that ivermectin- or hydraxy'chlo réquine>ased earty treaimeats af COVID-18 can
bie effective in thwarting hnspltalization anit daath <!

3. lvermectin
A History of lvennectiin

Reseaichers disceverediverrt etlin in :he 1370%. artd while i st use was ksitfreat
parasites in arimals, ivemectin has been used i Numans sinws the 1980s42 In the early
years, Wermecetin cffgctively stymied the scourge oftwo devaslaling parasilic diseatses—
onchacerciasis {also k@wn as dver blird ness} and IWriphatic filariasis— <a nong penve 1y-
sfricken pepulatkifs througheut the trapies.®* These ara two tiftha most 'distiguring
cliseases’ hat 'have plagued the viorld's paor . fercenturies < Later, the uso af*ivor-
meciin was expanded fo nchude 'the treatment of scabies and lce ™S

47 E2. MeLujough. Mudtssyied, stpra, at 619 Tab e 1 (1ating eary ‘reaiment kte lhat inrlude: bolh
‘vermactin and hydnixychlomnuine): MeCulcngl; @sthepiwsiologica) supra at “8 i (dlsciussing
My ar€XYIch 'one Lin 8.

W Egu Flavio /\ ®edeglonl el al, Exvly COVIET 9 therdpy Witn d2a0wee Y plus slit)zeaanide,
ivemekr) e hydroxycHoroguine i o(,fna!.vaﬂ 2880 & Jonihcantly imepaved COVIBTI eUtzomes
cammerel to Kewn dujceres M Linmested Lalicis, N v Micrubuy a1 New IPtlaclions «{Supl, 2021
auailabhe Al it PE Vv gl e itas | NN VAL (jast sped Qo 14
2020 (nding thal the use ¢ mlazmxaride. ivtrrrect [ and toydros ¥Gh oragdine demons:raked Un ex-
pacted impnyveman:a in CQVID-19 a1 ifucries whien cerpared K uilreated pabents' )

» Andy Gn. mp, Murtmochin crsgmalic multifecated Wendar' dnsg corfirives fo auimrise Anf Axcoat
expoalafiana 70 The Jaur-ial of Artiiotics 4€14-406: (2017 aveitedic ot hlids itw ) Rlu0e,cb i liclos!
(242017 11. pdf (@t vigited Oct. 11, 202" ) thereirafler, 'Crump, fem &ein'S,

<) 1o

2 ATdy Clump & Szbosh Omira, wermectn, \Weder dud* Fem Jaedn: e humost use
porshective, 8T Fiecasdin s of 19w Japsyi Aeademy, Seneis 3, Physita. a1d hiolcgics scien¢es 13, 1%
(20113, avaitshte #r @uslees aa et S e copyiENGICs 7T AOPNIoR® SEDSpdl | asl
visited@e 14, 2821).

i Ardreny Biyantet al. Memtossit) isr Pravention a0e’ Trealment or COVIO-18 tnfeciion: A SYEkamalir.
Re We ¢ Matesndll =i, anc' Tiei8 aquenial Aiaye’x te inform Ctinical Gudsine s, 28 Amendar Jauragl of
Theraoeuits 43# 435 tJulfAuy. 2021), mutulve o THam RO thvs o B0 e in,
(B V20 31 B Ve 12y for seaial fon hadlimes! of 25950 (last Wismad . Oct, 4 -2021)
theremafter: Bivanl, frarmexsis )
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Given ils track racercl as a medicine for humans, ivermectin has .eng sinco besn
"approved as art antiparasitic’ by ihe Werld Headlty Orgianizallun (WHQ) and the FIJA %
The WHO haa alée recognized ivermactin as en® of its 'Esseritial Mediciries:"? Furlher
recognizing the imperance of this diug, in 2015 its discevorsrs won the Nobe| Prize in
Medicine for their work in Lncevering It and bring ing it to market 4

In tho deriada leading up 10 the COVID-19 pandemic, studies bagan 0. shew
ivermecting: surprising versatilty, By 2017, ivertnectin had “dermonstrate[d| antjvira| oGti-
vily against several RNA tiruses by blocking the nuclear {rafficking of wiral probeiins *#
One iecentsyskemalle review cited mnre than a handful of studles to “démanstraie: that
ivermeciinhas antiviral preperties against an incraasing numbarof RMAVinses, [cludirg
infucnza, Zka, HIV, [and] B#engue'St And anether review suvimarized the “anitiiral
effecis of ivermectn® derlenstrated lhreugh "studiies over the past 50 years. &

Before the pandemic. schelary lilerature had alse recognized ivermectins *antj-
infla;nmatory capacity,*# Doctors thus have been using ivermectin to treat rosacea, a
shrenic inflammatory disease." that manifssts ilselt as a reddening of Ihe fae, ancl the
FDA has approved Ivermectin ferthat purposa 34 |vermectin's abiity to ‘aurb inflarnia-
tion," ong reviewes wrote, may alse ‘be useful in troating . infBmmatoly ainvay
diseases.?* Summtng il Lip, that same réviewer resagnized that fivermectin s continuing

2% fo.
T Jeh,
a8 ThHe Nubrl Prize, Press Re eaeawir The Nobel Prize in Physeloshx o¢ Medicine 2015(Cct. & 2015,

s o ot (e = yoomauu sliin oy Y rregy swmm" /estvisiad Oct. 14, 2021),

“ Crump; (evmectin; ecera: 8t 508

i Rierre Ker:/ 2 J.. M8/now of the Emerging Evidarrce Braranglrgling (e EMRCIL O lvenmest: #)
the Prophiiase s Tredment of COYV(ID.19, 20 American Jounidl of Theiapeutica 280, )N {2021 §,
Auaitabic Y T Pens i Kbk 91 g0 Teemeve B Smme? 4 ((ast Visied @ct. 14. 2021).

) Fyemeh 4eidary & Reza Grarewaghi. hermgciin: @ spsismastic review frem snfral effecrs to
COVIC-19 vumpsmetiay regwmen. 73 The Jeusmal of Antmjolcs 593 93 (2020), avedsiua &

QA MNANTLFOL6. Lol tasl vicited Oc 14, 9091) {Severa siicR
‘uperiaet art vinal effecxsof ivennectin on 8NALVinuses . . Furthemore, thard &d so'me sludies shiowing
anvizleffecis of iveriticLtin ayai st @NA virises . )

¥ Crurmp, leanmecn, supvs, ol 494,

v3 —cen M_Kircik et al, Over 25 Yegrg of ClivGal Exeerience WA fuirrrwchs: A Qvinvigw of Sared
o 2 I Creaam eV umbard! fertcalions 15 J & rnelof Druge inDermstwlogy 325, 325 [Mar. 2046}, ay i dublc
ORI SP 1% CEATRIIN AQITIRES 43 <4 A= A PBRESS %4l astysited Oct. 14,2021),

4 Crumo, hermctiin, supra s+ 499| sea pieo Arisnna PANmanq-3eracco-et al., AHMrel Al onr-
infiammatory arayaenting of Wenmestin e its Porerttiol «ae m Cowct19, 58 Archivos De 8renseneumi3joQls
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to surprise and extite scientists. ofaring marg and more pretmise 16 help Itprove ¢ ebal
puelIc heath by treating a diveise range af diseasas, ™

For mere than fhree decades, jvermectn has also shown itscif to be very safe,
Indeed, the Natonal Instftutes of Heallh (' NIH®) resognize thal “ivenmeclin has been
widely used and'is ganaerally well taleraled™ One recent systematic: review sim’iany
stales thal “ivermectin at the usyal doses , , |, is censidered exlremely Safe for use |n
humans™’ Other studies have raled ttiat the medicine 'has an established safety profile
for umah use™ and il 'providals] a high margin of sataty for a growing numter of
indications,%® Notaly, a Pecember 2618 WH®-suppoited application toadc iverniestin
as ar csscntid madicGire for scabies reviewed the data and conduded that the adwergo
evenls assogiated with jvemyectin are "‘grinvarily miner ani Iratisient. =i

The avdilable data support this. conclusion, The WHQ's ViliAtcessi datalyase,
which oerfpiles adveise drug rcactions from throughout the world, breaks down the
repottesl side effeclsfor drugs into different categories."' The largast rapoited categeries
for ivenmectin inclile. 3kln issues, headaches, dizziness, and astralrite stinal
disiurba ncas. such as diaritiea and nrausea 8 The NIH contirms that jver mactin's pri mas y
adverse side effests “Include dizziness, Prutis [itchyskinl nausea. or diarrhea,* And

831, 831 (26201 avadatie ai Ml j e il fs s TP Y I“lrfh_?mﬂff-mp!l il {ast
visitad Qe 14, Z021) [ Mermedin has s demonstrabes Snil-inflamimalony afact iy vivoand e vilka®.

Gy Crarm, eermas) suara, al48g,

& Natiena! istilmes & Heall | COV|D-18 Faalmew 1l Gudalires |veimgctin, ®0o= ezt
U 14 P | e | ) e ) e ol ) | v v (BS visil e O0L, 14, 2821) liesesl jalier
*NH, COI049and eirricct n'y.

T Bryant, lvermsoin, auars, at 435,

@ Lot Culywal, Tho EDA-apgroves drug ifermeciit hhibils ihe: relicafier of SARS-CoV-20) vilre,
Antviral. Research 178 al & (¢ 2020). avedete =8 hilosyMww.agencad tsc {coT jacience!
L AN IBE3 TN (latvisiled Ot 14, 2421).

£ Kincik, Mearm caty, sudrg, 313 28,

€ VYHQ Exderl Commitler, o Ihe Selection anc Uie 4f Esscnilal M adicite s - Applicasion fior Tizlusien
of vesmecin 0n 440 WHC WModel List ¢f Eseential Madiaines (ERILI and Made] Lid of Essen'ial Medjsings
for  Childdren (F\MI @) for he dication of Scoas al 19 (Dec 2018l avaiebia st
U0 Morow A0 ~gpmitd A, I i & G T TRt o 0D ETICEN F) (| i
ted @ct |4, 2921),

a1 VigiAsceiss. Jppsals Moritoring Tentre, W@  Celidnsratrig Conins for irlamaiiaul Dug)
Mon,ioring, bl ve disecemme are? ([ast visited Wct 1d, 2021)

K Tt

e N | COVIO-19ad Iverrrachn, supve
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a recent review af ivermectin similaddy diestithes (he cemmon side effects as “itching,
rash, swollen lymph nodes, jeint pain[], fever, amd headache."™

The data show not only that the adverse side effects arc minor, but alsc that the
percantage of peaple who report expemencing any adverse everils is vanisimmaly smatl.
The latest statistics availathle threugh VigiAccess report only 5674 adverse dng rear
tions fram ivermectin between 1882 and October 13, 20215 This numiber is moredibly
low considering that “more than 3.7 billion doses” of ivermectin have been administered
to humeans worldwide since tihe 1980s.F

To iliusivate e safety of ivenmectin, compare ite VigiAccess report to that off
remdiesivie, an FDA-approved treatment for OCOVID-19% Remdesivir was not released
for witiespread wse until 2020. Yel in lhe shor period of lime lhal i has been on the
mank&t. pecple have repasted at least 7.4191 adverse drug reactions on VigiAcoess, more
tham ivermcctin has rcgistercd over the iast 30 years.® What’s more, serious adverse
reactions fram remdesivir are reported in high numbeiss For example, in less than two
yesrs, fthose who have used remdesivir have reported over 560 deaths, 550 serious
candiac diserders (such as bradycardia amd cardiac awest), and 475 acuke kidney
imjuries ¥ Since that safety profile is suffic ent to retain FDA apamowal, ivermectin's safety
rarond cannot reasonably be questioned.

B. Ivemmectin and COVID-18

As discussed above, ivermectin had shown its antiviral and anti-inflammatory
mupesties long before the pardemic began. Sowhen COVED-19 tegan (o sprsad acmss
e giobe, some in the medical commun ity quickly identified ivemmectin as a potentialdrug
for e prevention and treatment of COVID-19. Imitially, a group of researchers fowmd that
wermectin significantly inhibited replication of SARS-CoV-2 in eell cullures 7= Dismissing

e oty szeva. et 314

b Yigheccss, Uppsara Moniloring Caniire, WHO Collabarating Cent-e fer International rug
Wanitenng, hiip vy vigiacress omal ¢1as: visited Oct. 12, 2021),

L] Monrasa Yagieswa et al., Gietal trends in dinicel stcias of vermactin in COWVID-18, 74 "he
Japswese  Jownal of Antbiotics 44, 46 (Mar, 2021), avalabe o hupdiaconieniswde-
iD ConRItl LIATA4-1-2peeITS-1 445 paif (uswsm @ci. 14 2021).

L us. Fon: and umg Admnmaton HXAAppravas Hrst fmaa!m fnr COYVID-1& (Oct. 22 20209,
pS ; 2 ovid-19 (lnst visited

Lol VigiAccess, Jopsala Monltodirg Certire, YWHIO Call aosrating Centre for Intcrretanal Orug
Moritorirg. hiip: fwww vidiaccess ol (st visited Cel. 14, 2081).

- .

x Cay, susva. al 1
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that finding, ivenmoctin doubtcrs argued that too much of the drug would e needed to
actieve *his antiviral activity in sumans.”” But peer-reviewed models undemimea those
currcEms by showing that e predicted accumuiation of ivermectin in the ungs—the site
im the body where the medicine s most needed—would be over 10 times higher than
mecessary for antiviral activily.’? In layman's teims, these models indicated that an
cffioctive level f the medicine can be reactned in lung lissue without crealing toxicity in
the blood. Plus, other pawvivermectin doctors have explaincd that the amount of the drug
*required for an effect in cell culture models bearfs] little resemalance to human physi-
ology” secause cell cultures lack “an antive immune sysiem werking synergisticallly with”
tine medicine.”*

Tine doctors who believed that ivemneatlin could be effertive against COVID-18 also
identified itk anti-inflammatory proparties as am (myporient counlermeasure fa the disease.
Ome reason why COVID-19 progresses o its sewere phase, many bdlieve, is ‘the prowve-
catiom of an overahelming and inurious nflammatory response.™ Thus, ivermectin's
anbirinlarngtiory ellecls sugges| Ihat it can help COVID-19 patients as ine disease
WOSems,

i vermecttn Stusifes ane Melit-amalyses

Since the COVID-11® pamdiemic began, researchers have conducted over 20 ram
domized controlied trials (RCTs) and mame obsersational trials o evaluate ivermectin’s
effectveness in the prowention and freatment of COMI-197%  Many of thosc tmials
showed promise. On the guestion of COVID-119 preventicn, the Shouman study out of
Egymt—a RCT—evaluated lvermectin as a potential prophylaxis for close family members
of COVID-18 patienis™ The test group included 203 famiy memmigers who took

L4 ¥irgina B. Sehmith ¢l al., The Approved Dese of hermeehn Alenc s net the idoal Dose fer the
Trestament of COV/D-19, 108 Clincal Phanmaeelegy & Thevapeutice 762, 782 (Ocl. 2020}, avaiaia at

Iips Vapcot onkinglaey wilsy comiioiingdf/ 10, 1002/cen, £209 (Issl visited O¢L. 14. 221).

@ Usman A-sihad at 5l., Priesizahen of Anf-SARS-Cov-2 Drug Repurgesing Dpperuniies Sased an
Prasma and Iwgel Sde Concanfirefions Denved fiam they Estamished Humar Pharmacokinedcs, 108
Chnicsl Phamacningy and Therapautics 779, /6% (@ct 2970) avaitaile a7 hilps/326p! 671N8IbraRY
iy eonalidoilepdiN €. 100Zcpl 1909 (last visiled Oct. 14. 2021)

o Kery. sigarg, a1 301.

4 N

5 Bryanl, lversmechn, supra, al 435.

L Waheec M. Sheumar el al., Use af hemmexdiin a@s a Polenilial Chenngp sgiytinis for COVID-1D s
Egyo’: A Rartrmwsed Clinical Trial, 15 m| dCIncal and lmgnodhc Resaarch 27, 27 {Feh. 202])

avaiable al  hips:hwww jode. desf]
IR0 pdf {Ims) visited Oct. 1, 2021).
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iveéamcotin, and. only 15 of them (7.4%) developed COVIL)-19.7 ompare that to thes 101
family members in the cohtral groug, 59 of whom (58 4%) tested pssitive during the
shucly.’® These outcemes promptad tha research team b tonclude thativemmectin s ‘a
bremising, effe clivel,} and safe chcmoprophylactic drug in hanagemantof COV|D--9.*™
Aldo. the Behéra studyin Indla tested ivermectin as @ prophylaxis in a ¢meup of 3,832
faa Ithcare workars 2 Of the 2.199wa rke rs who took two doses of iver mactin p rophylaxis
three daysapart, only 45 (2%) tested positive fer COVID-19.5' But of the 4,147 wtx kers
whao did not take ivermectin, 133 (11.6%) contiacted the diseese.® Behera's teann thus
atruutieeed that two doses nfivntmectin *as chemoprophylaxis among [healthcare svork-
ers] redued the risk of COVID.19 intectian by 83% in tha following montts.®3

Moving beyond iveimettin's mle as a prophylakis, other studiss have deimoh-
sirated ts potentialasa COVID-19 tieatinent. TheMahmudstudy—-a RCT that axplored
iven nectin as an earty treatrient tor 383 heividuste—cor:lud ed that'| pjalients wih mild-
to-moderato COVID-19 infuction Wieatad. with tvermectin plus doxycycline recovered
earller. were less likely to progress to merra S&rinus disease. and were mure likely b be
COVIB-19 negitive . , onday 14" And Niaae's research teem found that nrermectin
can hell> even tospitalized patlerits.®> That group conducted a 'ranciomized, deLit|e-
blind, plaesbecentraled. mulicenter clinical tripl’' with 180 hQspitalized palients
diagnnsec witn (OVIN-16,8  They cenchided that ivermectin 'teduces lhe rate of

T i
o i,
e ot

L] Priyamadhabe Bchcia ¢ al.. Arophylactc Rola <of Weamaclin in Sevare Aciie Respiraroe:
Syaxtrv ne Corenaviiue 2 Wifeciini Amang Heafthcace Werkors Curcus &t 1 [Aug 2021) avavable at
MO0/ Ny ol s OcTRA ot s S s | M) SABAE Y 72020 B AR  2arxsirad (I3s] visitedd Des.
14,20%1),

* fa; al &
™ ld’
44 re.a1

Les Reaz Manmudet al. werveuhist in tomblaalion with doxpaiting far frasing COVINALIG symp ks
a randomized fal, Journal of Imemayonal Medcal Roseanc) 48(5) (Ag1. 2021), ausiatda~sr
N“&Mﬁoﬁl.%mtwm&*ﬁﬂﬂ!ﬁ&:ﬁﬂ-ﬂ*i EANIPROST 10 Ll (Bs! viss
ded Qcl: &, 2021,

¥ Marlsza Shakhe. Niaee et al. iver sestin s et sipunct Irealien! fx tospilkzet sdolt GOVIO=19
pav¥entye A reno micdd mul-cantar civica! bial, 1l Aglan’ Paciic Jeurr el of Tropica! Med Iche 26¢1, 2488
(20221), avaiaba ' Dijsgfane SR OpEd AAeuove TV rnckAeatladiy £I 1484 (Ab:1A el (iag
visiiod @ct 4, 2021)

L2 xd
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rmaita lty . andl duration of hospitalizali® ¥ adull COVD-18 patients,” and '|t)he
mprovement of other ciinical parameterts showed thatthe ivennectin, with a W|de nisrgin
of safety. had a high therapeutk effoct on COVIB-18 %

As lhe data actumulated, 'scholars began condiGting and pullishing meta-
analysesof the available studies. One suchanalyse—the Biyant review—focusod ¢)n24
tatal RCTs Involving 3406 participants and round "'with moderate certainty that ivermoetin
treatmenl in COVLD-1¢ provides a significant sunival eenefit,”™® It ajso conc:|uded tHat
*[ulsing ivermecdlin early In :he slinical epurse May reduce numbers progressing 1o sizvere
disease™ wnd that 'It]he apparent sataty and low cost sugaast that ivermectiin is likizly to
havea significantimpact on the SARS-CeV-2 pandemic globaly *¥ Folowing Britants
pub lication of his teatn’s review. the Elgazzar sludy —one af the RCTs included in the
mea-arialysis—was. Questionec| and js now under review. This prompted Bryant's laam
b reanalyzc thc data without the Elgazaarstudy, ard thal review gilllound *a clear n=sult,
showing a 48% reductan in moitality In favor of ivennectin, =

Another nieda.analysis ko wn as tha Pqpp réview has reached more skeptica
conciusions, That analysis. whichi excludcd some of the RCTs that Bryant tonsid erexl,
gvalaed only 14 studies with 1,678 paiticipaink and deteimned that the “compieted
studles ara smail and few are considered high wuality,®*! Thus, the authors expressed
‘unoe raintly| ateut tha elficacy and safety of ivertriectn used to treator pie vent COVID-
182 Recently, however, the Bryantteam Griliqiied the Popp review. highlighting, arttens
oltigr thivys, that although "Popp claims lo provde a ‘coniplete evidence prefljs: " |t
actually “excludes most of the avai lab ke ovidenca '@

Inturther senkast, & hird meta-analysis expressed doubtabout iveanactin, That
ona—the Roman review-—eshiled the pouol of RCTs even further, considering only ‘1Y

[ he fd
i Brigant, hedrriccting Supra, al 45°
T Ll B

x Andraw Bryat @ sl Lettertn tha Edftor: A emectin e frarctiior, anal Troumnien! 6FL0 v(B10
Infecion: A Sistemats Resvou Mda-anarty s wriv Tnar Sequentd Andlysic & Inferm Crical Grinineg.
28 Anereun Jeutral of ThersCaulic: 573, 573 (Seot/Oat, 2021). avatodl & 40/Foy @il ol
AR QOO0 enhd AR OV GRSV 10D o {2t Visibed Octy 14, 2021),

e Ma¥ia Pafin e; al - Aepnsctil for AC\Gning ona (reatl@ COVIO.Te, Cootrane D alsb:lss ef
&EAMB’IC staws at 2 (gl 28, 2021); avadatide af FOURIAMNACE BiT SDACKINICE: |t oV
{40 St O, uﬂuh&%swsm Ocl. 14 2021).
I,

! Edrund J. Foruhedir ural, 7 16 usas a0 awkies of sysemalll: ravigivs: ik, case of r/emiectin in
@vic=13, @5F Prersins, 8t 7 (Sedt 3, 2021). aveitalis ) Micg 000 e (24l visiled G, 14, 2021}
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of them.® Atter doimg this, thc authors concluded that ivermectit does "1'ot teduce: ail-
cause rurality. [length ofhaspital stay), or viral clearanta . - _in patights with mosthr mid
COVID19.75 As g resul., the i&searchers anneunced that iermectin “is not a viably
option t treat patignts with COVID-18 ™S

In the clays since Its publication, the Ruinan review has drawn sume harsh
criticism.. In palicular, tive authers oflhe Bryant review have highlighted faur catéyories
of ftaws with Roman's work: {1} "mis-rcpiting pf source data,” (2} *highly selective :3tudy
Inclusion.* (33 “cherty pickirig' df data wilhin ingluded studiss’* ancl (4)'conclusions that
oo nol follow from thé evidence.'®" T# li.stratethese flaws, considerthat Roman's fiaper
inttially 1nvetted the treatment and contral arms for the Nlaee study and thus indicated
less mortality in the control aroup when i factthe opposile was true®® Once that erter
was fixizd, the numbiaes no Innger suppotted thé conclusion thal lvermecin dees: “not
reduce all-cause moitality."¥ Yatthe Roman team did not adiust Lhat stetament, and thus
ils *sWnclusionsare no longer based on the data."'™

Furthermare_ in a lellezr to the edivor of the .dmencan Jorsreof nf Tharapalfics, twe
researchersrecently explained that Roman'a conclusion ol no mantality reduction 'is not
based on the rosults Of the statialital analysis of the data insteac,, t wagbased mta
somewhat vasuo and possily biased subgclive assessmenl of Il qualily br the Irials

* Y M Renvain il ., dveie) ekl for the truagtiant of Curtnsvinug @zéase 2010 2, systeaslic
revia w.snd mete. anstygiy GFanc'omized sanloled o1ers, lincal [-fexswus Disezists al 1 (Jui¢28, 20214
avaitadle 3l L dues g 15 a0 )4 i e IFVCA Sl & =il eell Upst visiteg O, 14
2021)

o il
5 At
iz Lectar from And-aw Bryant et &l o Rgber T Schookey, ML, Editor In Chiell Clinleal Infecrious

Diseases. SC3, avodabis o0 (s S LB Sem o o gy 40 e b sload 2031 /07 RomanRsbuttal
Y7 _EF letterhead L1 pafilasd visited Ot 14, 20241) (Rercinater, "Brisnl Lallar e Schoolay )

g Gortipara Yuars M Roman etal. fvevmectin fer the (restment of COVIB-1Q: A a/sterialio revicw
and mors-analygr of randomized coglnifes orifs LieRrimt versior 1, a 27 Figura 2 (May 28, 027,
QUANANIE: it IO arciwy. ERD e B3y 19 1 PG OEM D T DI plad oY) flastyizted Bict, 4,
2321} {lls:lag the Wiaee siudy as naying feur ocalnsin Iné wmbiv @m and 11 in tha ivesmectin aIm’y, with
Yuan M. Rar-ar e al.. tvermectin far the treaiment of GOVID: 18: A sVsremafic foviewans moral-ma)ysis
of randvnad Coteated ids. Preprin Veiaion 2, ati 27 Fiaure 2 IMay 26, 2821) svalavie ¢
b INamave sTistie ¢ tcghiprd et 1B LI SN0 0 30 SO SOACR IOl el (Bis). visilod Out, 14, 2021)
(s0! rect the Niaee siudy to list 11 gealfs jn the enfrels 1 m and fouy in the ivermeciil ranm),

o Bryart Lette: te Scheole/, sulmhr at2
o
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thernselves" °' Those researchers cenducted thairewn Bayesiah anzlysis, a rtilhud of
=tatistical inference, and found that the “probability lor tha hypothasis of a causal [k
belweon COVIB-12 severity, Wermeotin, and morality s avcr 89%.'""  As 1thgy
concluded, ‘filh our Vicw, thiz Bayesiar analysis, based on the statistical study dala,
plavitdes suificent senfidence thativarmactinis an effective trealment for CGVIB-TH and
this belief supperts the canclusions of Bryant over those of Reman,”':¥ Thesé scholars
have since publshed their ‘Ul analysisin a paper avallzi e onlire,

Addltonal supperlive evilenise for Bryanis rnnclusians iz 3 no h-pear-re viewed
websito that currenty maintaihs a running list of &4 COVID.18-related Ivermiectin
siudles RCTs and ethors—which Include all the relevant ivermectin sludiesexcent the
few {such as Elgazzar) whasc dita have baem caled Inlv quesltivn'™ Of those &4
studles. 31are RCTs and 44 have bren pesriaviewedd,'® That sile pests multjple rneta-
analyses of different groupings of the data and conciudes that '[mlata analysis using lhe
mogt sarious outceme reperted shows' that ivermectirlgads to 66% 'improvemant for
sarly traatment™ and an 86% “improvemen: fer . |, prephylaxis™ Thesc '[rlesulls are
very robust,” the sile repnrts, becatisa *in worsl case exclusion sens|tivity analysis 55 of
84 studies mustbe excludedto avoid tinding statistically sisnifiéant efficacy.t!=2

Finally, a recsent mini.review. nfivermactits antl COVIC-19 conseered the siudies
aralyZing ivenmectirs ssfety spectfical iy In the contextot COV|®-198 lieatments. ™ That
mn -raviBw--gvhith was authoied by Yale Professor Aleggandie B, Santin--ot:seryved

el Main Neil & NGmian Fenton Bsyesini Hypolhesi Testtid and fiseartica fwodetne of
hewyKettics CHeotioeness, 28 Amatican Journzl of Therapeulics 576, 578 1Se el el 2021), uvaleabty
MO0/ Ay 131 1 1) 00 B,/ {ERTERIG e f AN ASLAMMED = 3D #3807 1o01 ilastvisiler) Cel_ 14, 202+7)

iz iid,
T L B

fis hdath Neil & Nonnan Fealen, Bayesian <ypolhesis loslind and hiorarct icd imodel|ing of tv an:-acify
cectiveness in 1aaling C oy id 18 (Dct. *. 2021, availabs | S diam e diDaomaoesD 1Y e
13739.gdf (las| visted Qct. 14, 2021).

% lvernwc.il:  for CCVID-18: Pesime meta <andyas ot 64 Sludles J@cl. 3 2021y,
coR e GOl (138! vis|eo @ 13202 ),

g i
% .
-1} 1,

] Alessa~dno B. Sa nlir eta . /vermectin avultifacelad ol & NOboS fvize-hencasd G skinction with
inficsted cificacy agams! & now JMubu) sedurya COVID-TA, New Micowes New Infecliols (Aug. £021).
Bvalabfe a tASuMwwwuv.h | )i ae) oo DG RleSPMS DRI G dpotinaw ioed ('as| Vidiled Oct, 14
2021)
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At ivermexitin “has beern salely used ih 3.7 byilivn duses sibve 1987 and thit ihe
medicin® has been “useit withoul serieus [adverse eftects|®* i muttiple *COVID-18
treatment studles* 1?

Theexlsling tvermeclinsiudies and meta-analyses are sJbject t@ vigorous ongjeing
dlsputes,.and there are large engoing studles, al least one of which includesthe NIH as
a colaborater, that will hapefutly provide additional clarity.!” But based onthe existing
modical literaturs, we do net find clear and cenVincing evidence (hat a physician who
prescithes warmeiclis for COVID-18 after obtaining informed oconsent engagés In
unprofessional conduct or othorwisa violatas the LICA.

‘While We find the €iudies and meta-analyses sufficient 1o resolve thit quesiien, we
note lhatepyiderhivluyical eviklence—derlved by #analyzthg COVID-related data fi-om wvari-
-Qus states: gounttles, of regions---is alsd iNstructiveé: in the context of a global pandemc-
Wcahighl.ght Jus! a few exariples.

One sel9f scholars analyzed data cempalr ng the COVID-19 rales 6f countries Ihel
routinely administer ivermactin as a prophylaxis and counkies that de not' 2 Tie
research revealed that ‘countrics with routing. mass drug administrabion ot Pro-
phylactic . - ivermectinhave a slanfficantty lower Incldenceof COVID-18.""1? This ‘highly
significa nt* cer-elalioh Manlfests lisell not only “In a workiwide centext” but also when
chtnparing African countrigs that regilarly admirister prophylaciic 'lvénneclin agalnst
parasitic Infectblis' and Atrican ceiintries that da hot. 1" Based on \hese results, the
researchers surmised Ihatthase redltlls thay ba connected fo ivennaclin’s abilty 10jhh|blt
SARS-CoV-2 replication, which likely leads o lowar Intecticn rates.”I"S

rH fe, =l 4

1 EQ., U.S Natioral Uaraiv ¢t Med cine, ACTIV:G; COV|019 S udy o Repurpesed Meclicz Ity s,
IO Tt Ws wa2N /TN DN FDMESSS I Wosm—a co @b =8 = {|ast visited Oct. 14, 021}
(Puraose @f thig tiigl invp1Ang an estmated 15,8600 Prticipants is "lo evaluale the efleclivencss of 1epur-
posod madications” thd inc udaivarmectn * n educing aymplomadf non-hospitalized participante wit K.mild
1o moder-ate COVD 195, U S_NotleTar Lisrary of Mudiciicy, COV IB-OJT ! Eary Outpalicrt Treatment tor
SARS CeV-2 Infection {COVIS-198), g3 M~ src/GRSH-ANGTUATII S Russiverr it
Dy et Sinmm i WOk =! 2SI visled Oc¢l. 14 2821) (ourpess of this & al nvav ng 1,108 paltic pants &
10 undarstand \whether varmect s is sufe-ior {o of'iet opsiona. incivdirg placebo, ifi *nern-hespital 2o adu ts
with SAKRS. CoV 2 diseasa [nr prevanting Covid-10 Aisaasepragnsteion’),

P varin (b Helwig & Anaten Maia, A CEVILIY pragiy'avis? LowerincWarncs asso@aan wit
praghy'ectfc ad ministratied @ Ve medin, |tar ndiior sl.Inirnal of Andmicrahidl Anenss (20215, avaia big o
DU,y ol 4 1 1)) Srentoaulaa@N IR iramm &1 o st visilec @ ut.14,2021).
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Moro spacificaly, Peru's COVID-19 stiatistics, which have bizen analyced in pre-
print studies and discussad in published ivermectin reviews. are also infemmative.''® Peru
deployed mass ivermectintiaeed COWAD-19 trcatments from April 2020 through
November 2020 throughout its 25 stetes.""" Im ken of those states, 3 maximal amount of
“‘mass [ivermectin] treatments of COVID-19 were conducted through a broadside, anmy-
led eftoit. Moma-Operawion Tayta (MOT) "¢ Fowrteen other states had a medium
distribution of ivermectin administered at the local level.'”® An¢ one state Lima,
distribuled » minimal amount of ivermeetin due to restrictive govenment policies ' *The
mear redJyclion in exress deaths 30 days after peak dealhs was 74% for the maximal
[nemmectin) distribution group, 53% for the medium gmouwp],] and 25% for Lima.""™"
Furtiiermore, throughout the ssuniry of Pemu, “"excess deaths decreased 14-fold over four
manths" leading up o December 1, 2020, “affiar which deaths then increased 134ald
when [ivermoctin] usc was restricted under a new president,'2

o Juaam J. Chamie-Quintern at al. Freemachir for COVID-18 n Peru: 14-fold reduction in ralibmwide
excess Jesihs, p < 0.802 for affect by stele then 1J-fel increase alter ivermaehin use raskiCis® (Mar.
2021), avadadic at hipsteslioBeghd/ et visied Qot. 14, 2021); 2se atso Santin, supes, a* 3-4
(discusmming the: Penuvign data); Kory, swora, & $11-13 (same)

T Chanig-@uinterp, supra. et 2

e Samtin. sepra, &t 3.

b Chamie-Quiters, suwa, at 2

e M.
i "
b fa.
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lvetioeciin fotr COVID-19 {n Peri: 147c)d redictiabl ih natheNwide, race.gs

deatlis, =002 tor ¢iTcc: by stasc, then 13 old Imercaac afterr ivet medtin ase
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“Potential confounding factors, inclding lockdowvns and hsrd immunity. were ruled out
using Geogle community maoblity data. seropositivty raves, pepulation densitics and
geograh ic distributions of SARS-CoV-2 genetic variations.#'2* While these figure:s do
not prove causalion, they slemonstrate a strorg correlation between ivermectn uses and
monality reductions.

Mowing frem Peru to India, the government n the State of Uttar Pradesh—a juris-
diction with a popuitation ot more than 200 mil jon--“introduced a laige-scale ‘prophy| actic
and tharapsuti” usa ot fijvennactin’ that eriabled it "to maintain a lower fatality and

P28 Sentin, &pra, & 4
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pasitivity rate as compared o other states” in India."®! As one stzte official explained,
“Lidiar Pradesh was the first siate In [Indla] o Introduce large-scale prophylactic and
thompeutic use of ivermectin.®¥S Ting statie’s health department introduced ivermectin
‘as prophylaxis for close contactis nf [COVID-19)] patients* and *health werkers,* "as well
as for Ihe Irewianenl of the patients themselves."12F “Dospite haing [India's] state with the
largest population #ase and & high populatiom density,” tmat state ofticial added, Uttar
Pradesth has ‘maintained a relatively low positivity rate and cases per millon of
popuition.”?’  Although these statements from the Ullar Prudesh yovernment du not
prove ivermectin's cffectiveness. they are informative and worthy of some consideration.

b. U.S. Public Hcalith Agencies on lvermmectin

Many public health agencies im the United Statcs have now addressed the topic of
ismecin and COVID-19. The NIH has adopted a neutral posifr, saying that “[{jhere
is. msuMcient evidence . . . to recommend either for or against the use of ivermcctin far
he treatmen: of COVID-19"¥ This position, which the NIH adopted in January 2021,
avemude its prior stamra of feeommend[ing] against the use of lvenmectin for the
treatment® of COVID-19.'2' The reason for the change, the NIH recegnized. was that
‘several ramdomized trials and retrospective cohort studics of ivertrectin use in patientts
weith COVID-19 have been publisived in peer-meviewed jowrmals.”'”™ And soms of those
susdies repoted positive outcames, including “shorter time to resolution of cdiseasa
manifcstations that were atiiibuted to COVID-19, greater reduction in inflammatory
mar<er levels, shorter timo to viral clearance, [amd] lower montality rates in patients who
received ivermectin tham in patiznts who recsived comparator drugs or place20."'*" The
NIH nevertneless decided noll to recommend the usc of iveemezitin for COVID-1$ bacause
ether studies suggest ‘mo benefits” and! the NIH thought that the available studies

1ad Maulshrue Selh, Uttar Pradesh government sape early use of ivermsctin hYelaed fa keep positvity,
daaths fow, The InCIan Expms (May 12 2&1) avai‘ab!o a mmmancxzess convartiche/ciies/
lm%v:m- ypdesh-G 0. rkoep hg-low- 7311786/ (laS'VISIted.ct

?'l] : a

125 .
™K 'd
12? .

129 MIH, COVID-19 enid hecmmiccling, sugora
W Yaqigawa, supra, a1 65,
Lol M), COVID-19 and Ivermectin. supra

bl I,
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generallysufered from ‘mMethovological limitations'* By niaking & heulial ietornr1an-
datbn. the NIH—w/hich is continuing to collbboratc on at least one stugly Investicjating
ivermectin as a treamient for "miild ta moderabe COVID 107%:-¢loarly sigralocl that
physicratts should ise théir discretion i d ecding whelher to treat COVID-12 patient:s with
ivermectih.

1gncring the NIH's ofticial positon. »ffisials wilhin its agéncies have sent contre-
dtetory messages. On August 28, 2021, Dr. Anthony Faugi Director ol tne National
Institute cl Aliergy a1ld Infeclisus Biseases (NIAID) wilhin 1ha NIH, want on CNN and
arrneunceyd that ‘thereis no clinical evidence* thativernec:in work & tor the pravantion or
trcatmgnt of COVID12."*  Expanding an that point, he refterated that *there is no
evidenoe whatsosver that it works.* el Liis eefinilive ueim direelly contiadicts the
Ni#-'s recognition that'soveral randomized ttials .. . published in peer-reviewed jouma's’
have reparted data ingirating that ivermoctin is offoctive as a COVID-16& tfeertmend. ! 3¢

The FDA has similarty chailed a course #f confusion. In March 2021, tie FDA
possted a webpage entitled 'Why Yeu Should Mot Use Iveimoctin lo Tieat or Pravent
COMVID-19 “B7 Although the FDA's consem was stories of some people using the zyimal
fom of ivermeciin or excessive doses oflhé hu mén ferm. the lile broadly coneemned
any use of ivemrrectin in connaction ‘with COVID-18  Yet there was no basls for |ts
sweeping ¢ond emnaton. Intlecd, the FDA tself ag<novviédged on thal vely webpage
{arld ceinlinued 1o b so until the page changed on Seplembel 3, 2021) that e agency
na¢| hot even “reviewed datd lu supptit use bf ivennectin in CAQMD-19 palients tn traal
or td prevenl COVID-19,""'% Rt withoul reviewing the available data, which had long

112 ia

! )5 Nalioral Lomary of Medic.ne, ACTIV.S. COVIB-® Skdy of Rektiriosed tedigiions.
[+t { A teatela | 6. 0w s hawdNG T QSR8 SS3021 e (n=Acling AMr Sy 2Bk =1 (leust viskcs Oct 14, 202110,

1 CNN Hosllh, 'Din ¥ de @ Or. Fisuci wsms s3anial #Bkitg Aot e Aokl Covid-19 (Aug. 28,
021, fl e Nari chp €9 My|d C0sthea| Ih! 202 B> iy Loid- ar-Naeti v-covid-t B-2a:L-
vpx.an (astvisiled Oct. 14, 20291

I .
e KIH, SOMID-1G9 ard Ivermecting, Sima

e 1% $0od and Dr.g Adr nisration, Yvhy Yeu Shauk: Not Lise Iverriscin o Treal or Pievord
CAMIB-1™ {archwed Mar, 5, 2021), 1820V el B0 vaSww X)) 105 5264 tlw] s 4 WWW 10,2 00
SR AT e ip¢ i )P R oy 0 - D Bl s e e dnssmgn- g b 10 (Bt v1sied

@ct 14, 321) (hercrafter, ‘FDA, Wity Yeu Stiou-d Not Usa arnactic {Msr. 5,20 21)7).

) ied; sea atso 1) S, Food and Biug Adminisration. \¥ny You Shelid NelL Use lvarvexlin i Tre t or
Pieveit COVI0- 19 (arciived Sepl, 2, 2027), bl Aead mreirm 005ent20 TR 220 1824t MRk cvue &

s 9 gvits s'in L ROTRIn Q@ -WM&:EM-«@DM@VMQ (8t
visiled @cl. 14, 2021) (barsinatar, FDA, Why You Should Mot Usa lvennectin iSept 2,2021\%)
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shee bedn availakle and accuivlaling, i is untiear wilal basis the FDA had n¢
genouncing ivermoctin as a traatment or prophylaxis for COVID-1g,

@n Ihatsame web page, thc FDA also dcclarcd thal'[ijvermmctin is not an antiviral
@ drug fer Ireating viruses)*'?® I did so while anather one of its wobpagas™ sinu|la-
heously cited a sludy In AdAal Researctr that identified ivermectin as a mccticine
piEwvioUs ly shevai to have bvoadspectrim anliviral achiviey:"“ It istelling that the FDA
deleted theling about ivermectin net being “anli-vira"when it amended the first web.page
un September3, 2021 142

The FDA has additonally assailed ivermactin's sataty by suggesting. though not
putright stalingl, thateven a proper dose o fhuman iventregtin Might be dangerous when
used lo ueat COVID-'9. For exampla, Ihe FDA arinauncecl that '[1jaking a 1rug far an
unapprovacl use can be very dangeraus’ and {t]his is true ef ivermectini'4! vet this
ignaies thc fact that, as discussed above, doctors routinely prescribe medicines fcir o ff-
label useand that ivermectin is a paiticulaty walltolerated medicine wilk an eslablishad
safety recetd. Moreover, it is incansigl.cntfartha FDA o imply thativermectin isdan#er
ouswhen used  treat COVID-19 while the agzncy senfinucs to approve remdosiivir 1
despite is spollier safety recerd, as discussed above.

The FDA has also called Inle gtiesllon [Verinectin’sperential elf ectiveness. \When
updatng the 'Why Yol; Should Nel Usé lvemiectin® webpageon Septerber 3, 2021, the
FDA added thisentry! "Currently avajlable data de notshowivermectin & elfective agjainst
COVID-19 4% But this claim fails o meagnize that several RCTs and at least one neta-
alvalysis suggest that ivermectin is. effective. 2against COVID-19.

g FO&, thy Yau Shauld Mal Use serdclin {Mar. 5, 2021, supra

» S Food and Oug Administralion. FA® GOVIDAY and [vermedtn [tiended lot Anials {Scpl.
30 2027, Hiow Sevpias Qo Rryhuemtl mmmd ] | @b Rety =y Ome b’y ing COvel 1 ST vESY e ~
Indedlpler e E s ( At v s ted Oat 14, 207219,

=6l Cialy, swpra, at 1 |emphseis sddad).

(4 1S, Food anc Drug Adniinigtiauah. Why Yéu Séud No: Li's Ivermaotin ¥ Tisat o~ Frreven!
COV.02 (Upcated Seat,. 3, 2027). KUGK! ASwnh A ARFIPOSWE-2 ERBHANRITHS - | A ATY - v M
A AR® 0 | p<tech on Do | <onG- 1 B (Iad visited Oct. 4, 2021) (hereiasber, FOA. Wy You
Skouln Mt Use lvermectin (Sepl &, 2021)°)

4 FOA . Why You Should Not Use ivermentin iIMag § . 2021), upne

g U .S.F aedand Mrug Adm aistrauan, =JA Apgrerves Firct Tralrami fiz) COV B-198 (Qci. 22, 2020),
(L2 h Ao (L OV NSl e T ey TS 0 0 VT @R | Ge0tagy K20 {|3st|sitta
Oct, 14,2021},

“s FDA Why %ou Shoud Not Lise Ivermaciin (Semt 3 2i92)), sunra
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Moreover, a review of the studies on remdesivir makes it difficul} 0 understand
why e FDA would conderms the data supporting [vermeetin. The NIH reporie only five
studies testing remdesivirs efficacy against COVID-18,1*€ Three of those five studies
show ne benefii from remdesivir, with the largest of those concluding that remc'esivir 'did
nutl dexrease in-hospital modality n hospitslized patiants.”"“” Evan the two remaining
studies are far from compe!ling. One found that “[hjospitalized pationts . . . wha racsived
5 days of [ramdesivir] had selter outtomnes,” [buk the difference ‘was of uncentain clinical
mpmtes. ! And whie the other study mdcaled lhat remdesivir ‘reduced time to
cimical recovery' for ‘patients with severe COVID-19." it also found °[njo ohserved benefit

. in patients with mild or modcrate COVID-13" and “[mic statisticslly signficant differr
ence in mortality.”*" Beyond that, in Seplember 2021, the Lancet published the results
off @ large RCT (the DisCoVeRy trial) that fiuumd “[njo clinical bemefit . . . from the use af
remdesivir in patients who were adm tted b haspital for COVID-19, were symptomatic for
more than 7 days, and required oxygen supporl.“*5° The data un ivennectin thus appears
at east as strong as tha 4ata nn remas ivir.

The FDA's maost controversial statememt @n ivermectin cama on August 21, 2021,
when it posted a link on Twiiterto its "Why You Should Not Uso Ivormectin® webpage wiith
this message: “Yeu ane nol a horse. You are nbt & cow. Serinusly. y'all. Stop 1.7

L Riational Insllll.tcs of Heallh. Rendesivir: S»ucted Clinical Data, hilpsiiwww. covid! Yreatment
fGuitedings nih govebleshelle 28l (lasi visiled Ocl. 14, 2021)

waz Ie.
144 Id
wa L7
S Floramoe Ader ¢t 31, Remdesivir plus stzadant of care versus sfantdiand of cem aloms for five
(rasiment of coliamls sdaitted to hosptal Wity COVID- 18 (DisCeVaRy): a phasc 3 ramom:sod cmmhd

w»m!ulw Uil The Lam.at 4 1 (Squt 14, 2021}, muaisble af hilpg /s g} 5o
. 4 2004850 (st v siec Oo. 14, 2021

- ' W.8. FDA, Twitlsr, hitps:(isiter comi. e fdalsteiu3iM2e0S08 70245192639 (lasi vissed Oct. 14,
ayey.
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sweeping ttle implies that severe ilnesses are. a rising from the presaritied use oftdihary
iwamek:tin to combat COV ID-18. bt If suppliesno dala @ indicate that human ivarmectin
in appropriale doses is harming anyona. On the contcary, the CDC's advieory ackingw-
ledges that the actual concems arise from the “Usé&of veierinary preducts not meantfar
human consumption’ and that the mportait [a]d verise effects (ale] assncated wth
eirmectin misuse and ove niose "= he CDG's ‘nstrictiots tethe public:confimm that e
conoems arise from the improper use of ivemnectia creams or animal formuias: 'Do not
swallow Ivénmectin frrasuck that shaule be uset! cn skin (e.y.. lotionsand creamis) &r am
not meant for human use, sWch as veterinary ivermectin prosucts®136

None of this undesaauncs the use of hurvtart ivermiestin in preper doses foir the
treatme rt or prevention of COVID-19. If anytning, tha reported uptick in people res<ring
to animal Ilvermectin simply reinforces that COVID-18 patientz sheutd be encouraged to
discuss human iverinectin with their healthcare providersand thatthosc providars sieuld
be allowod te cohnsider the avatable data wilh their patienke. TFhat would be rmare
benetisiial for puhlie health than atiempting w olescure the demonsti‘ated safety profile of
wermectin-

The media has added to the cenfusion ahd misinfenvatpry. On August 30, 2021,
the New York Times published an aiticle ahouit ivarmactin stating that “hiississippl’s
lisatth ¢ epas tment said earlierthis month that 70 percent o® rocent calls to the s tate pioison
confrol conter had cottie from people who ingeated iveitheetin from livestock supply
slores." ** Yet twe weeks |ater, @n Septamber 13, 2021 lhe Times amended Its sk ry by
deleting that sentence and adding this note afier the article: *An eafier version of this
arlicle misstated the percentage nf rceent calls to the Mississiepii Rojison centro| center
related to ivermectin. |t was 2 percent, not 7t} parcent, <

Similarly. on Septefmbetr 3. 20 21, Rolling Stonec publishad a story antitind “Gunstot
Victims Left Waitin® as Horse Dewermer Overdoses Ovenahelm Oklahoma Hospitals,

COVIT-19, Hoalty Advisory, gt 1 doug 26, 2021), svailstis o bl el ool (503
(DORCINC HAR &80 paf lastaisitec ©ct, 14, 2021),

=
W o A

152 Emma Gnldeerg, Demend Rirgek for Dewvering Laug fef 8wd tIcsnith Ne Evieencs f| Works
New Yerk TImcS (AUG. G0, 20210, avalshie ar Gy i s ooy uegs L S 00N QB
(S itasviow Ty Mo G0 AT ST 1 A Qe (i Wi | SR wron s 80 081 801h {ant visited O . 14, 2021y
ferr i kisis attulet)),

Tt Erima Geldbel®, Derva o Sutgessar Ouney Hirly, 87 kx Casid, Byypits Ne Eviderice I Warks.
Resv Vork Timas [amendedSapt. 28. 2021), aveltabie it MRl ids | 0010 SUBY A0 V830! Ligallbeoviu-
g 0o il (hest visited Oct. 14, 2021).
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Daclor Says.""® Scaiithereaficsr. wiie llie huspitals whene this ductor 2upposedly warks
denied that claim, and "the doctor [did] not respond(] to request:s fotfurther commen: &
Rather thandelete 1 re atticlo arsubstantially rowi 1@ it, Relling Stone ift the atticie i3rgely
unchanged and amended the title #o say: ‘One Haospital Denies Oklahoma Doctors Stoly
of Ivenmectin Overdoses Causng ER Delays far Gunshot Victims."™  addition, tha
magazife added an ‘update' messaié stating, amang ofher things, thal fo]ne hospital
hasdenied [the doctor's] claim that ivermectin overdoses are causing emergency room
backlegs ard delays in menic:a caté in hural OKlahoma, and Raolhg Stone has beet
unable to independently verify any such cases as ofthe lime of this Lpdate *'€2 |n ether
words: the publication allawed a skary based on adiscredited and nonrosponsjve shurce
te rermain avallable 10 lhe bulsli. ILis no wanderthat some people arte unsure what o
beliava about ivermectin,

iin Feraign Public Hsalth Agertcies on fvermectin

L ooking abroad, in Maich 2024, the WHO *recemmendl[ed] rof 18 use ivermiec:tin
In pale-sts with COVID.18 except inthe context of a dinieg| trial *'®> The basis for this
recomme1dation rested noton prosf thativeimectn is ineffectve, but on the \WHO's |oelief
that the existing studies were of oo law qualty to suppoll any concBive clgier-
minations. ¥4 Notably, though. while the \WHO questionedthe quality of the evidencie. its
ahalysis dateyminecl, based on dala frem 1,412 atiénts n $even studies. that patients
freated with ivermectin had a % par 1,008 chance of death \while palients in the canirol
geuups had & 7@ per 1,000 chanso of rlaath.™  Also, the \WHO consideredl onby

1) Petar Wade, Sunishof Viciims Laf' Weiting es Yerse Oemvonner Cverdases Ordvuneln Olsitiery
thspirgis, Ooctor Sdys. (Reling Stone (Scat. 3, 2021) availab’a 1 Ui /g dosie soo@ikies
A3 +95BMn R xstibovtve » g0\ Q0N el I e I i <95 -y QPAETES iyt il o na N 50
eI BCD 3Py D My D NTNIB) ¢ ast « & 'ed Oct 14 2024 ),

A Pater V\'acle One t faspitadl Oetlies Chi'dhoma Doctar’s S8vy of ivnessivchin Oyerdo.ges Cexalitg ER
Belo)'s e Gunshat Vixtims, Roliing Stde ® mended Sepi. 5, 2021), avaizdle Sbllm (\Wereys | o
200 1/P TSNS G2 TVWa.g)) 0w dgyy e i S i aBu ¢ 5. -0 NEI S-S g |y ¢
1220808/ (lbst Visited @ct 14, 2021),

il fal,

15 M

122 viarsd Femsith Organization, Therdpaitics ann COVIRAA- | ving Guiddine ot 2U JJuly B, 2021 |-
avshle A of i w0/ 26¢337 83 B-DFE -4 81 - B0 wu-2 211 Sad udad V)b uj e -
apodica SARED Lacf (1891 vsicd @Gt 14, 2021) iherehafter, *WHO® COV B-1 8 Guidelrcs).

=4 Irr_-E

1= It st 23
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Why would ivermeclin's original patentholder go out of ils way td suestiors this
medicing by crealing the Impression thal it might not be sate? Thereare atieasltvio
plausibla reasons. First, ivermectin 1s na longer under patent, so Merck da=s not profit
from nanyrrare. That likely oxpliins why Mergkdeclined to *conductl] clnical trials™ en
ivennetlin and CCVID.E when given the chanca’™™ Sawnd, Merck has 4 s‘gnificant
finanizial interest n the imedical prefession re ecting ivelmectin as an eany treatment for
COVID-12. *(Tlhe U.S. aavemment has agreed ta pay [Merckl about$1.2 billion fair 1.7
million coirses @f its expenimental COVID-19 (rea:menl, Il it is pruven to wark 1n an
ongoing Iarge Irial and autherized Wy US. regulators 7™ That {reatment, known as
“mo Inupiravir, aims to stop COVIB-19 fram pro@ressing anxd can be gjven eary if1 the
oourse of the disease!#9 On Ocl.ober 1. 2021, Merckannounadthat preliminarystiidies
Indlcate thal monup;ravie ‘reduced haspitalizations and dcathis byhalf, "¢ ahd {iial esame
flay # stock price *jumiped as much as 12,3¢% "2 Thus. if lov+eest ivermeciin works
bstter than---oreven the salne as—molnupiravir, trat could cost Menzk billlons of do llarss.

Wtiila nne side ot the "profassional assoc lations" (e get Ihciudes tae AMA | APhA
and ASHP (with Merck's barking), other associations disagree with their stance. In
particular, the Assériation of American Physicians and Surgeons (AAPS)—a (on#
establistied Oridup that has reprezenied dociorz 1n 2l specialties since 1943—has raised
quéstions, conceming Wtios® associalions' starting and unprecedenlad positon that
American ptiysicians should mmedialely stop presenitiing, and ahamacisls shouid stop
henoring their prescriptions ter ivernectin for COVIGAA palienls:.' ' The AAPS pointed
‘out that many physicians disagrea wilh the AMA, wrilng arouns 88,000 jverimectin

s YagsawE, suns. o B

e L&, migne 21,2 bin daal for 1.7 min cadraes of Marsi's experimental COVID- 15 dig Reuiers 1o
9 2007), awaitatlz al hileg My reu uescarnibusicss e/l s pfsmese helsims el s g
By Ao~ T-milieorses-nos-oavan VS e AR | N O J st visior en 1420210,

B fid.

o) Matthern: Perrenc, Mirek oY% COVIDE 18 W cut risk of dwaltr, hesdilalizy fion Aesosalas Prasa
Ot 1 2021); évaiable of Rijg s S OAENTRITR e ST i=ell.g vl |y I A58 SR
dfecs-2:pra5d cee.s 1Yol [TBa9 e | last visiked Oct, 14 2021},

. Lrves Kearsknaf & Manojia Macioipata, Merdk COVIR-TH 0L sieocss sams Meoerria-sevgS,
Spakes uo hesithcacé sector Rautars [Oct. 1, 2021), sveilshie a' flige 2oy SRRy Dl Mo/
DR GO R, Gt AMerth SOl O OO | 1 S0 S Dwetd ¢ B 05 3m | B -
o SARY T8 (a6t Visied @c:. 14.,2621)

ol Associalen »l Ameriean Prysciuns il Surgau1s. AAPS Chalbigas tha AMA i Effurts o
Suspress lvarmacin Uss n COV D {Sept. 4, 2021) avaiadle al Mia w4 oo o)ilis (e
Ve oy rmr 4b-» ! £ ivarmichin, ss-ip-covidl (last visted Oci 74, 20213

Document 4

68



Danmmeitle R. Smith
Page 30

prescriptions per week."'* The AAPS has thus publicly resisted these groups call lu
"stop(] tthe offlaleel use of long-approved drugs."#*

in addition, the Tokyo Metropolitan fedical Association, as explaincd by its
ci@imman Harwo Ozaki, recommended the use of ivermectin for COVID-18 patients in
February 2021.%¢ That organizatien emphasized that Ivermectin should be adiministered
te people diagnosed with COVID-19 because, among other reasons, it aas been effective
when used in uther ceuntries.® Otner doclors groups similarly advocate for ivermectin
@5 a staple of early COVID-1# treatmeml. The Frend Line COVID-19 Critical Care Aliiance
has been an oulspoker supporter. ke orgamization “regard(s| ivermectin as a core
medication in the prevention and treatment of COVID-1®,*™ and it includes a five-day
ceurse of ivermectin as part of its COVID-19 eanly trealmeant pruloow *?? Also, lhe British
Ivermectin Recommendation Dewelopment Group (BIRD} is a UK-based association of
“@limicians, health researchers{,] and paticnt roprosontatives from all around the world"
that collectively “advucalefs) for the use of vennectin® against COVID-19,'%

In summary, the evidence discussed atowe shows (1)) that ivermectin has demon-
strated! soma effectiveness in preventing and treating COVID-19 and (2} that its side
effecls are primarily minor and transiert. Thus, the UCA does not preclude physicians
frorm cenaidering ivermectin for the prevention or treatment of COVID-19.

" te.
L id.
= Tokyo Metropeli:an Medical Aszaciation reeammemds ivermcetin administ-alion o pravens

sggmwation, N Kkei (Feb. 9. 202t ), hips Jwausw r:i kkai oo Gatic| ' DGAZUOFB2SAA LSV 20C 21 A% 000G
(sl visted Oct. 14, ZB21).

B fet

sy Frant | \na GOVIN-1 Critical Care ANlance, IvemT astia in COVID-18, hilps MoovidiPeriticalcans.
conmtiver Ml n-incovid-18: {last visilad Q. 14, 2077 ).

*®  Front Line covno 19 cr:n:al Ca'm Alizarce, Prevantion & Trestmant Praiocola far COVIN-1S,
: ploads2020 LCAllagce | -MASKohis-Prolocok

G paf (s v-sllud Ocl 14, 2215,

wal British ivermecit Recommendiation Dewelopimeil Geaup, Vo o e BIRD Grouwp, | Ups: /bt
LoD omfyiioue Hind! (Bst visted Oct. 14, 2021).
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4. Hydroxychloroquine

A History of Hydmueyoninnigueso

Hydroxychloroyulne, a less toxic deiivative nfa madiriia nanierl rhioroquihg, was
first developed 1n 1448'8' and approved by Ihe I-DA in 1955.%” Since that time,
hyciroxyghloroquing hiis Deen syidely used as a piophylaxis ard Ireatment for malaria.**
tt has a ko "proveln] to be effective In.a nunibel of auloimmune #iseases” including
systemic lupus elythematesus,"¥ primaly Sjpgren's syndrome. and ragutmatoid arthritis,
and for thuse uses. It Is often taken daily fer ycors at a tima,"™® Hycroxychlorequine's
success adainst these auteimmune diseases 'I5 linked to 66 anti inﬂammatory ard
Itrmunomodl latory eﬂects"‘“ Becauso of its wvarsatility and efficacy. '[mlilliotys of
hydroxych loroquine doses: are prescribed annua]ly "4 I Just the year 2019, hycroxy-
chioroguine was prescribed oveer 5.4 mlllion times inthe United States alone ™®

h1 2004, long before the COYID-19 pancdemle began, a lob study revealed that
chloroguino is ““an ef’ective nhibitor ot trle replicaton of the severg acute respiratary
syndrome coronavirus {SARS-CoV) in vitro' anel thus tha1 jt should ‘be considered far
imirediale usa Inthe prevention and treatment ar SARS .0V infeclions.”'?® The fol|Qw(

A National lnstituites of Haaltt: COVD-19 1reatmor:: Guidalinas: Chior-aquine er Hydr cxych anziquine
arilor AzithomYain, AL A BT amnic i eI . A€ TU 1N 30a) s W Vi

1>'ummdn'_mallj;’gwm=unmm (last visttad @ct, * 4, 2621) (rerajnafter,
*‘NIH, COVIG 1R anc Hydraeyenin-pqiine’).

12 Gceoni Fram ald .. Carcisc Gomplication  Afbibutad ic Hdoxyechinmauing: A Siystematic Reviéw
of e Lievatioe Pre-COVID19, 17 &ufrent Carclelegy Revisws 389 382 (2021), svalalre at
1leze/ IV o5 reekch e = BOINI$AGH TIVL (et (last v sited Oet, 14, 2021)

aLE] I

124 Claudio Ponticel i Gahiirllz Moroni, Hpdraxyretlaror wing in sislemiic fups enthematosus [SL. b)
3 Expert @pinen or Brig Safoly 4110 411 (2€07°) avalubie o (Iee S e,
doituki10.” 0EC/14740338.200~ !&.@hmnmmm (last Visted O¢1.1 4. 2021).

Tog EliisisLelula Nid<sldl, Hrdroxy chloroguina inrhsuimiatic sutoimmiime oisovrers éndl be vond, EVB®

Moscular Wedicine, 3: 1 {Aus. 2020 ), avalintie ai ME | Soson eoitmemme o/ ol geed 10 229010
202012476 8 {lustvislled Oct 14 2021).

i i
a Frar, supre, al 353,

g ClinGde Hydtugycnletoquina Lrug Lemfa Saafisla, Unlteo States, 2012019, hithsi:
0 e |, LA S5 W MY st aoypmonyt g ( s visiled @cl. 44, 2021)

1% El: Keyamits st 5., k virD whitvtien of 3evera svufe rEemiratery cyndtame earoneuinss: by
chiecoquirae, 323 Bibchemivel and Blakhysical Rewe a tt Commuriica:iena 264, 261 (20 4), svelddls of
iR ey el e COas Gt (N PMIOGETEN- 1 0 WA (jast visted Oc). 14, 2021),
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year,another paper explained that'chloroquine has strong antiviral cffcck on SARSCov
Infection® and Yis eflective in preventing the spread of SARS[:]JCoY in sell cul(ure."200

It Is wdely recngnizad In (he niésical communily hat hydroxychloroquine is
generally safe, so safe In faci that t may be prescribed %o pregnant women?® and
“chilren 6fall ages'?** During the beginning of the pandemic. tha FOA Commissjonér
stated (hat hydioxych brequite tias “a well-estahl'shed safety profile® for malarla, kipLs
and rheumatgid arthritis 2¢ Accarding © thé CDG. hydioxychloroquine's 'most coriman
adversc: rcactions rcportesl' are minier issues 'sucti 4s °stomach pain, natsea,
vomitinG. . + headache,* al ‘ltclling.<*1 While the COC reesegnizes 1HdEL hinh disses,
"such a8 those used o tredt rheumatoid aithritis. have kieen assoclaked with retinopzthy."
a senus eye sond llion, thal sige effect is ‘txtremaly unlikcly'' whon hydroxychforotiLine
Is usedIn short duralions with mode rate doses.?*? Nolably, the TDG s §uldance on nydre-
xychloraquine does not mentlen any concems about card jacdisorders stemming from the
drug-

8  Hudrevycoasaquine and COVIB-19

Adtthe outset oi the: prangiamic, res.earchers folind—oaQnsistent With the pnaorstiidjes
demonstrsting chloroquine's efficacy against SARS-Go \—that hydroxych|oroguine "can
.gfficiently Inhibit SARS-CuV-2 infeciion in vitro."®* TheseCOYID-19 stidjes specifically

2% Martin J. V. ncen’ @ al.. Ohloroquineisz e meter int) diter of BARS cotenaviriis ffection awd Sivpad,
Vimlocy Joanal. 2t 1 (AUN. 2005), avaiatic: 2240 [» srena i 51l Aoy smciarticlesPMCT232 456
st T ARETH2 40 gyt (et Visitedl Oct. +2, 20219

& Penidcil & Moron i, suprzy bt 411, :sea aleo Ewa Haladyj sl al. Antimamaras - sre itey eNgstie
and 8878 in rheunvtic dines 5952 B Revimato |08l 164, 17| 72 (2018), avnifablc #l 14Ire seww ==t 19,
VUSRI I 1 VD5 TPl |L.a® \last visitad Dcd +<, 2021) (neling that Fysiexy
ahlaragulne ' enn he eertinued i3 the treatmeal & rheuntale diseases cUring prognancy snd ackatien” ),

x2 Uenlers ity Disease Contral and Preventian, Mecicines for jre Preyention & Malaria Ylic

Travelng HyC10srychinracding: (Flaguonil ¥4, PRl XY T A=) Rl
158b 1 emiHy Wbl (esalee ad {Iasl vis terd Cer. 14, 2821) (hereinafter, ‘\"QC Malar|a |edvel),

W U.S. Food & owg Aeminsralan, Bringing e Cancar Dactors Perspertive to FiXAQReg anede 10
the COVID#42 Pandemic {(Mar. 25, 20281), (0 AT i fom vdmvere TS0 0 R e
Rt SErapenm. o@_m;r_amm&gp:n (last wisited Qct. 13, 2621 (here Fafter. '=Dd.
Hringiix ™erspenive',

2ok S0C, Malaria Travel. supra.

L Centers fof Oiséa < Control a nd Preverian, Yellcw &ok, Ghapler d: Trayel-Re|ated |htestieus
Skaeses - Msleria (2020), gvetatié al "% Wwdmm =0 08¢/ VM ERILbOOK20204 Jvel+alaled
nfcclionis 4t isgascwimalagia®1939 { st visiled Oct, 14,2024

am A= Liuiet 3 Hydmxychirons kX <1 oss peic obvivalive B Iilorequing, /= eff actne b mhbﬂ?rlq
SAR SC #V-2 infuckion In wito. Cell Discevary, st 4 (2029, avensble st htos Ay 0apucs, SuT/acue!
14)820 170 9) 1650659 Dastvklicd Oct. 13, 2021)
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showed that hydmxychloroquine “can inhibit [SARS-CoV-2] virus entry, transmission(.)
and replication."®” |n addition to this “antiviral activity.” hydroxychlosoquine also has
“amlli-inflasmmalory properties” that help regulate “pm inflammatory cyfhiokines *2%¢  These
charatteristics—both the snliviral properties and the anti.inflammatcry aclivity—are
important countermeasures against COVID-19.

3 Hyerasycittiorequine Siudies and Mela-analyses

Many large obserwvational studies suggest that hydroxychloroguine sigmificantly
reduses the risk of hosplalization and doath when administered 1 ouflpatientss-
part cularly higlivrisk outpatients—as part of early COVID-19 treatment. For example, the:
Mokhtari study ‘was a multieenter, popuiztion-based national retrespective-cohort
mvestigation of 26,759 adults with mild COWID-19 seen . . . between March and Scplom
ber 2020 throumihout Iran.®® The diala siowed that {lhe odds of hospitatiza-
tom - . . reduced by 38%" and the chamee of death decreased by 73% f@r lhose who teck
hydrexychloroguine?'® Critically, those "&ffects were maintained after adiusting for age,
comorbidities, and diagnostic madality." and “[n]o serious [hydwRychlosequiine]-related
adverse drug reacliomns were reported 2"

I the same vein, the recently published Million study evaluzked 0,429 “adult outt
patients” im France inflected with SARS-CoV¥-2 who were 'treated eady” with hydixmeyy-
chiomgJine plus azithromycin.”** Only fiwe deaths occuired amung lhe: §.315 patients
wite received hydroxychloroquine plus azithrommycim—a mere 0.6 per 1,000 palients—
wihile 11 died among the 2,114 who rcceived cither no treatmant or azithromycin alone—
a8 mucty higher rate of 5.2 per 1,000 patients.”" Based or those ‘gures, the study's
@uthors found that hydroxychlioroguine "was associated with a lower risk of death,
ndependently of age, sex{.] and epidemic period.“!* Million's team thus concluded that

»m Juwoti Bajpal et al., Hysraxyctisriquing ane CONIB-19 - A nucrative rewiew, A7 Indian Jaumal of

Tutbesrolosis *17. 148 (Dec. 2320}, svadakiz af hilos /Sy, achi oim Dih.gov/p +c/anicicsPMC 2836883

indirimee.m 124 (lasl visiled Ocl. 14, 2D21).
o] i

= Maijid Mokadari et al., Clinical sutcemss ef patiania with mid COVID-19 fellowing frsaimsain mith
hyoispphigraguine in am eulpatien! setung, Inlemutienal | v munepitermacalegy, at 1 (Ju . 2621), avaistis
@t bl ciense : icle/D/S 1567

enssdirec! romfsancaladicle/piS1567576921002721 {last vs ted Ocl. 14, 20129).

2w io.
34 .

=2 Rdillion, swpns. al B3
sy . at 1866,

s id. at 1063.
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‘@/arly ambulatary treatmant of COVID-19" with hydroxychloroguine pfus azithramycin *is
associated with very low mortality” and it “improve[s] COVID-19 survival compared &
olber reginmerny. 1€

Anoiher groug of researchers assesscd an eldedly population living in 3@ nuesing
thome iin the small European state of Andora®¥ Their sludy included “100 COVID-#9
coafirnce cases” in the nursing home 'Trorm March 15 1o June S. 202027 Afior
evaluating the numbess, these researchers osncluded that ‘“[reatment wetth
ydirexychloroquine and azithromycin was associated with lower monality in these
patiemts.?®  And ‘the multivaratie logistic regmession analysis  identified
nydiroxychioroquine plus azithromycin treaimenl as an indepandeat factor favowing
survival compared with no treatment or other treaimenks.”™ The study alse rcinforced
mydroxychioroquine’s longstanding safety profile because clardiac monitoring was
penfhm-%d. by elocimeardiogram, and no ylhm changes were observed . . . in any

Added o all this, a preprint of amother large observational sludy by Sulaiman
supporis [he use uf hydruxychlorogquine as part of early COVID-19 treaimeni2! This
"stuly twok place in 233 ambulatoty fever clinics in Saudi Arabia” during Juna 2020,22
Off the 5,531 participating patients. 1817 were given hydroxychloroquine, and 3,724
reesived only supportive care.?® The reseanaiers found thal eary hydroxychloroquine-
bused ‘therapy was associalsd with a lower hospitel admission” of 9.4% compared to
16.8% fer supportive carc alonc, which cquaticd fo a relative fisk reduction of 43%.
“Adiusling for age. gemder. and major comorbid condilions, a mullivariate logistic
regression mode!” furlier confirmed the significant decrease in the hospitalizatian risk of

2. n‘d

% Eva Haras ot al., COVID-18 marfaldy nixic facts in ofder peopie in a iong-t2nn care coorer 12
Eurepeam Geratriz Medicine G01. 681 {2021), aalistiiz ait hitps J/hnk Springer com/conteghipd 0 1007/
S4BENOD0BD43 2w pdf (last v sited @ct. 14, 2021).

b .

2m {d

2q . at E08.

a 1o, 5t 603

i Tarek Silaimen et al, The Effect of Eanly Jlydmxychioroqguine-basec Theasy in COVID-18

Pukiurits j Ammmrf Can Satlmgs A Nnarmwm» "mo!’we Co!m Study, Prepeim, at 1 (2020),
2D X ’ 20 D9.08. 20 v . pd {Ias!vmtadm 14
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patients who received hydipxychioroquine 2+ Resression analysis also demonsiréted
that hyd roxychloroquine reduced the martality risk by an odes ratio of 38, which equiates
te a threefold drep in deattis?® Olher ebsarvalional sludies furthar siggest that
hydmxych loroquine has value as an ealy COV ID-19 trealment2?

We acknowledga that olhor stuties andl mete-analysea heve concluded tliat
hydtoxyzhlorogquine has little o no effeot on GOV ID-192% Yel those materials gernarally
hiur the Ityportantdistinetion belween hydraxychie roquine’s-efficacy a sarear|ytreattrient
tor mild GOVID-19 in nonhospitalized patients and its cfficacy as a late treatment for
severe COV|B-19 in hospitalized patients 222 As explained abnve, COVIDA9 inits ear|y
stages, which enslists primarily of told- and fl.-llke symptoms, is very different fram
severe COVID-19, which Is a lower respiratony (fisease otten sceeinpanled by respiratory
o wreaid muliple prgandysfuriction. Thus, evilence abeut nydroxych [orequine’ss use
“in ilwalients[] is irelevant with regard to thn effisacy ot [ibe. drug)] in early hig hrisk
nutpatielt disease, 2% St even If hydroxychbrpqune ks Ve atfective against severe
COVIDN9, that deas not dispreve ils veiue as an earty lreatment against the. diseaste,

T ke key: ther. isto focus on data that assess hydf oxychlotoquine:'s effective.nass
in early teatment, A priria example of that i .a recently published metaanalysis that
wmbnet! the Mllion. Mokhtar, atid Sulaiman studies discussed abeve with twe ather

234 M,
i N RCTRFY

2R E.q, Andrew |5 €: al, HydrexyChiencuide »i e, traobmant oF cumalients wilti mildysympeérnatit
CEWVID. 9. @ mulli-centst: chsrveriorsl anty, BMG  tnfectisus Biseases (20)2)), evadbatvo &
fille (e plbrdde §io /TS| cwANCALER 161 1805 13790 29-AST7 e (onck laing in ® sthdy
ol 1274 wilpalients with SARS-CoV-2 infectien that ‘the-c was i cissocation belween cxplosre te
Miroxycnlerscino and 3 décreased -ale of hospitaliaation fram €DVIO-18"); Y7 Su, Efficac ¥ of carlr
tyatoxyrohieroquine kesiment in Eredertind COVID-19 MACuMOrid S avationl, tha expariancs from
Stamfia), Chyg M- BloScience treards 498, 4C8 | 20205, suariable 2-0Taal)v e 98TE <00 OnEntie/
LN 4 TN NN gD Sam® i (1980 visite ¢-Oct 14, 202 1) (irnd g in 4 siuoy o 818 individus 's irat
t]e eafy usc of nydsexycrinroquing cecrecied Ihe imPmvemen: tme and the curator & COV!|L-19
detertion in hinest and 31ea swabs®),

@7 Tawarda Crivee et =t., Sftcscy of chlerpquinie 500 Hy¥mnoheresui o i rfeating GOVIC-19
infiecticn: A melavevew W systenulic lonews and sir updalad mets~neksis T'avel Med|tine ang
lifcetious Mispasa; st | {Sept/@et. 20P1), wvavatve af Som ARt YWD (P 20N e gt
WM TSP e 100 Hlenst visbad Qct. 14,2021 (oeNziudir'g 18] My dvoxychiorquine 7 ‘net etfectiva
in trasting CQVIm- 8

22 fd, al 3 (oting Ihal this meta-anslysis consklered studies of Ses ple-with *68nfired COV|D-1g),
regarcdlese of o Ve soverltyoflinoss?)

b Yariey A. Riac.h, Early @uipatient Trcanicrt of Sprnstomaue, fgaFisik OAVID-10 Pafient: That
Stould Be Roynped 19 liwrisdiatoly ax Ky bo he PandamicCrisis | 88 Ameriean Jouma!sxf Epiden isieyy
1218, 41218 (Nov, 2020); alaitatie A (o IEINTIEN x| g OOV HETI 40T/ O ||ast
visted @ct. " 4.2n21).
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outpotient studies.23® Tlitsse live studles togethar induded 321 24 tow| outpatients, and
the alialysis revealed that nyrosychlstsallicie s associated with a B8% reduction in
mortal ityndien usetl as an early GOV|D-19 treatment.2*' |n addition, a few months ago.
ano:her team of researchers ievicwved ‘nine repors ul earlyr trea:ment ol tooynes |0
COVID-19 rursing home patients™ "  Data fiom those studies revealad that
“hycroxy'chioroquine-based multidrug 1egimens wcle associated with a atatislically
signiticant> B0% reduction ih mortality."?** And anothor scholar, Dr, Harvey A. R sch,
Polessur of Epidemiology at Yale Scheol of Pulylic tfeaith, has nublished anline a na-
pesrfeviewed meta-analysis of #n stidies expléring hydraxychloroguinoc s an early
COVID-1Y trealment.2* He cancilurtcd that for peop|e receiving that treatment tha oed<:
iatin of hasipitalizalion was &8 and the. oclds ratic of death was 25, In other word:s, his
meta-smalysis demonstrated theil when hydroxychloroquin e Is administered as an eafly
COVIB-19 trcatmenl. it can reduce the -isko.f death hy 75%.

To be sure, thgsq eata derlve ru+! larye-scale ohservatinnal stidies rather than
RCTs and we understand that RGTs are considered the gale standard in medjcina. But
for at I8ast two reesonsi. we find these observiitierial studies sufficient for our punases.
First. qurrleis notto sel a standard for the practice of ineditine. Rather, we must simply
cenfirm whether reasonable medical evidenca sup ports the use of fyydiréxych loioquinp as
an early COVtO.-1@ treatment and we determinc that a colection of large:scale
obseivational studies suffices for that puipuse Second,a geminal review of the: :cieititic
literature has revealed tial 'on average. there Is |'tte evidena tof signifgant effect
estimate differéntes belweeri observational studies and RCTs. regardicss of stasific;
obsorvational study des‘gn, heteroge:neity, of iNclusion of shudies of pharmacoleqicdl
interventions.">® Theie is lhus nu basis ta ciast asicle the observationat studies demons
srating hydroxyct loresuine’s efficacy as an early COVID-19 tveatment,

b fd illin, siyara, sl * 070
23 I,

24 Pau E, Aletender et el Eaty mulidnig (rtaibent of SARS.CoV.2 ifection (GOVIC-1$) an/
redicEd morfBtily MoNG! NUrsig frome (or outpatient/r-iialery’t resdenta Media| 1yootheses, Bl
(2021} -avsicble at SikiA/ATrenmae o9 AR CommRF = FRICH TERLIX®m @2.00) {|ast visite:] Uct
14,2021)

23 i

B Haryoy A Riaol. Hpdioehioatuie i Eafy Treattdr) of High-Rigk COVI0-9 Omajvents;
Efe @) a Sefey Eviidormee, & N (Jun, 17, 2021), pvalabie of WIEe MNosy ol ekBOATIYIG
€9\ R ISR 1) ey ST | GAFRE I ogf (32| visihod Oul, 14,202¢)

Ve Ancirew Angichiyer ot .. Heslthtare: QIGCrneS GSSCSSKET wilh tbeervalions! siudy designs
L' Wi ihose Ragiesse d I ra0domiadd s, Cechrara Datahase of Systemaiic. Keviews. ) 1
(2014) evalafe of  11iPR Ay CAS ures fury D¢ Mo MIBAATERIALS MO 4y, inty/
apdi‘u | {last visted Qci, 14, 2021},
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VWe turn now to discuss the usae of hydirexychloraguine as a prophylaxis, and
alttougth the data on that puint seem to be smaller, there is some cvidence suggesting
tireat it rright work for that pupuse e One study was a RCT of migrant warkers
quarantined in a large domitory in Singapore, and it compared a gowp who usaed
hydsowychloroquine as a prophylaxis o a group that received only vitamin C.2% The
hydsoxychloroquine group included 432 people, and only 31 of them (7.2%) counlracted
COVID-19 with acute respiratory symptoms 2" |n centr=st, §19 individuals were in the
vitamin C group, and 80 cf them (11.1%) developed COVID-19 with acutc respiratory
syrimtoms.”** Thus, the researchens cencluded that prophylaxis with hydrnxychlioroquine
is ‘swperior tn nral vitamin C i reducing SARS-TioW/2 infection."?*? Additionalty, an
observational study ot healthcare wowkers in Bulgaria found that out of 156 workers who
used hydroxychleroquine as a prophylaxis, none of them presented with COVID-19
symptoms.2’? By wontrast. in the group of 48 workers wha did not take hyshmxy
chlomoquine, three of Ihem developed a symptomatic casc of COMID-1974" These results
pmmptizd tho administrators at the Bulgariam Cardiac [nstitute to start a pmphylactic
strategy ‘or treir workers that “includes alterna:ive mor:ths of [hydroxychloruguine) intake
(200 mq dai y) and months without therapy. 24 In addition to these stucies, there are a
few others, some of which suggest marginal bonefits. and some of which suggest that
there might not be ary. We are net aware of any of these studies shewing serious
atesrse effects from use of icw-dose hydroxyct leroguine as a COVID-19 propihylaxis.

We pause here to reiterate that i iz met our role to resolve the debatc on
ydrmeychloroquiro’s effactiveness, either as an early COVID-18 treatment or as a
preventative measurc. Thasa are matters for indiividual healthcare providers to assess
based en the available data in consultation with their patients. Our only peint is that
reasonhable data suppert the use of hydmwychloroquine as an early COVID-19 trealimest
and as a prophylaxis, and in light of that, we: cannot find clear and convinging evicence

¥a Raymonti Chee Seonq) Seet et 3. Positive Impact of eral Aiydrexychfcrequine and pavidone ionkine
throst seay for COVIG-I8 prophylaris: A apan-lsket rendomized tisf 106 lnte:national Joumal af
Inféactiau.s Disegses 314, S14 {2021), aanialfe X higsiianw glonine com/aclion/showPdi?pi=S1201-
WNZR221 29003453 {lact visiiad Oct. 14 202°).

xr st N,
@ g
a8 i at N4,

" Bra Simova et al , Hydrechorequin: tor arschyfexis and trestment of COWIE-%3 in tesith-care
wenkeirs, Naw Microbes and Nesw Ifiestions, a. 1 {Nov. 2020), avaitabic of hiips:Mwww .sclensedired: com/!
sciencalaniclelp VS2052207 5203010574 |kt vislied Octt. 14, 26021).

2 id.

22 td
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t file disciphinary actions. agzinst physicians \W-e prescrioa hydroxychlorosuing fer izither
of those purposes:

A H pdroxyctilviogulive. COVID-19, snd Safely

Bung the pandemig, the FDA raised ques:ions abeul hydrorychiroquine ang
adverse cardlac events?** Thcso Kinds of cancerns prompted one groulp of scholisrs to
conduct & ‘systematic revew of the hydroxychloresuine safety lileratule preCCVND-19C
Their feview of the data Indicated tha* people taking that medlication in apprepriate cluses
~are al wery loW tisk ot exberlencing cardiac [adverso ovents), particularly with short tenn
administratien' &4f the drug.?"" The pre-C@VID-13 data showed that heart ssues
uccured—alheit inlraquenty—only when patiéne  took hydroxychloroquina in
dsingerousiyhigh doses or formarly ysars on enel 21

As e the increase of adverse cardia¢ @vents associate d with COV(B-1¢i, the
researcheis queslioned the prevalence of the: prableny by notirg thal severa| CQVID 19
studies recordesd the use of [hydraxychioroquinc] at variablg ¢oses without sighjficant
canlactexicty?2¥ They also observed that COVID-18 itself o/t=n cauges heart igsUes,
As they explained, ‘[fjhe Whderlying pathegihysiology of SARS-CaoV.2 contributos to
cardiac complications in the population it infects, with estimates ranging from 20-40%
in¢idencea’'?¢? In paiticutar, ‘[clardiac complcations of cytokine storm have been wel|
doclimehled # involve fatal czsirdiac dys:hythmias and acute systolic tearl failure 41"
These researchers thius serc|uded that the repoited increasad aythmic events inthe
GOVIDAY a.r3 afipmar ¥ be more related with the direct inflommabory of ot of the vinys
{myocarditis} or tha cencom izant adm inistration of multiple drugs capabfe of protonging
®T intervals rather than k3 hydroxychtoroquine tiself."*3 They did not seem to think-tha
medication itself had 'tharigs]d] after 70 years' of Widespread use 2%

o US Feed and Oy Adrihistaioll FDA rrulons aoainst wse of aydiexyctriordsuire ¢
chlcroquina ¥ COVID-18 outsidef fhe hoepial seliry Ur d tlinital |ridl dum ‘o rigk of heartthylbm

preblems;  RERAY ¢ Ao il 1o o ey o 14 st AT 1 IR-AT Y T i)
dEES !mt!xmiﬁmm ey g (1o visted @ct. 14,2021}

L Fram, wupra, at 391

P w3 900 2,

dn {a. st NG,

>K Y. at 382,

45 Md.at30s.
b i 5t 3.
2% I
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Others echoed these views. Another group raviewec the relevant studies and
obsorsed that ‘[m]est ofthe availalele and credile data suggest that (hydroxychloroguine]
is 3 safe drug."”*" That includes the pie-COVID-19 data—in wrcadms of . . . use by
rheumatologists. . . . cardiac toxicity was rarely ever seen—as well as the COVID-1®-
related studies—for example. the RECOVERY tdal found ‘no cardiotoxicity” sy
hydroxychloroquine. 2 Indeed. the RECOVERY trial "preve[d] thal [hydruxyct luroquine]
did met inerease cardlac complications in COVIB-19 cases despite using 4 times higher
dosape than that used by rheumatologists ™  Thesc authors also emphasized that
‘fim]ultiple mechanisms cause cardiac complications in patients with COVID-19
imfleclion’;25¢ thus, the infection's prapens ty to ca.se "Intrinsic cardiac abnormailitiss . . .
is probably acting as a confoundor.*?5%

Still another set of researchers reevaluzteel hydrexychlorosauine's safety during the
pandemic. They cenduried a “metzanalysis to compare the safety of [hydrexychlore
quine] varsus placebo’ for any Indication 2 Although their ‘msta-analysis of RCTs feund
a significantly highcr risk of skin pigmentation [issues] in [hydroxychioroquine] users
versuws olacebo,” they did nol find any statistically siuniifcunt increases in other advecse
events, InciLding “cardiac toxicity <"

In addition to these ¢ata tending o confirm hydroxychlerequine’s safety when used
im appropriate deses, a few other factors further lessen the cardiac concerns. Fen slarters,
ome piata of Kkey evidence centributing to the safaty concerns sumeunding
hydroxyehloroquine restesl on adimittedly fraudull=nt data. As discusscd above, it was a
study published in the Lancet en May 22, 20202%® That study claimod that
hydnexychleroguine was “associalad with . . . an Increased frequency of ventricular

3 Shivrai Padiysr & Beoashisn Dandia, Reawtvng cwiac safaly of hyweox )
rhewnatdbyical viseasus during COVID-18 era: Facts and mm 8 Eumnn sl nrcummolngy
168. 19® (2021), availséve at hitps .00 gPMCRI AN Modile .

(st wisidad Oct. 11, 2021).

w? 1.

Lo tid. at 182,

56 fd. =t 102.

& e 3t 100.

rE Khali¢ Eljan.y et al., Hpdrexychieroguine suftly: A mata-analysia of randomized comtreffed fals,

Triven Medicans and Infectioue Diesase at 1 (Jul /Aug. 2020), avalalic at hitpsivww. nedinlm.nih. gov!
poacariclesPMCY 342171/ (st v silod Onll. 14, 2021}

&7 .

=y Mehra, sugpra.
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anrhythmias when used for treatment of COVID-19."4 That supposcd finding was s«
startling that 'majur dwg ftrials’ invoiving hydroxyctiloroquine ‘“were irmmediista
Hatect' Y he \WH® slarled Pressuring cnuntrias like Indones|a (hat were wide ly ising
hydroxychlorogu.ne to ban it?#' and some courtries—including France, ltaly, and
Belgium--decded ta stop using it for COVID-18 252

Theproblem, however, is that the study was basiecl on false data from a campaly
named Sutgbkpheré, whose founder ahd CE® Sawan Besai was a se-author ol the
published paper2®® The data werc so ohviously flawed that journaliske and outeide
researchers began raisin® concems wilhin days ofthe papers publiatiori 2¥ Evk n the
Lancet's edier in rhief, Dr. Richard Hoitor, admilted that the paper was a ‘farication”
“a rmenumertal fraud %% anel *a shecking example of rescarch misgonuCt in the midsle
of 3 glokal health einergency ®'¥F Apprexiinalelytwo we eks atter its publicatien, the fiaper
was. retracled. " An aiticle published in The Guarwian declkred that “[gliven the
seriousness o the tepic and the sensequencesef the paper, |Ihis [was] one of thc most
conscqucntial retractionsin modernthistory.?® Despite calls 1o "publitsh full explanations

Wt

e JamogHestlla 5. Tte Lance! hes made o.ne of 11 \e dlagest feiractiona it modern Ristacy How col'e
thiz hepser?, The Guodiar (Juf. 5, 2020), evailstle af {ila JMwawis |l mmuny o lmmmia] dlan
ey pe e e 18 e e ey NG S 4 SO ) iy G- W) (T
‘lan visiced @R 14, 2021),

& Kae Lamb & Tom Allard, Indonesia, raforadvocats of fiYuraxyc Worowvine, td by WH @ & st
wsiQ ¥ Reucers (May 26, 2020, asalméie af wwmwmmu
adarp @arch N AR IR

WO OR-{ (e r nNSegD ey ] il
A SYENTIR2 7L {les L vistad Oct, 14, 202~}

e France. Nely, Bedium ac! fu slop Use Wity otexychitauineser 1-@8V10 190n safery feavs Reider s
(May 27: 20D} -availebiie At G ¥imoa e N 100 BB S SUSTL 021 2 AN il
17 S eS| =t300 G4y MU Sre-@TL (AT (22511 YD 2 Yeemumy e ST (v | \ PGl o feTTE-
idUKLIN2D9112 {|Imst vigitad Qot, #d,2021}

= Bosoky & Davcy. supra

Y Cavey, g0t

e Rsbin. supre.

» Beseley & Davey, supa

& .

3¢ Heathers: sudrs.
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gf what napsened? the Lancet has “declhed f providg details regarding the fatriacteel
swdly) 2%

Fiurthsr rediucing the cardiac ¢tihcerens is irnporent information on the FDA'S ooan
website . Tha FDA tautions against use of hyd rexychloruquine . . . for GOVID-18 olitside
of¥e Fospitsd sefting or a clnical tial due te risk of heart rhylhm problems.*27! Btu: tie
agency-'s referenced suppoit for this cautionaly: statement conceming hontiossitafize:s
patients (s Its 'revlew of safety issues wilh the use of hytroxychloroquine b trezit
hospitaliza# patisnts \wvith COVID-19'Y"" It is Questionablo. hoaover, to thcprze about
risksto 1nonhospitalizad patiehts with mild COV|D-18 based ondala about heart isstigs i
hospimalized patisnts with severe COVID-18 leecause. as axphined above csrdiac
compliaations oflen accompany the late stages of C®VID-113 The FDA's conceme. thus
derive from a con'text—using hydroxychloroqufne lo ieat hospilalized patienls—ihaiwe
dare nélacitresamy in this opinion.

ft is important te Hale that aiho ugh the medical ldvarature lends to ¢onfimi that
hydrazychlorequine is a saf e medioetion when used In appropriate doses, any coniz@ms
about heart issues. evan if resting on limitesl evidente . are sefious. Ptevailifig princ:iples
of infoimed consent lkely raquire phys cians who preseri1 patienls with the option of 1using
hydroxychlorog:ilne for early treatment of COV|D-19 fo inform tham aboul lhe ca rdiat
concerhs thal the FDA has idenlified, Also, for paticnts whe have underlying Gardiac
issues, physicians should caretully ¢ensider whether hydroxych loroquims is tag righl
choice fet them. Finally. physitians should pay attertian ta which.drugs thcy contb.inc
with hydroxych loroMuine ahel eva|uate tise potenlial cardiac risks of Ihose. combinat;ians.
Failure to take such pmczautions cauld result in disciplitary actioh.

. LS. Public Health Agencias an HYdrexythioroquine

The public tiealth agencies ih thc Unitéel Stales have addressed 1hé topic. of
lydroxychilbroguine and COVID-19  The NIH "rerommantis cigainst' its Lise "for the
freatment of CQ V19 in hospitalzed patients - . . and in nonhospilalized Patients, 272
To )ustify s posilion egalist hydroxychloroquine fer 1enhospitalized patents the: NIH
rolios hmavily or: a RET vendusisd by M 2? Whie that study did nat show great
advantages in the hydrOxychIomqwne graup. thal group did have, as the NIHs awn

o Rabin, sbp.l’a

Y US. Foof, ard Orug Agministration, (@A cautlons 20ainé. use 8 hydroxychirgQuing ar
chbiraQuinc: fec COYIE19 nLtsida of ‘ha hoabitel eathng ar A Clininal tidl due to-risk of hear fivthes
problems, mERA Smay gamnmmlum QAN D & iy M D i A DA 21 IRV NI
Q- D s e e (s (8t visited Oct. <4, 2021) {cm21as.s odded

B 1d {evphas s adcedl).
= IVIH, Z@VIDA A and Hydroxychio’bquine, sukra

m
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wabsita raports, a slight reduction in the nsk of hospitalization (7,1% risk in the eantrol
arm versus 58% risk b Ihey tieatment arm) and in thetimo lo resolution of symptoms {12
dsys in the canlrol ann vorsus 10 days$ in the treabment am) *4 As for s@rious adiverse
evefits, more (12) were reporta d in the contrml groud than the hydrox.ychloroquine ¢irou
(8) and the tesean'heis c detaninet that the seriors adverse cvcris in |he
fiydaxychlorequine groupswere not relateq to thé drug.?”® Thus tkisstudy. paticularly
\wyhen censiderad in iight ©| llle laige-scale nbisorvational sludjes ellscussed elsave,
appears %o ba an insufficient basis to definitivaly recommend agéinst .sing
hys#iroxyehloraquinc as an cady COVID-19 frealment.

The FDA, for s Ja.t, has Guestiuned nélltly hyuroxychloroquine ssaraty, €Is we
discussed above, but also i efficacy. The agency s#os itidri grew out of ik apipraval and
subseqUent disapproval of an Emcrcncy WUse Authorizaijon [EUA) invaving
hydra xychleroquina, Thal EUA was:issued on March 28, 2021) and it aultiurized licensed
hea llhcare provitdess to use hydroxychkyoquine donatad to the Stralegic ‘Neiidgsal
Stockpile to treat patiamts hospiialzesl wih COVID497* Though this EUA was
necessary lo atlhcnze the usc of a specific source of hydraxychloroquing for a specific
purpose; il was not requiref t albw heahlicare prowviders fo  prasctibe
hydroxychlomqyline offiabel for COVID4 9. That otien was already avajable, a3 our
prior discussion ol ofl-label uae makes cleal’ Whor he FDA revoked the EUA & ew
months later, on June 14, 2020, that ib when it stalad jts curtent posiljopn on
hy#iroxychloraquino and CQVID-19.2¢7

In thal revocalion, tho FDA said thiat it 110 longer *believe[s] that ota| formujatjons
of [ysiroxychloroaitine] - .. may be sifective in trealimg COVID- €' or thst "thiat tha krnowin
ann potential beneflts of lhese praducts otiwei¢) their known and potential risks.¢7¥

7 Natinmwal insintes i Heat, Tablc 2w, ¢yjorauira or Hydraxychieroguine andial Azchieqyen:
Selected Giinlcal Dala, des s d v 2o i RInEsn) e U Y s oy IoAOES = ol (et Visietl Oet,
| 4. 2021} (dis cussing ®rin)l Miua, 4w rexyc moreGuina for Early Traatmunt of Aduls ith Mo Coronsyirus
Bisease 2078 A Rumonrzed: Comolled Trial, Clrical Jotcclicus Diseames (2020) aAvaiaye ac
195 |/ ncl I o0 T SUTO R @ SR Dy (0 IOV 0GR I= Tlas) vigie. D)2 11,
021))

Vi te, {disaasing Mitid, supral.

2% Latat rfem @enise M, Hityar, Chicf Scianzist J. S Foac and O-ua Aciministratioo, le [». Rick £3°[glit,
mirgster of B emedica' Advenasd Resesrch ang Bervelepment Authuity {BARDA;, Ofice of Assistant
Segrefary for Prepeared néss 8¢ Bessie 1sc AASPR), 8- Dapatmeniof Health ai'd Humar Serviecs (MRS
{Mav. 28, 2020 aveilatis of Easwyvw S coviimie | MEEApovoes (lsa! visite Cot. 14, 2021)

5 —elter rTom Denisea M. Hinlon Crie® Ssiertist U3 Fead ard Drug Adminwtrasion, jfo Giay L.
Uiebnolv Deputy Aasihat .Secnetery, Birealer ol Masdical Ccuntmassure Prggrams, Biomasica|
Advancec fessarch anls [3avelopmen: At rity {RAR DAY, Offic ¢ c¥ Ass aeir: Secnetery ‘@: Prapareiness
and Respons~ (ASPR), US nead:ment ¥l Haalt: 4ud Furmen Services HHS) WJun, 5. 2920). oviatio
Fridilu-tedad’ (18 auvieed S N @) tlas] vis sed Oct. 14, 2021).
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Bacausa bolh the EUA and fts revecatioh deal only with nydroxycnjoioquina's us® in
hosplialized patients, they dd not addigss the tr@aAtment tépi¢ that we are consicering in
this op inion—hydroxychtoroquine’s uss as ar early COVID-14 Ireatment,

The FOA'$EUA revecationinciluded fnurfwstific:ations. noneofwhich éstabisties —
Istalong by: clear and convincing evidence—trat hydroxychloroquine is jaaffectiys i3s an
caily tr¢atment of COVID-19. Firat, the FDA sald that the “suggesicd dosing
regimens . . are unlikely to prosiuce an anliviral eflecs? hetzause they wil not cresata
sufficient "drug concsntratinii’ in the hody2™@ Byt as the FDA's levocstion itsalf
acknowledged. hydroxychlaioquinc's ‘imtnunomodulatory effects.” as opposed 1o e
antitiral efects. are no: “predicated #n achisying [iﬂettain hyenexych lerequin:]
ooncentraion]” levels ?®  Moreover, th e FDA basod its views ¢n the assurnstiors that
“free drug cemmcentraton iit the plastna are “likely 1o be equal 1o ficc cxtraccliula ti ssue
concentration'”*" But other researohers' simulations showed that hydraxychloroquiine's
"congentrstron in lung ‘tissus was much higher than n plasma,?®? leading them 1o
conclude that modeiate doses are ‘fecommanead to tréat SARSCoV-2 inlectitin ™
Thus, the FDA'a pessimism about hydroxythioroquine's poletitial antivital czrpaoity. is
#pen to reasonable clebalk in the scienhific commiUnity.

Second ihe FDA wrote that "[e]arlier repaits of decraased viral shiaddrng® veth
hydroxych lorpQuina “treatment have miat beeri consistently replicated.”™ Hotice that the
FDA di¢ not say tnat the slludies have #/spreven 3 redudlion it virsl shedding: cather, the
agenay recognized that tha avidance was still svnhAng and titat some studies did #a tfact
ebserve a pasifve ‘impact on virol shodding ¥ This rificism, on its face, is thus
insufficient M dismiss hydroxychtoroquine's us® as @n egdrly COVID-12 interveslion.
Additionally, doubts about hydPoxychlotoquine's effect an virat shedding question only
oneol the driigs triany-possible mechanisms of action agalnst COV|D-19, Morg saligril

e U 3. Food pnd Dnug Administeation Memolancum Eapbiieiirhs Bus k ror Revotslior uf Erengency
U se Autheric 440 r Cmorgency Use of Chionagiine PhosPhale and Hyeroxychleroquine Su lfete, at 1. 4,
avmiphie ar LI009 | fwe o i o0ebonnnt? 5500500 miloosd - (last visilad Dct. 1%, 30211 fhereinaiter, FaA
EUA Revoeation Memo”),

2t fof, b g

= I

23 Xueing Yao et = & Wirc sAndvital AciNity aon Prewchen of Dotinfzed Desing &csin !
Hydrmxyichiorequine farthe Tre atment cf Sevei ¢ Acwe Resplrairy Syndvowma Coronavirus 2 (SARS =CA-

2) Unica 1Mlledios Diseases, al 13 (020) awiabe o Aninalee, 2 0)rs Bheey
i sl rEENICTT 108 0y T sl | . visited Oct. 14,2021 ),
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imformation is whetter #ha drug is actualy decreasing hospdalization and meitality rates
whem used as an outpatient troatmant. As we discussed above, many large observational
studies strengly suggest that hydrmeychloroquina does in fact keep people diagnosed with
COVID- 1§ out of the hospilal and alive. That evidence is far more relevant of the drug's
potantial efficacy as an early COVID-19 treatment than debates about viral shediding,

Third, the FDA found it compaliing that “NIH guidelines now recommend against”
using hydroxychloroquine *outside of a clinical trial.*33¢ Bul as previously explained, the
NIH's recommendation concerning COVID-18 outpatients does not rest on undisputed
support. Thus, the NIH's guidelines should not be considered a basis upon which to ban
healthca‘e providers from using hydroxych'oroquine for COVID-19.

Faurth, tha FDA stressed that {{flzcent data from a large randomized contrelled
triaf"=the RECOVERY tnal mentioned above—'showed no evidence of benefit , , . of
[hydroxychloroquine] treatment in hcspitalized patients with COVID-19."%? vet as we
hawe already discussed, a study about hospifalized patlenls does not address
hydroxychloroquine’s efficacy as am outpatient COVID-19 {reatment. Indeed. the
RECOVERY team itself reported that while its “findings indicate that hydiaxychleroguine
is not an effective treaiment fo- haspillaiiced patients with Covid-19,” i; doses *nol address
[the drugs] use as prophylaxis or in patiems with less severe SARS-CoV-2 infection

d in the community.*2% In sum, none of lhe FDA's four reasons, in isolation or
faken together, clearly establish that hydroxychloroguine is inelfeclive as an early troatt
rment against COVID-19.

Despite raising doults about hydroxychioroquine's use against COVID-19, the
FD& has consistently affrmed that healthcare providers retain the right ko use
hydrowgchioroquine as a part of early COVID-18 treatment. At Isast four statements
demonstrate this.

First, the FDA's current website says (and has said since July 2820} that “[i}f a
healhicare professional is considering 1se of hydrexychloroguine or echloroquine 1o treat
or prevent COVID-18, FDA recommends chegking wwa.clinicaitrials gov for a suitable
cfinical trial and censider enrolling the patient. This plainly assumes that healthcare
providers have the nght lo use hydxyeltioroquine lo traat COVID-19.

Second. on May 29, 2029, then¥FDA Commissioner Stephen Hahn acknowledged
that “[mlany physicians have . . . prescribed [hydroXychleroguing] for patente with
COVID-19 based on an indiv dual assessmentt of the pobential benafits versus the risks

gl . at 1
A r‘-f
o RECOVERY Culwimmative Group, Fffeot of Hyroxychionequme in Hesplaized Patisnts with

Covio-#9 383 The New England Journal of Madicina 2828, 2038 (Nov 2028), svaiodle at
Hitles Hitvmay neim omy/dod pdil 1D 1056/NE IV os 2022886 2anicleTools=1rue (lasl visited Out. - ¢, 2021}.
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fiuramimdividual patiant @ He geided thatt {jplrescribing a praduct for usessmelt speg:fieallly

inc ugisell m tihe officil Eths|ng is commaem im the practice: of medizing” and tiall the: FDA,
does mot “prohibif] physicams from prescribing medicatoms® because the agemy does
"t egulate the practice of redlicine: 'Z® Treste stattaments are stil| postad! om the: FDA's
watisiile, acd we are not aware of any subsequerm: FI: statpments; revoikimg then.

Thid, im June 2020, affer the FIXA reucked the hydmoxgychloroquine EUA,
Healthamd Human Services Secettary Alex Azar said: *At  Whis  point,
Hydioxpeth oregquine amd chioroquine are just Ike any other approved drugiin the Untizd
Siatess. They may be used im hospital, thoy may be used in eut-palient. they may be: used
&t home—all subiect lo a dorlor's presaniiptiom”®  Leawving no doubt aboul Lhés point,
Secretary A7ar added that "[fl[f a docor wishes tw prescribe (hydroxychloroguime], working
wim a patient, they may prescrbe i for any purpose that they wish."4? We afe not awale:
off amy subsequent statement @weiking this guidance.

Fourth, in lake July 20020, then-FDA Comvmissioner Hahn reiteraited that "whether
pssple should talke hydroxycth iroquins 3s 3 treatment” for COVID-1$ is a decision that
“shoutd! he made betiween a diockur andl a patient. ™ He specifically stated: “A docter
amd! 3 patient nead to assess lhe dutw that's outt there, FDA doas not refulate the practies
ef medicine, and that in the privacy of the domimr-patient relationship is where that decisio
shouldl be made."”¥

. Foreign Pullfic Mealth Ayeroies, Frofeswionsl Assmoialions,
and Physicians om Hydroxychioroduine

Tie WHO ‘meesrmmemdls] against administering hydroxychloroquine . . . far
treadment of COVID-19* fur "patienis with any disease severity and any duralion of
symtams. % It reached thls recommendatiom after concluding that hydroxychloroquine

M5 FBA, Bringing Perspeclve, supra

0 .

&l Teump White House Archivea, Remarks by President Trump in Reurdtabic Discussior on Fichting

fgr AMGFiEa & S&znneu (Jua 15, 2020, amiablc of blipsiirumpwhilahouss &8
esden]-rump-round AMEICTD- 96Nk S/ uagwme Bcx 14

zom

02 id.

L Tal Axclrad HJA csho( Hydroxychfm:ma use a decisien ncm'con docto; and pafnnt Tﬂe Hil
tdul. 30, 2024) hilg QEwi R g
mmmmm;umvmdw 14, 2021)

2m .

L YWHQ COVID-18 G idelines, supra, at 2€.
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“probably dofos] not reduce mortality' and thal i ‘eflect on . . . admission o
ho3ptal - remairs Lnceitaiil™®® T the extent that this recommandation purports to
address hydrexychloroguine's ellectiveness as' an early treatment for COV|D-18, &
grguably rests on weak evidence  Althougli itis difficult to determine how many tifthe
stadied indi vidualsweere ouitpatien:s, it appearsthal most were hospitalized. Forinstance,
the WHO says that it voasulled 29 studies in cencluding that “[h]ydroxychlonauine
probablyy does not reduce martalily.” bul the only study spacifically cited I the
RECOVERY tna|2'7 which, as we alrezdy indieated, included only patients hospiiz(lized
with CQVID19:% |n addition, thc WHQ's statistics oir hospitalizalion rates. whigh
cosistod of one RCT that Included 405 oll thatients. suggesls hycroxy'chloroquing's
=fficacy-“* That Irial revealed a hospialization rate of 47 per 1,000 peaple In the cantrol
group bt only 119 of 1,000 people in the hydroxychloroquing arm 2% |t thius seems &a if
lhe WHO may have overreached in definltively declaring that nysiroxychforequine hulus
no prortise as an early COVID-19 trealvieriL

The WHO ako ‘recomnnend[s] against admiristern9 hydroxyci|omsiciuing
prophylaxis t individuals who do nct have CQVIB-19' because it believes that
prophylaxis "hydnexychloroguine has & small or no effecr en death and howpital
admission® and that it ‘probabiy has a€mall or ne oftect on Ideratary=confrimed COV|D-
19,54 misagrccing with bhis, the team of resgarehers £onducting the COPCQV trial on
prophylaxis hydroxychlorosuine has alwneuriced that the WHO's conclusions are
"scie ntifically unseund "% |n their statementontnis toplc. ttie. COPC®V taam o¥plainad
hat ti® available RCTs 'suggcst substantial uncertsinty as o the benefit of
tydrexychloresuine in treventing COVID-19,7 byt the *overall Irend (i8] tessands
benefit™2"

e -
2T (g at DK
o RECHVE Y Gollaborative Croup, sixra, at 2060

A 'M4Q -COVY|D 18 Buiclines, swpra, & 28

wa el
it Wiatlel Heslin Cirgeinization, VWHD Living gquialing: Dnigs lo provand $OVI01E, at 12 (Mar) 2,
0 availakie af T, et bl sthits rea rthanala N DEESARIRT AW HO-201 0 Del

no keS| | et Sannerei) Mty tlast visilad Ot 14, 2021,

A The: COPCIN I1+lals aosibols statement ac 'A lving WH® @ ide| nsen drussto pravent GOWVIB-
19, IVORW Trépica Hesith Network (Mar 5 2021 ), W Awrvie Suireezves ann | ovan/ton O zeiyl [y iy
s IR0 et a B/ Brdhv iy Smaneys 2= ficsaine: TSP {1931 viskeo @i, 14,2021,
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As Jor |he prufessional assoriations’ and physiclan groups views en
hydrusyehlovequing, it appears that they generally adopt the same position they leok on
ivermestin. Those like the AAPS Ihat support ivenmectin as an option for saty COVID-
19 freatment generally support hydroxychleraguine too, while thuse like the AMA, APhA,
amel ASHP that oppese one typically resist IFe other. Acditienally, many physician groups
use early COVID-19 treatment protocols that include hydroxychlorequime For example,
am article ce-authored by over 50 doctos in Reviews in Candiovascular Medicine oullines
am early treatment protocol that Ircludes hydroxychloroguine as a key component, 3

Considering the evidence discussed abeve, we do not find that clear and canwin-
¢ing evidence wculd warrant dlisciplining physickans wha prescribe hydroxycnloroquine
for lhe prevention or early troatmant of COMI-A9 after first obtaining informed patient
consent.

CONCLUSION

Basod on the available dala. we de net find clear and convinging evidence that a
physician who first oftaing informed consent anc then utilizes ivermectin or hydroxy
chioroquine for COVID-19 violates the UCA. This conclusion is subject ta the limits notad
thrpughaut this epinten. Foremost among them are tha: if physicians who orescribo
ivemectin or hydroxychloroquine neglect ko obtain informed consent, deceive their
patients, prescribe excessively high doses. fail te check for contraindications, er engage
in other miscondiict, they might be subject to discipline, no less than they would be in any
other contexdt

As we have stressed throughout, this opinion is based only on the data ane
imformalivn available at this ime. If the relevamt medlical evidence materially changes,
that could impact our conciusions. Also. lhough an opinion from our effice about possible
UCA viclations weuld ordina-ily focus on hezithcare practices within Nebraska. the
comiext of a global pandemic necessitales loakirg for avidenca f3r beyend our State’s
borders, as we have cone here, Thus, the analytical roadmap in this opinion likely has
limited applicalion outside the cimmumstance of a global pandemic.

We emphasize in closing that our olices is not recommending any specific tosstt
menis fer COVID-19. That is not our mle. There are multiple treatment options outside
the scope of this opinion—including treatments that have been officially apareved by the
FDA—that physicians and their patients sheuld Carefully sensidar. This vpinivn takes no
poesitiom on them. Rather. we address only the off-label earty treatment eptions discussed
in this opinion and conclude thal the availablc cvidonce suggests that they might work for
seime psople. Allowing physicians bs comsider these garly treatments will free lhem lo
evaluate additional tools that could save lives, keep patients out of the hospital. anel
provide relisf for our already strained healthcame system.

e McCulough Matifuceted. ugea at 522-23.
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ANNEXURE 2

OPEN LETTER

21 August 2021

National Covid Clinical Evidence Taskforce
Level 4, 553 St Kilda Rd.

Melbourne, Vic. 3004

email: (@monash.edu

email @covid19evidence.net.au

Re: Call for an Urgent Review of the NCCET Recommendation regarding the use of
ivermectin in the management of Covid-19 within 14 days

I refer to the current recommendation by the National Covid Clinical Evidence Taskforce
(NCCET) regarding the use of the drug ivermectin for the management of Covid-19.

The NCCET serves an important role in reviewing and recommending treatment for Covid-19
to peak health professional bodies across Australia.  The current recommendation
(Communique Ed. 48 - 5.8.21) regarding the use of the drug ivermectin is as follows:

“The available research evidence does not yet provide reasonable certainty to recommend for
or against the use of ivermectin and therefore the Taskforce recommends ivermectin not be
used outside of randomised trials. The certainty of the current evidence base varies from low
to very low depending which on outcome is being measured, as a result of serious risk of bias
and serious imprecision in the 18 included studies.

In addition to uncertainty around benefits for patients with COVID-19, there are common side
effects and harms associated with ivermectin, including diarrhoea, nausea and dizziness.
Given this uncertainty of benefit, and concerns of harms; we recommend that ivermectin only
be provided in research trials, where there is the potential to generate further evidence on the
effectiveness, or otherwise, of ivermectin.” ....

“This is a high priority recommendation and will be updated as soon as new evidence becomes
available.”

Ivermectin has been the subject of more than 60 clinical trials, including more than 30
randomised controlled trials and used successfully in national Covid-19 mass treatment
campaigns in India, Mexico and several other countries to reduce the number of cases and
prevent serious complications of the disease leading to hospitalisation and death.

Despite this, and in the absence of NCCET members’ personal experience in treating COVID-
19 patients with ivermectin, the NCCET has selected in an arbitrary and imprecise manner a
small number of published clinical trials (18) upon which to base its current negative
recommendation for ivermectin use. NCCET has failed to apply sophisticated, defined, and
detailed meta-analysis techniques as employed in widely discussed published reviews on
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ivermectin (see references attached). When lives are at risk, the highest standards of evaluation
are required.

The emphasis on minor and generally uneventful “harms associated with ivermectin, including
diarrhoea, nausea and dizziness” contained in the above NCCET statement demonstrates a total
lack of therapeutic perspective in relation to the much more serious side effects of other drugs
used to treat COVID-19. Including many over the counter non-prescription drugs and the dire
consequences of a lack of effective therapeutic management of COVID-19 individuals.

The NCCET has sought to respond to critics of its recommendation on ivermectin in the
Communique of 5 Aug. 2021 by justifying its limited consideration of the ivermectin literature
by posing, and then, answering its own question in the following way:

NCCET: “But hasn’t ivermectin been shown to be effective as an early COVID-19
treatment in randomised controlled trials overseas?”:

NCCET: “Despite some early suggestions that ivermectin may provide both
prophylactic and therapeutic benefit, the available research evidence does not
yet provide reasonable certainty to recommend for or against the use of
ivermectin. More robust, well-designed randomised controlled trials are needed
to demonstrate whether or not ivermectin is effective.”

“Some widely discussed meta-analyses of ivermectin studies (e.g. The British
Ivermectin Research Development (BIRD) Group meta analysis) have significant
weaknesses, for example they include a large trial which has been discredited
and retracted (Elgazzar et al.). Even in these reviews, when patient populations
are separated by severity and comparisons to active treatments removed, no
meaningful effect is found.”

Given the national importance of the NCCET advice on ivermectin, I invited internationally
recognised and experienced literature review specialist (Tess Lawrie MBBCh PhD) and
Edmund Fordham (PhD FlInstP) of Evidence Based Medicine Consultancy Ltd (UK) and
EbMCsquared, a Community Interest Company located in Bath, England, to comment on the
above NCCET interpretations of the literature. Their expert analysis is attached and entitled,
“Commentary upon NCCET Statement” dated 7 August 2021.

The analysis reveals and details (with references) serious flaws in the selective NCCET
interpretation of the ‘cherry picked’ literature. It ignores the broad sweep of clinical evidence
from other randomised controlled clinical trials, observational trials and national treatment
programs and demands (in the NCCET’s own words) as a matter of high priority to review this
recommendation in the national interest.

In addition, related to the current NCCET recommendation is the statement by the TGA (18
Aug 2021):

“There is currently insufficient evidence to support the safe and effective use of ivermectin,
doxycycline and zinc (either separately, or in combination) for the prevention or treatment of
COVID-19. More robust, well-designed clinical trials are needed before they could be
considered an appropriate treatment option.” requires immediate review in light of the
information herein provided.” In reality, there is insufficient evidence not to support the use of
ivermectin while new and expensive drugs are being expedited through the regulatory process
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and given provisional approval with far less clinical trial, efficacy and safety data supporting
their use.

Australia is in the grip of a pandemic of enormous consequences. Every possible useful
therapeutic approach is needed in this crisis. Ivermectin, especially in combination with zinc
and doxycycline has shown to be effective in relation to COVID-19 management. Other new
antiviral medications have been recently approved by the TGA with relatively minimal safety
and efficacy data by comparison to ivermectin.

Ivermectin has been in use for more than three decades. Four billion doses have been
administered, it is on the World Health Organisation List of Essential Drugs and is one of the
world’s most useful and well tolerated drugs available. Its breakthrough discovery is attributed
to Prof. Satoshi Omura and Irish biologist William Campbell, who were awarded the Nobel
Prize in Medicine in 2015, reflecting the magnitude of their achievement and the importance of
ivermectin to medicine.

The current approach to symptomatic COVID-19 individuals is largely to do nothing and
simply observe until they either get better or get worse, perhaps much worse, and need to go to
hospital. The do-nothing approach places enormous strain on our health care system. Evidence
for this ‘do nothing, watch and observe’ approach is lacking. Ivermectin offers a potentially
effective, low cost, safe and rational approach to the management of such individuals with little
or no disadvantage. The NCCET recommendation on ivermectin is considered to be
misinformation by many experts and is viewed as contributing to needless hospitalisation — but
for this recommendation, many Covid-19 infected individuals could be receiving early effective
treatment.

Hon. Greg Hunt MP, Minister for Health and Aged Care, has written regarding
ivermectin in a reply to Sen. Malcolm Roberts (27 July 2021).” It remains open for
doctors to prescribe existing medicines ‘off-label’ based on their own clinical
judgement”. Indeed, this has always been the case previously.

Given the evidence available, doctors should be able to prescribe ivermectin as
monotherapy or in combination without stigma or hindrance by a restrictive
recommendation from the NCCET or the TGA. Both the NCCET and the TGA should
re-examine the accumulating international experience with ivermectin from all sources
supporting its safe and effective use and should actively support and encourage
ongoing efforts by many to clarify the important role of ivermectin in the management
of COVID-19.

I request the NCCET review and issue revised recommendations for the use of ivermectin
within 14 days in light of the submitted information as a matter of urgent priority and

national interest.

Please confirm receipt of this Open Letter by return email.

Regards,
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COMMENTARY UPON NCCET STATEMENT DATED 7 AUGUST 2021

SUBMITTED AND REFERRED TO IN SUPPORT OF DR. ALTMAN’S NCCET OPEN
LETTER OF 21 AUG. 2021 BY DR. TESS LAWRIE AND DR. EDMUND FORDHAM

We have considered the extracts quoted below from the current National Covid
Clinical Evidence Taskforce (NCCET) statement regarding the use of ivermectin in
Covid-19. Our responses and commentary to these statements follow.

The current recommendation regarding ivermectin is as follows:

“Despite some early suggestions that ivermectin may provide both prophylactic and
therapeutic benefit, the available research evidence does not yet provide reasonable
certainty to recommend for or against the use of ivermectin.”

And a specific critique asserts:

“Some widely discussed meta-analyses of ivermectin studies (e.g. The British
Ivermectin Research Development (BIRD) Group meta analysis) have significant
weaknesses, for example they include a large trial which has been discredited and
retracted (Elgazzar et al.). Even in these reviews, when patient populations are
separated by severity and comparisons to active treatments removed, no
meaningful effect is found.”

A. Overall assertion.

The available research evidence from (i) randomised controlled

trials, (i1)observational trials, (iii) clinical success of multiple unrelated clinicians in
many parts of the world, (iv) the phenomenology of whole country effects with both
temporal correlation to introduction of ivermectin, and the contrasting experimental
control of states or other administrative divisions with differing public health
policies, all point overwhelmingly to the efficacy of ivermectin in both the prevention
and management of Covid-19 [1].

The phrase “reasonable certainty” is undefined and vague, and no declaration as to
what level of certainty would be regarded as “reasonable” is given. It is not a “level of
certainty” recognised in formal meta-analysis.

The formal review of Bryant et al. [2] found “moderate certainty” evidence which

is normally considered more than sufficient for regulatory approval of existing drugs
in a new indication. For example, corticosteroids have become a standard of care for
inflammatory stage Covid-19 on the basis of a single RCT of dexamethasone [3], on
what is generally considered as “moderate certainty” evidence. The review of Bryant
et al. [2] found “moderate certainty” evidence over 24 RCTs, not just one.
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The prophylaxis trials were assessed as “low certainty” but report quantitative results
in prophylaxis fully consistent with much larger observational trials, some very large

[4].

“Low” certainty evidence in the past has been sufficient for the inclusion of
ivermectin on the WHO Essential Medicines (Children) (EMLc) List in the indication
of scabies [5] where measures of effect were in fact inferior to the previously
recommended drugs.

On the basis of prior decisions in Covid-19, and for ivermectin in an anti-parasitic
indication, the continued hesitancy of regulatory authorities worldwide with respect
to ivermectin in Covid-19 is completely anomalous.

“Reasonable” is not recognised in formal meta-analysis, according to PRISMA
guidelines [6], which recognise very low, low, moderate, and high certainty, typically
from appraisals of Risk of Bias in contributing studies. There is always a measure of
subjectivity in such appraisals but allocation of grades and conclusions of “levels of
certainty” follow strict rules.

“High” certainty evidence is rare, confined to strong effects in very large clinical trials
or meta-analyses pooling several such large studies.

“Moderate” certainty evidence is generally considered extremely powerful, and more
than sufficient for regulatory approval of existing medicines in new indications.

“Low” certainty evidence has led to prior regulatory approvals to meet clear clinical
needs. We address subsequent critiques of [2] below, under (B).

Much of the evidence was summarised as early as November 2020 by Kory et al. and
now published in their narrative review in the American Journal of Therapeutics [1]
(May- June issue).

The formal systematic review and meta-analysis by Bryant et al. [2] (July-August
issue of same journal) was an exercise in support of the narrative review of Kory et al.
[1], but restricted by deliberate choice to Randomised Controlled Trials (RCTs) only,
as conventionally considered the highest quality of medical evidence.

For example, the review protocol excluded by policy notable studies such as the ICON
study [7] demonstrating strong advantage in overall mortality in a large propensity-
matched retrospective study, with obvious confounders addressed, simply because
the patient allocation was not randomised. The most pronounced benefits were seen
in severe disease.

Similarly in prophylaxis the very large trial of Behera et al. [4] with well over 3000
participants was excluded for the same reasons, though delivering quantitative
measures of Risk Reduction (for infection) very close to the meta-analysis of the
RCTs.

Including high-quality observational trials was found to lead to results just as reliable
as RCTs in the synthesis of Anglemyer [15]. Adding the many known observational
trials to the meta-analysis of Bryant et al. [2] is likely only to strengthen the findings
further.
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In any serious scientific appraisal, the evidence presented by these non-randomised
trials cannot be dismissed as of no account, just because they lacked certain formal
constraints, being part of the experience of hard-working clinicians in stressed
circumstances.

(Authorship note: To pre-empt widespread misunderstandings, what is called “the
BiRD group” or more accurately the British

Ivermectin Recommendation Development panel (not “Research”) was an ad

hoc panel of clinicians, researchers and other stakeholders, with international
representation, convened for an “Evidence to Decision” framework event on 20
February 2021 to hear the evidence summarised in an earlier version of reference [2].

The BiRD panel published its recommendation quite separately from Bryant et

al. [2]. The authors of Bryant et al. [2] comprise: two members of the steering group
(who did not vote), four ordinary members of the BiRD panel (consumer
representative, health economist and two active clinicians), and one professional
systematic reviewer who did not take part in the BiRD panel but contributed
extensively to the research.

Hence the authors of Bryant et al. [2] are not congruent with the membership of the
BiRD panel, a much larger group, and include one major contributor who remains
uninvolved with BiRD.)

B. Subsequent critiques of [2]:

Some widely discussed meta-analyses of ivermectin studies (e.g. The British
Ivermectin Research Development (BIRD) Group meta analysis) have significant
weaknesses, for example they include a large trial which has been discredited and
retracted (Elgazzar et al.). Even in these reviews, when patient populations are
separated by severity and comparisons to active treatments removed, no meaningful
effect is found.

These claims are categorically false, though regularly asserted by those with an
agenda driven independently of the actual evidence.

1/ The claim of “significant weakness” in [2] is confined entirely to the inclusion of
the disputed trial of Elgazzar [8]. The review of [2] was exhaustive of all RCTs found
at the review closure and the first anywhere to follow strict PRISMA guidelines [6]. At
the time of publication of [2], there was no reason to doubt the veracity of Elgazzar
[8]; indeed it would have been a protocol violation to exclude it.

It is untrue to state that the study has been “retracted”. Prof. Elgazzar has retracted
nothing, asserts defamation and has intimated legal action. The

server ResearchGate has withdrawn the preprint in response to a complaint, without
giving Prof Elgazzar the right of reply. Whether or not the study is “discredited”
remains to be determined.

Notwithstanding these uncertainties, a “Letter to the Editor” of Am. J. Therap. [9]

concerning the Elgazzar dispute has been accepted for publication and should appear
shortly. We show explicitly the consequences of deleting the disputed trial in the
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leading mortality outcome, and in prophyalxis (Elgazzar [8] contributed arms to both
outcomes). Whilst the quantitative result inevitably changes, the mortality outcome
remains clear, demonstrating a 49% reduction in favour of ivermectin (aRR=0.51,
95% CI1 0.27 — 0.95).

Similarly, the prophylaxis outcome remains in quantitative effect virtually
unchanged, and in fact slightly improved in that the point estimate for reduction in
Covid-19 infection increases from 86% to 87% (aRR=0.13, 95% CI 0.08 — 0.21), with
similarly tight 95% Confidence Intervals again fully consistent with the larger
observational trials of ivermectin prophylaxis.

NCCET: “When patient populations are separated by severity and comparisons to
active treatments removed, no meaningful effect is found.”

This assertion lacks any logic. Removing comparison to active treatments would be a
pointless exercise. The pragmatic and pre-specified inclusion of “active” treatment
comparators is a strength, not a weakness, of Bryant et al. [2] and would lead to
under-estimation of the effect of ivermectin, not over-estimation. In other words,
Bryant et al. [2] is conservative by design, against the effect of ivermectin. The fact
that consistent positive effects are observed makes the results more convincing, not
less.

Separation by severity has been dealt with explicitly by Neil and Fenton [10] who
apply a Bayesian meta-analysis to the full set of trials in Bryant et al. [2], with an
explicit separation of disease severity between “severe” and “mild-moderate”. The
study of Niaee [11] was excluded because disease severity was not distinguished. A
“leave one out” sensitivity analysis is performed systematically on the entire data set,
including the disputed trial of Elgazzar [8]. Again the conclusions remain robust to
the removal of particular studies. For some studies with known heterogeneity the
results are actually improved.

Neil & Fenton [10] find for severe disease a 90.7% posterior probability that the risk
ratio favours ivermectin, and for mild/moderate Covid-19 there is an 84.1%
probability the risk ratio favours ivermectin. They conclude that the results support
the conclusions of Bryant et al. [2] over other claims such as that of Roman et [12].
The removal of Elgazzar [8] (Niaee [11] already excluded) provides the worst
reduction in evidence but still result in a Bayesian posterior probability of effective
risk reduction of 77%.

Other meta-analyses have been accepted for publication [12], in spite of
demonstrated reporting errors available at pre-print stage, with very similar titles to
[2] but asserting the opposite conclusions. Roman et al. [12] make a limited selection
(1173 patients over 10 trials compared to 3406 patients over 24 trials in [2] ) of the
trials reviewed in [2]. The assertions in [12] commit the elementary fallacy of
supposing that lack of statistically significant evidence (in their highly selective
survey) is the same thing as a positive demonstration of no benefit. These claims of
Roman et al. [12] were dismissed by Neil & Fenton [13], an earlier version of [10].

Similar assertions have been made by propagandists in news media [14] but are
simply untrue, as demonstrated explicitly in [9].

The context where essentially all studies are referenced to placebo (or non-
pharmaceutical precautions) is prophylaxis. As previously mentioned, the
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prophylaxis effect reported in [2] is actually slightly improved by the removal of
Elgazzar [8], and consistent with large non-randomised trials of ivermectin
prophylaxis. There is no question of categorising by severity in the prophylaxis
context and virtually all studies are referenced against no active comparators. The
reduction in infection risk by 87% cannot be said to constitute “no meaningful effect”.
It is a very strong effect, achieved with ivermectin alone (or in one trial, combined
with topical iota-carageenan nasal sprays).

Moreover, there has been no credible challenge to the prophylaxis results. It is not
credible that ivermectin should achieve a prophylactic effect (by whatever
mechanism) and fail to achieve a therapeutic effect, at least in the initial (viremic)
phase of the illness.

The authors are principals of Evidence Based Medicine Consultancy Ltd.,
in Bath, England
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OPEN LETTER

14 October 2021

National Covid Clinical Evidence Taskforce (NCCET)
Level 4, 553 St Kilda Rd.

Melbourne, Vic. 3004

email: eloise.hudson@monash.edu

email: guidelines@covid19evidence.net.au

Re: SECOND CALL for an Urgent Review of the NCCET Recommendation
regarding the use of ivermectin in the management of COVID-19

| refer to my previous Open Letter calling for an urgent review of the NCCET

recommendations regarding the use of ivermectin in the management of COVID-19

(dated 21 August) which remains unanswered (see copy attached)

Recent Developments

Since the writing of Open Letter there have been several important developments with
regard to the COVID-19 pandemic, including:

1. The issuance of TGA “New restrictions on prescribing ivermectin for COVID-19
(10 Sept. 2021)

https://www.tga.gov.au/media-release/new-restrictions-prescribing-ivermectin-covid-19

2. Notice of an amendment to the current Poisons Standard under paragraph
52D(2)(a) of the Therapeutic Goods Act 1989 (10 Sept. 2021)

3. Reports of the near eradication of COVID-19 in the Indian State of Uttar Pradesh
(230 million people) using ivermectin combination therapy despite a vaccination
rate below 6%.

4. Multiple reports of diminishing mRNA “vaccine” protection against the Delta
COVID-19 virus strain following calls for “vaccine” boosters
5. An orchestrated and irresponsible mainstream “media science” campaign

aiming to discredit the use of ivermectin on safety grounds.

Additional Public Information on the Safety of lvermectin

The current NCCET recommendation continues to question the safety of ivermectin
despite its worldwide use (4 billion doses) for more than 3 decades and the inclusion
of ivermectin on the World Health Organisation Model List of Essential Medicines.

In fact, ivermectin is known to have a wide margin of safety compared to most drugs
including many non-prescription medications.

Prior to the pandemic, the Australian Therapeutics Goods Administration (TGA)

previously had no significant concerns regarding the safety of ivermectin. According
to the TGA Australian Public Assessment Report for Ivermectin — 2013 (see attached).
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e Page 11: “Escalation to a single dose of 120 mg (up to 2 mg/kg), 10 times the approved
dose and 5 times the anticipated head lice dose, also produced no mydriatic effect. This
supports the safety of ivermectin at the proposed dose and provides a significant margin
of safety.”

e Page 18: the drug “showed good tolerability and no safety concerns at doses ranging
from 30 to 120 mg, that is, up to 10 times the proposed dose of 200 pg/kg for treatment
of scabies”.

e Page 39: The TGA clinical evaluator found that there were no significant safety
concerns reported with the use of ivermectin in any of the published studies.

There were 3 stated reasons for the TGA action in preventing ivermectin from being
used in the treatment of COVID-19:

Reason 1. ivermectin use might dissuade people from being vaccinated

Reason 2.  ivermectin was associated with serious adverse events including “severe
nausea, vomiting, dizziness, neurological effects such as dizziness,
seizures and coma”.

Reason 3. ivermectin prescribing for COVID-19 might lead to shortages of this
medication for other approved indications.

Reasons 1 and 3 do not justify the prohibition of ivermectin prescribing for the treatment
of COVID-19.

With regard to Reason 2 — this contradicts the TGA’s prior assessment of the safety of
ivermectin (above).

lvermectin National Treatment Programmes

Clinical trials are fundamentally designed to randomly select a relatively small group of
individuals for specified treatments and observe safety and efficacy. The results, if
statistically powered correctly, can then be extrapolated to the population at large.
However, in the case of ivermectin, not only are there more than 60 published clinical
trials available, but several countries have embraced the use of ivermectin for the
treatment of COVID-19 with success and treatment data is available on huge
populations which provide important efficacy data.

In addition to the successful national treatment programmes in countries such as
Mexico, Argentina and Peru, the NCCET should now be aware of the success in
treating COVID-19 individuals with ivermectin in the Indian State of Uttar Pradesh.

https://www.thegatewaypundit.com/2021/09/huge-uttar-pradesh-india-announces-state-covid-19-free-
proving-effectiveness-deworming-drug-
ivermectin/?utm_source=Twitter&utm medium=PostTopSharingButtons&utm campaign=websiteshari

ngbuttons

https://www.thedesertreview.com/opinion/columnists/indias-ivermectin-blackout---part-v-the-secret-
revealed/article 9a37d9a8-1fb2-11ec-a94b-47343582647b.html

https://osf.io/preprints/socarxiv/r93g4/

https://papers.ssrn.com/sol3/papers.cfm?abstract id=3765018
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Ivermectin based combination therapy was administered as early and preventative
treatment in all family contacts as part of the “Uttar Pradesh Covid Control Model”.
Using this therapeutic approach, COVID-19 was virtually eliminated in a population of
230 million people with a vaccination rate of less than 6% (compares to the US fully
vaccinated rate at the same time of 54%). This result is in direct contrast to the
comparable State of Kerala, a small state located in Southern India that is over-
dependent on vaccines and restricted ivermectin use to more severe cases and late
treatment if used at all.

Large scale observational studies such as this can provide valid and reliable real-world
data and, in most cases, there is little evidence that the results of observational studies
and RCTs systematically disagree (Reference 6).

https://www.researchgate.net/publication/261998443 Healthcare outcomes assessed with observati
onal_study designs compared with those assessed in _randomized ftrials

The regulatory agencies appear willing to provisionally release new drugs to treat
COVID-19 on the basis of very limited safety and efficacy data (sometimes involving a
relatively limited clinical trial data and/or no long-term safety data (eg. mRNA vaccines,
molnupiravir and remdesivir). However, the NCCET appears to largely ignore the
compelling body of evidence supporting the safe and effective use of ivermectin in
more than 30 randomised clinical trials (RCTs) involving more than 20,000 patients
and successful national ivermectin treatment programmes.

Literature Review and Meta-analyses

The NCCET continues to rely (and defends) an arbitrary selection of 18 published
clinical trials upon which to base its current negative recommendation for ivermectin
use. In contrast to the sophisticated meta-analysis methods employed in the published
reviews on ivermectin (References 7 and 8), the NCCET has failed to detail or define
its informal method of assessment which were used to arrive at the current
recommendation.

Rather than relying on the results of any one clinical trial, properly conducted meta-
analyses of a larger number of randomised controlled trials by highly trained and
experienced staff are the most powerful tool in drawing reliable conclusions from
pooled data. However, biases can be introduced in any meta-analysis. This is why it
is important to publish the protocols and methods used in any meta-analysis so the
work can be critically assessed for reliability.

A recent meta-analysis of ivermectin was conducted by the Cochrane group
(Reference 9). However, according to a response to this meta-analysis by Fordham,
Lawrie, MacGilchrist and Bryant (in pre-print, see attached Reference 10), the
Cochrane report suffers from no less than 11 significant analytical and methodological
defects rendering the conclusions unreliable — not the least of which, to give but one
example, was the author’s treatment of the important analysis of mortality.

Out of 24 available RCTs identified for the review, the authors chose only 4 to include

in their mortality analysis, a small subset of those available. The Cochrane authors
split this data up further into two separate analyses. This effectively dilutes their
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findings to the extent that a meaningful result from meta-analysis was not possible.
Instead of utilising all available evidence and presenting appropriate caveats around
such wider evidence, as would normally be done according to accepted protocols, they
present an empty review with considerable bulk but little useful analysis.

Conclusions

The reported diminishing efficacy of the COVID-19 vaccines to protect against the
emergence of SARS-Co-2 variants demands an urgent review of the use of ivermectin.

| repeat my previous message (21 August Open Letter) to the NCCET and again
request an urgent review of the recommendations regarding ivermectin:

“The current approach to symptomatic COVID-19 individuals is largely to do nothing
and simply observe until they either get better or get worse, perhaps much worse, and
need to go to hospital. The do-nothing approach places enormous strain on our health
care system. Evidence for this ‘do nothing, watch and observe’ approach is lacking.
Ivermectin offers a potentially effective, low cost, safe and rational approach to the
management of such individuals with little or no disadvantage. The NCCET
recommendation on ivermectin is considered to be misinformation by many experts
and is viewed as contributing to needless hospitalisation — but for this recommendation,
many Covid-19 infected individuals could be receiving early effective treatment.”

Regards,

!Ilnlcal ‘ rlals an! !egu|atory Affairs Consultant
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IVERMECTIN

Proposal

The application is proposing to delete the Appendix D entry for ivermectin. This would remove the current
restrictions on the prescribing and use of ivermectin for oral administration for human use, allowing
prescribing without restrictions on prescriber speciality and potential for off-label indications such as the
prevention and treatment of COVID-19.

Scheduling considerations

The purposes for which a substance is to be used and the extent of use of
a substance

Ivermectin belongs to the anthelmintics group of medicines. It is indicated for the treatment of parasitic
infections including onchocerciasis, strongyloidiasis and crusted scabies, as well as papulopustular
rosacea.’ The Australian Medicines Handbook also lists other intestinal nematode infections, cutaneous
larva migrans and lymphatic filariasis as accepted indications.

In Australia, the precise prevalence of parasitic infections treated with ivermectin is relatively unknown,
making it difficult to determine the extent of use of ivermectin. For instance, the prevalence of
strongyloidiasis is estimated to be between 35-60% in Indigenous Australian communities, however it is
difficult to detect and not routinely tested for.? Similarly, whilst scabies is considered common across
Australia, crusted scabies is considered a rare but highly infections variant.® Review of Pharmaceutical
Benefit Scheme data would provide further insight into the use of ivermectin for permitted indications.

The COVID-19 pandemic led to some medicines being repurposed for the prevention and treatment of
COVID-19. There were suggestions that ivermectin had the potential to be used for this indication due to
its ability to inhibit the replication of viruses in vitro. An updated Cochrane systematic literature review
assessing the efficacy and safety of ivermectin for the prevention of infection with SARS-CoV-2 (post
exposure) and treatment of COVID-19 was published in June 2022. The review ‘found no evidence to
support the use of ivermectin for treating COVID-19 or preventing SARS-CoV-2 infection’.*

The current Appendix D entry enables ivermectin to be used for the purpose of clinical trials and does not
act as a barrier for further research on the use of ivermectin for COVID-19 prevention and treatment. The
Guild believes that it is appropriate to retain the current Appendix D entry until there is sufficient and
definitive evidence that ivermectin is effective for the prevention or treatment of COVID-19.

Any other matters necessary to protect public health

Vaccination is the mainstay for prevention of vaccine-preventable diseases such as COVID-19. In
Australia, consumers are fortunate to have free access to COVID-19 vaccines through the National
COVID-19 vaccination rollout. COVID-19 vaccination protects against severe illness and death from
COVID-19; helps prevent complications such as long COVID; and reduces the burden on the health
system by preventing hospitalisations.® Vaccination is not 100% effective at preventing infection and
means access to treatments for COVID-19 is also required.

' https://amhonline.amh.net.au/chapters/anti-infectives/anthelmintics/other-anthelmintics/ivermectin

2 https://theconversation.com/strongyloidiasis-is-a-deadly-worm-infecting-many-australians-yet-hardly-anybody-has-heard-of-it-
81687

3 https://www.racgp.org.au/afp/2017/may/scabies-a-clinical-update

4 https://www.cochranelibrary.com/cdsr/doi/10.1002/14651858.CD015017.pub3/full

5 https://www.health.gov.au/initiatives-and-programs/covid-19-vaccines/about-rollout#benefits-of-vaccination
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The Therapeutic Goods Administration has granted provisional registration to many treatments for use in
COVID-19 positive patients. These treatments have been determined to meet the safety, efficacy and
quality standards required for use in Australia.® The treatments that have been granted provisional
registration enable patients access to safe and effective treatment of COVID-19 regardless of whether
they are being managed in the community setting by primary care providers or in hospital.

The Guild believes that it is important to retain the current Appendix D entry for ivermectin to ensure
patients continue to utilise vaccination for the prevention of COVID-19 infection and access COVID-19
treatments that are safe and effective.

Summary

The Guild opposes the proposed amendment to remove ivermectin from Appendix D. Studies conducted

on the use of ivermectin for the prevention and treatment of COVID-19 have so far failed to conclude that
it is effective for this indication. As a matter of public safety, the Guild believes that the current restrictions
remain appropriate to ensure individuals receive safe and effective treatment for COVID-19.

8 https://www.tga.gov.au/products/covid-19/covid-19-treatments/covid-19-treatments-provisional-registrations

The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting p 3of 16



Document 4

The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting




Document 4

The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting




The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting




Document 4

The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting




The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting




The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting




The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting p 10 of 16




Document 4

The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting p 11 0f 16




The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting p 12 of 16




Document 4

The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting p 13 of 16




The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting p 14 of 16




The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting p 150of 16




The Pharmacy Guild of Australia — Proposed amendments to Poisons Standard — ACMS — November 2022 meeting p 16 of 16




Document 4

29 September 2022

Submission to the Commonwealth Department of Health
Therapeutic Goods Administration
To

Amend The Scheduling of
Ivermectin

Deletion of Appendix D, Iltem 10 from
The Current S4 Poisons Scheduling

Submission Prepared by:

Contact Details:

T: (07) 3497 5048

E: hotline@amps.asn.au

Address: 41 Campbell Street Bowen Hills QLD 4006



mailto:hotline@amps.asn.au

Document 4

SUBMISSION CORRESPONDENCE DETAILS:

Name:
Submissions Editor acting for and on behalf of the
Co-Signatories and Association

Address:  EEENEEEGG
Email: _@npaaservices.orq.au

DECLARATION:

We declare that we have no competing interests or conflicts of interest in making this
submission. We represent the Australian Medical Professionals Society (AMPS). We believe
the views expressed in this document are consistent with those of our members. The
information provided in the submission is, as far as we know, true and accurate.

We agree to maintain confidentiality in relation to notifications of intermediate and final
decisions on this consultation and submission until they are published in accordance with
subsections 42ZCZP and 42ZCZS of the Therapeutic Goods Regulations Act 1990, as
applicable (i.e., following referral to an expert advisory committee).

Co-Signatories:

Date 29/9/2022



Contents

Introduction

Professional Responsibilities

Reasons for Ivermectin Rescheduling

Ivermectin Safety and Clinical Benefits

Conclusion

Annexure 1

Page 3-4

Page 4 -5

Page 6 -8

Page 8 - 10

Page 10 - 11

Page 12 - 59

Document 4



Document 4

Introduction

On 10 September 2021, a delegate of the Secretary of the Department of Health considered
the advice provided by the Advisory Committee on Medicines Scheduling (ACMS) and made
the decision to amend the Poisons Standard by creating a new Appendix D listing for
ivermectin and thus eliminated its use as an off-label treatment option for COVID-19. This
occurred with reference to subsection 52E(1) of the Therapeutic Goods Act 1989, in
particular paragraph (f), which empowers the Secretary to act on any other matters that the
Secretary considers necessary to protect public health!. We consider this change to the
Poison Scheduling for ivermectin to be inappropriate and not in the best interests of
medicine in Australia®.

The role of the Therapeutic Goods Administration is to apply scientific and clinical expertise
to decision making, to ensure that the benefits to consumers outweigh any risks associated
with the use of medicines®. However, the reasons outlined for placing constraints on the
prescription of ivermectin for the treatment of COVID-19 do not appear to be based on a
thorough risk benefit analysis to consumers and appear to contradict earlier authoritative
safety analysis (AusPAR 2013). The use of ivermectin was restricted in a very specific
context, in which the priority for public health agencies was maintaining the focus on vaccine
uptake in the community, whilst maintaining control of messaging.

The Australian Medical Professionals Society (AMPS) is a growing association of medical
professionals in Australia. AMPS welcomes the opportunity to make a submission to amend
the scheduling of ivermectin, through deletion of Appendix D, Item 10 from the current S4
Poisons Scheduling. In seeking to provide our Society’s perspective, we will discuss the set
of rationales outlined by the TGA at the time of the original decision. Importantly, it is our
belief that to meet our Code of Conduct obligations, we must seek to have safe, affordable
and efficacious medicines available to our patients. As such, we seek to have ivermectin
reinstated and available at the present time, as was the case pre-pandemic.

Prior to the amendment of September 2021, ivermectin had been available for off-label
prescribing, in accordance with the clinical judgement of doctors. In a climate where
clinicians became used to looking to the government for guidance on numerous
pandemic-related issues in daily practice, it is true that there were no positive statements
made by government bodies or associated committees, in support of the use of ivermectin
for COVID-19 disease. However, many Australian doctors felt from their own analysis that
the case for ivermectin was very reasonable (often in combination with other medications)
and were able to use this medicine off-label, as confirmed by Minister Hunt, in a letter from
August 2020*. Clearly no sponsor was likely to approach the TGA to seek a formal indication

lhttps://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-p
oisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0
2https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-p
oisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0
3https://www.tga.gov.au/about-tga/what-we-do/role-tga#:~:text=The%20T GA%20is %20responsible %2
0for%20requlating%20the%20supply%2C%20import%2C%20export.be % 20lawfully%20supplied%20i
n%20Australia.&text=The%20TGA%20is%20a%20part%200f%20the %20Australian%20Government
%20Department%200f%20Health.
4https://www.tga.gov.au/products/covid-19/covid-19-treatments/covid-19-treatments-provisional-registr

ations#:~:text=0ff%2Dlabel%20prescribing%20refers %20to.the %20setting%200f%20informed%20co
nsent.
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https://www.tga.gov.au/products/covid-19/covid-19-treatments/covid-19-treatments-provisional-registrations#:~:text=Off%2Dlabel%20prescribing%20refers%20to,the%20setting%20of%20informed%20consent
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https://www.tga.gov.au/about-tga/what-we-do/role-tga#:~:text=The%20TGA%20is%20responsible%20for%20regulating%20the%20supply%2C%20import%2C%20export,be%20lawfully%20supplied%20in%20Australia.&text=The%20TGA%20is%20a%20part%20of%20the%20Australian%20Government%20Department%20of%20Health
https://www.tga.gov.au/about-tga/what-we-do/role-tga#:~:text=The%20TGA%20is%20responsible%20for%20regulating%20the%20supply%2C%20import%2C%20export,be%20lawfully%20supplied%20in%20Australia.&text=The%20TGA%20is%20a%20part%20of%20the%20Australian%20Government%20Department%20of%20Health
https://www.tga.gov.au/about-tga/what-we-do/role-tga#:~:text=The%20TGA%20is%20responsible%20for%20regulating%20the%20supply%2C%20import%2C%20export,be%20lawfully%20supplied%20in%20Australia.&text=The%20TGA%20is%20a%20part%20of%20the%20Australian%20Government%20Department%20of%20Health
https://www.tga.gov.au/about-tga/what-we-do/role-tga#:~:text=The%20TGA%20is%20responsible%20for%20regulating%20the%20supply%2C%20import%2C%20export,be%20lawfully%20supplied%20in%20Australia.&text=The%20TGA%20is%20a%20part%20of%20the%20Australian%20Government%20Department%20of%20Health
https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-poisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0
https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-poisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0
https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-poisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0
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of ivermectin in the treatment of COVID-19 disease, given that its patent expired, but this
was not a significant barrier to physician-driven off-label treatment.

With this background, the pressure and concern of the vaccine rollout and a potential
negative impact on ivermectin availability, which itself implied that significant numbers of
doctors were prescribing the drug, appear to have been the primary motivations in
introducing Appendix D in its current form. These reasons will be discussed subsequently.
As will also be discussed, AMPS members have assessed the full range of studies on
ivermectin and believe that the initial hesitancy, in which claims that ivermectin was unsafe
thrived, is unsupported by the overall body of literature®. In fact, the evidence base continues
to grow that this is a safe, cost effective, efficacious and essential medicine.

In the changing context of SARS-CoV2 and COVID-19 disease, which remains prevalent
despite high rates of vaccination, our view is that Australian doctors should have the
maximum options available for use, based on their clinical judgement. Cognisant of our
Code of Conduct obligations and placing patient care as our primary concern, we believe
that ongoing restrictions on ivermectin prescribing is not suited to the current conditions of
the pandemic. AMPS therefore strongly supports the deletion of Appendix D, Item 10 from
the Current S4 Poisons Scheduling, in the best interest of Australian doctors and their
patients.

Professional Responsibilities

AMPS has been established as a platform of advocacy for medical professionals in this
country. We advocate for policies and practices which support the health and safety of the
Australian public, are supremely focussed on patient care and are consistent with the Good
Medical Practice Code of Conduct. The Code sets out professional obligations to ensure
patient care is our highest priority. Doctors are obliged to act honestly, ethically and in a
trustworthy manner. Public trust in medical professionals is a bedrock of public health.
Australians expect their doctors to act competently, providing advice openly and with full
disclosure and to display qualities of integrity, truthfulness, dependability and compassion®.

AMPS undertook a survey of membership to solicit feedback on the potential removal of
Appendix D and can advise that 100% of respondents were fully supportive of the proposal
to reschedule this medicine. Additionally a recent survey conducted by the Royal Australian
College of General Practitioners found that the majority (54%) of doctors believe there
should be no restrictions on being able to prescribe ivermectin for COVID-19’. Our members
expressed their determination and saw it as their duty to advocate strongly for patients to
have access to ivermectin, being confident of the supporting evidence-base with regard to
safety, as well of its benefits in the treatment of COVID-19 disease at various stages.

In this regard, our society makes note of the 2013 AusPar Report which found no significant
safety concerns reported with the use of ivermectin. Given the fiduciary obligation doctors

5 https://ivmmeta.com/
ffile:///C:/Users/danan/Downloads/Medical-Board---Code---Good-medical-practice-a-code-of-conduct-f
or-doctors-in-Australia---1-October-2020%20(15).PDF

7 https://www1.racgp.org.au/newsgp/poll



https://www1.racgp.org.au/newsgp/poll
https://www.medicalboard.gov.au/codes-guidelines-policies/code-of-conduct.aspx
https://www.medicalboard.gov.au/codes-guidelines-policies/code-of-conduct.aspx
https://ivmmeta.com/
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have when unwell patients present to them, to treat them to the best of their knowledge and
ability, we believe that the changes to Appendix D place all doctors who are aware of the
safety profile of ivermectin, in a situation which breaches our primary obligations.
Furthermore, to our membership, it is of great concern that restrictions on the availability of
this product has prevented vast numbers of Australians, who wished to do so, from
accessing a safe treatment option that showed genuine promise.

We are not opposed to the approval and availability of other medicines for early treatment of
COVID-19 disease. However, we note that decisions have been made to provisionally
approved medicines with less supporting evidence than ivermectin, especially with regard to
safety, and with significantly higher cost and adverse event profile, such as Remdesivir,
Paxlovid and Molnupiravir®.

On first principles, an early treatment strategy is both separate and complementary to a
vaccination strategy. However, it is now clear that mRNA vaccines have been less effective
than anticipated. It is now clear that less protection is offered by currently available vaccines
against new and prevailing variants of SARS-CoV2. Unfortunately, the phenomenon of
waning immunity, in which protection of any kind is very limited after 4-6 months, is well
documented and publicly acknowledged. With this in mind, if there was at one time a basis
for a ‘vaccine only strategy’, it is certainly no longer the case. We believe it is now time to
liberalise decision making about best clinical care to medical practitioners, who should be
free to draw on their years of expertise and subject knowledge to make recommendations for
the benefit of patients, at their discretion.

Given these considerations, the statement that there is not enough evidence to support the
safe and effective use of ivermectin drugs (used as monotherapy or in combination with
doxycycline and zinc) to prevent or treat COVID-19° does not accord with the current body of
evidence, amassed historically and recently. This being the case, with ivermectin being a
safe and accepted item of the pharmacopoeia decades before the pandemic, we wish to
highlight that the persistence of Appendix D in its current form, limits the ability of doctors to
exercise their judgement on behalf of patients and thus may compromise them in their
fiduciary duty to individual patients above all else.

To summarise, we have made the case that a restrictive policy regarding ivermectin does not
accord with the professional opinions of our membership, nor with a large proportion in the
wider medical community. We believe that, in practice, such a policy contradicts our Codes
of Conduct and wish to highlight that this can be remedied by the deletion of Appendix D,
Item 10.

ew=att&disp=inline&realattid=f 17v5gnoy0&sadnir=2&saddbat=ANGjdJ9BqyYZBQpBGpL4ZmYVvV9fj1xekMYbgPr gyoMkcsvEmyvwaYSrl1gXRmi82 s0BUm-cvwQkYMU

FKhOFmM790Gs8ZhaamZOYG1YR6 NOK36uxNFuS9R3E5PZzUONIupo130hjZJqUoY8MANRCBCVhEWACXZVu_rmZSPM2QPOYPL89E3sicJn5bnYZIFY6sShMz-yFI8d58

-0dci4KBvHipT8SWbqg-M8hMg0JvYLgVhiBkncnZZzp9NDmg9-BINV-CawttzoC8tSylaKrKFbBnlukBYd8csp638a c1u3sGW8cSpciex40J-eCHM7\W3m1jope--6f4P2IcPL-8K

d00OhXkg-kUxPLZ2Vpaoom-zYLxWPbfAX80B8bhffWtWsoZ9Rii1li5o-tJSjYpBPp1CbOjWoemCGHJIQTEVQIeOF4XfKQiPpvMZwWFY7iJ2wVJ4mgKEsYXHIZNSysC5hSOX

vsid8eMzYVQWObW2P0IiEhcnPyKY

% https://www.health.gov.au/health-alerts/covid-19/treatments/about
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Reasons given for the Rescheduling of lvermectin

On 10 September 2021 a delegate of the Secretary of the Department of Health considered
the advice provided by the Advisory Committee on Medicines Scheduling (ACMS) and
decided to amend the Poisons Standard by creating a new Appendix D listing for ivermectin,
in effect banning it for use as an off-label treatment option for COVID-19. In statements
made by the TGA', this change to Poison Scheduling was backed up with reference to
subsection 52E(1) of the Therapeutic Goods Act 1989, paragraph (f)"", together with 3 stated
reasons relating to public health, considered in the remainder of this section:

Reason 1. Serious concerns that there are significant public health risks associated
with the prescribing of ivermectin for COVID-19. This includes the likelihood that
people who have been prescribed the substance for this purpose may believe
themselves to be protected from the disease and not get vaccinated or tested and
seek appropriate medical care if they develop symptoms.

Reason 2. Potential to cause severe adverse events in persons, particularly when
taken in high doses that have recently been described in social media and other
sources for the prevention or treatment of COVID-19 infection.

Reason 3. Concern that if action is not taken to address these concerns, it is
possible that oral ivermectin will be in shortage in Australia for the treatment of the
conditions for which it has been properly evaluated and approved in accordance with
scientific data.

AMPS does not believe Reason 1 justified the prohibition of ivermectin prescribing for the
treatment of COVID-19. We believe that every intervention has to be judged on its own
merits and that doctors and patients should be able to make these decisions together, in an
atmosphere free from undue pressure for any other party. We further believe that the
decision of an individual to be vaccinated is a separate and complementary one to any
treatment strategy employing ivermectin. Regarding Reason 3, supply has not been reported
to be a problem in Australia or world-wide.

AMPS is of the understanding that the role of the TGA is to determine the safety of
medicines and regulate products based on an assessment of risks against benefits'?'3. In
this spirit, we do not take the view that the legislative provisions within the Therapeutic
Goods Act necessarily allow the TGA to restrict access to acceptable pre-existing medical
options, as a means of encouraging public behaviour to meet other policy objectives. This

Lhttps://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-p
oisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0
Uhttps://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-p
oisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0
Lhttps://www.tga.gov.au/about-tga/what-we-do/role-tga#:~:text=The%20TGA%20is%20responsible %
20for%20reqgulating%20the%20supply%2C%20import%2C %20export.be % 20lawfully%20supplied %2
0in%20Australia.&text=The%20TGA%20is%20a%20part%200f%20the%20Australian%20Governmen
t%20Department%200f%20Health.
Bhitps://www.tga.gov.au/how-we-requlate/advertising/legal-framework/act-requlations-and-code-offen
ces/how-tga-requlates



https://www.tga.gov.au/how-we-regulate/advertising/legal-framework/act-regulations-and-code-offences/how-tga-regulates
https://www.tga.gov.au/how-we-regulate/advertising/legal-framework/act-regulations-and-code-offences/how-tga-regulates
https://www.tga.gov.au/about-tga/what-we-do/role-tga#:~:text=The%20TGA%20is%20responsible%20for%20regulating%20the%20supply%2C%20import%2C%20export,be%20lawfully%20supplied%20in%20Australia.&text=The%20TGA%20is%20a%20part%20of%20the%20Australian%20Government%20Department%20of%20Health.
https://www.tga.gov.au/about-tga/what-we-do/role-tga#:~:text=The%20TGA%20is%20responsible%20for%20regulating%20the%20supply%2C%20import%2C%20export,be%20lawfully%20supplied%20in%20Australia.&text=The%20TGA%20is%20a%20part%20of%20the%20Australian%20Government%20Department%20of%20Health.
https://www.tga.gov.au/about-tga/what-we-do/role-tga#:~:text=The%20TGA%20is%20responsible%20for%20regulating%20the%20supply%2C%20import%2C%20export,be%20lawfully%20supplied%20in%20Australia.&text=The%20TGA%20is%20a%20part%20of%20the%20Australian%20Government%20Department%20of%20Health.
https://www.tga.gov.au/about-tga/what-we-do/role-tga#:~:text=The%20TGA%20is%20responsible%20for%20regulating%20the%20supply%2C%20import%2C%20export,be%20lawfully%20supplied%20in%20Australia.&text=The%20TGA%20is%20a%20part%20of%20the%20Australian%20Government%20Department%20of%20Health.
https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-poisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0
https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-poisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0
https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-poisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0
https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-poisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0
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kind of justification, implicitly present in Reason 1 with regard to uptake of provisionally
approved vaccines, was not subjected to wide consultation.

As stated previously, early treatment is a separate and complementary strategy, which can
and does coexist in the treatment of Australians facing COVID-19 disease. In regards to
currently available provisionally approved vaccines against SARS-Cov2, we note with
significant concern, the unprecedented rates of adverse event reports, including deaths,
injury and disablement, being seen in Australia and across the world'. Regardless of this,
however, we note that consequent to Appendix D, Item 10, vaccinated Australians who
suffer COVID-19 are currently being denied access to the full range of early treatment
options, despite the objective of high vaccination rates having already been achieved in
Australia.

Also with regarding Reason 2, in consideration of safety, the (NCCET) conducted a review of
the clinical data regarding the use of ivermectin in the management of COVID-19 and
concluded;

“The available research evidence does not yet provide reasonable certainty to
recommend for or against the use of ivermectin and therefore the Taskforce
recommends ivermectin not be used outside of randomised trials. The certainty of the
current evidence base varies from low to very low."”

We note that the term “reasonable certainly” is ambiguous in terms of drug regulation, in that
the threshold for what is reasonable is not defined and may be viewed differently by different
parties. We point out that this recommendation has been challenged by experts both
National and Internationally'®'"'®. We believe there is ample controlled evidence to support
the effectiveness of ivermectin both alone and in combination, in addition to the notable
documented experience of countries such as India and Peru, in which a strong correlation
has been reported between ivermectin use and mortality reductions. Nevertheless, efficacy
was not a reason outlined by the TGA as a consideration in the scheduling decision'2°?",

Therefore, in the following section, we will focus on addressing safety concerns and the
claim that ivermectin has the potential to cause severe adverse events, pertinent to Reason

14
https://8630368.fs1.hubspotusercontent-na1.net/hubfs/8630368/AMPS/Altman%20Report%20Final%20Ve
rsion%2011-8-22%20(1).pdf?utm_source=hs_email&utm_medium=email&_hsenc=p2ANqtz-8HSOcEyUJu
QHjoxCYMYvaYAan1CWxMNk_ F4VyGSiymi6QxgEGAENISINXhE6YROhIVEAXXxC

15 https://covid19evidence.net.au/wp-content/uploads/NC19CET_Published_Guideline_V48_0.pdf

'®file:///C:/Users/danan/Downloads/COCHRANE %20Fordham-Review%200f%20Cochrane%20Report
%?20copy.pdf
7 hitps://quadrant.org.au/opinion/qed/2021/08/commentary-on-nccet-statement-on-ivermectin/

'8 https://quadrant.org.au/opinion/public-health/2021/10/we-cant-vaccinate-this-pandemic-away/
19 https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8383101/

20 https://osf.io/9egh4/
21https://indianexpress.com/article/cities/lucknow/uttar-pradesh-government-says-ivermectin-helped-to-ke

ep-deaths-low-7311786/



https://indianexpress.com/article/cities/lucknow/uttar-pradesh-government-says-ivermectin-helped-to-keep-deaths-low-7311786/
https://indianexpress.com/article/cities/lucknow/uttar-pradesh-government-says-ivermectin-helped-to-keep-deaths-low-7311786/
https://osf.io/9egh4/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8383101/
https://quadrant.org.au/opinion/public-health/2021/10/we-cant-vaccinate-this-pandemic-away/
https://quadrant.org.au/opinion/qed/2021/08/commentary-on-nccet-statement-on-ivermectin/
https://covid19evidence.net.au/wp-content/uploads/NC19CET_Published_Guideline_V48_0.pdf
https://8630368.fs1.hubspotusercontent-na1.net/hubfs/8630368/AMPS/Altman%20Report%20Final%20Version%2011-8-22%20(1).pdf?utm_source=hs_email&utm_medium=email&_hsenc=p2ANqtz-8HS0cEyUJuQHjoxCYMYvaYAqn1CWxMNk_F4VyGSiymi6QxgE6AEh9SJNXh6yR0hIVEAxxC
https://8630368.fs1.hubspotusercontent-na1.net/hubfs/8630368/AMPS/Altman%20Report%20Final%20Version%2011-8-22%20(1).pdf?utm_source=hs_email&utm_medium=email&_hsenc=p2ANqtz-8HS0cEyUJuQHjoxCYMYvaYAqn1CWxMNk_F4VyGSiymi6QxgE6AEh9SJNXh6yR0hIVEAxxC
https://8630368.fs1.hubspotusercontent-na1.net/hubfs/8630368/AMPS/Altman%20Report%20Final%20Version%2011-8-22%20(1).pdf?utm_source=hs_email&utm_medium=email&_hsenc=p2ANqtz-8HS0cEyUJuQHjoxCYMYvaYAqn1CWxMNk_F4VyGSiymi6QxgE6AEh9SJNXh6yR0hIVEAxxC
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2, above. We will focus on peer reviewed data, rather than the potential dangers associated
with data sourced from social media posts, as considered in the TGA reasoning.

lvermectin Safety and Clinical Benefits

The essential issue is that in the case of a repurposed compound with documented safety
and excellent tolerability, such as ivermectin, doctors should not be hindered in evaluating
such pre-existing treatments and adopting them if they so choose, in pursuit of the best care
of their patients. This simply reflects a reasonable and time-honoured approach, employing
critical appraisal, risk benefit analysis and informed consent, in keeping with good medical
practice. In the context of a novel health concern, we argue that a responsible
physician-directed process is eminently suitable when the compounds under consideration
are familiar to doctors and have excellent known safety profiles. This is the case with
ivermectin, especially where considered in the pre-hospital phase of COVID-19 treatment,
where other options have been more limited.

As outlined in the TGA's 2013 AusPar Report for ivermectin, no significant safety concerns
were found with the use of ivermectin®?. Very importantly, the report found no safety
concerns even at 10 times the (then) current approved dose of 200ug/kg®. The U.S.
National Institute of Health (NIH) has recognised that “ivermectin has been widely used and
is generally well tolerated”®. A recent systematic review stated “ivermectin at the usual
doses is considered extremely safe for use in humans”®. In 2018, ivermectin was added to
the WHO list of Essential Medicines and in supporting the submission for inclusion in the list,
the WHO concluded that the adverse events associated with ivermectin are “primarily minor
and transient’. The clinical evaluator in the WHO Report found that there were no significant
safety concerns or serious adverse events reported with the use of ivermectin?.

In February 2021, an expert toxicology report on the safety of ivermectin was collated based
on a review of over 500 articles. This unprecedented work is well worth considering in detail
and outlined the following:

“Hundreds of millions of human subjects have been treated with ivermectin for
curative or prophylactic purposes worldwide over the last 3 decades. The reference
list of this report demonstrates that a large body of data is available, which allows for
a detailed analysis of ivermectin medical safety....

22 https://www.tga.gov.au/sites/default/files/auspar-ivermectin-131030.pdf

2 Australian Public Assessment Report for Ivermectin — October 2013
https://www.tga.gov.au/auspar/auspar-ivermectin

24 National Institutes of Health, COVID-19 Treatment Guidelines: ivermectin,
https://www.covid19treatmentguidelines.nih.gov/therapies/antiviral-therapy/ivermectin/

% Andrew Bryant et al., lvermectin for Prevention and Treatment of COVID-19 Infection: A Systematic
Review, Meta-analysis, and Trial Sequential Analysis to Inform Clinical Guidelines, 28 American
Journal of Therapeutics 434, 435 (Jul./Aug. 2021), available at
https://journals.lww.com/americantherapeutics/fulltext/2021/08000/ivermectin

2B WHO Expert Committee on the Selection and Use of Essential Medicines: Application for inclusion
of ivermectin on the WHO Model List of Essential Medicines (EML) and Model List of Essential
Medicines for Children (EMLc) for the indication of Scabies at 19 (Dec. 2018)
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...Taking into account all the above, the author of the present analysis of the
available medical data concludes that the safety profile of ivermectin has so far been
excellent in the majority of treated human patients so that ivermectin human toxicity
cannot be claimed to be a serious cause for concern?.”

In this regard, a decisive legal opinion from the U.S. Nebraska State Attorney General’s
Office (14 October 2021) is highly instructive. It provided a detailed analysis of the
arguments regarding ivermectin and off-label prescribing and a copy of this ruling forms
Annexure 1 to this Submission. The Co-signatories rely upon this opinion in full as it pertains
to ivermectin.

The opinion states in part:

“The data show not only that the adverse side effects are minor, but also that the
percentage of people who report experiencing any adverse events is vanishingly
small. The latest statistics available through VigiAccess report only 5,674 adverse
drug reactions from ivermectin between 1992 and October 13, 2021. This number is
incredibly low considering that “more than 3.7 billion doses” of ivermectin have been
administered to humans worldwide since the 1980s?.”

The brief but comprehensive review of the safety of ivermectin provided here does not
provide any clear or convincing evidence that ivermectin poses such a threat to public health
and safety that it required sudden rescheduling in the middle of a pandemic as a poison
when prescribed for COVID-19. In truth, no data exists in support of serious harm. It is likely
that the absence of safety concerns relating to ivermectin was the very reason for the rapid
commencement of multiple early controlled trials in COVID-19 disease overseas, after
widespread interest in the potential benefits of this highly versatile drug.

Ivermectin has documented pharmacological mechanisms that led clinicians to believe this
extremely safe medicine could be repurposed effectively for the treatment of COVID-19. It
has been known for over 10 years that ivermectin demonstrated antiviral activity against
several RNA viruses by blocking the nuclear trafficking of viral proteins?®. A comprehensive
systematic review summarises the antiviral effects of ivermectin, including in vitro and in vivo
studies over the past 50 years . Another paper titled, “lvermectin: an award-winning drug
with expected antiviral activity against COVID-19" put forward that Ivermectin, an
FDA-approved broad-spectrum antiparasitic agent, had demonstrated antiviral activity
against a number of DNA and RNA viruses, including severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2)*'. As well as ivermectin’s antiviral benefits there is also
research literature that outlines its recognised “anti-inflammatory capacity*.

27 Descotes, J. Expert Review Report — Medical Safety of lvermectin. 3 March 2021
https://www.medincell.com/wp-content/uploads/2021/03/Clinical_Safety of lvermectin
March_2021.pdf

2 U.S. Nebraska State Attorney General opinion. Prescription of Ivermectin or hydroxychloroquine as
Off-Label medicines for the Prevention or Treatment of Covid-19. 14 October 2021

2 https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7539925/

30 hitps://pubmed.ncbi.nlm.nih.gov/32533071/

31 hitps://www.ncbi.nlm.nih.gov/pmc/articles/PMC7539925/
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A review titled “Emerging Evidence Demonstrating the Efficacy of lvermectin in the
Prophylaxis and Treatment of COVID-19” concluded:

“Meta-analyses based on 18 randomized controlled treatment trials of ivermectin in
COVID-19 have found large, statistically significant reductions in mortality, time to
clinical recovery, and time to viral clearance. Furthermore, results from numerous
controlled prophylaxis trials report significantly reduced risks of contracting
COVID-19 with the regular use of ivermectin. Finally, the many examples of
ivermectin distribution campaigns leading to rapid population-wide decreases in
morbidity and mortality indicate that an oral agent effective in all phases of COVID-19
has been identified *.”

Finally, an online real time meta-analysis of the clinical safety and efficacy of ivermectin in
COVID-19 disease is well worth considering and can be found at www.ivmmeta.com: as of 9
September 2022, this includes 91 studies, of which 41 were randomised controlled trials
involving 11,141 patients®). This resource illustrates the high level of international interest in
the clinical submission of ivermectin for potential use in COVID-19. When taken in totality,
the clinical data presented at www.ivmmeta.com presents a compelling case for the safety
and efficacy of ivermectin. More than 20 countries (including India, Mexico, regions of Peru,
Argentina, Japan, Dominican Republic and Brazil) have adopted ivermectin for the
management of COVID-19. Collectively, the studies strongly suggest that “ivermectin
reduces the risk for COVID-19 with very high confidence for mortality, ventilation, ICU
admission, hospitalisation, progression, recovery, [number of] cases, viral clearance, and in
pooled analysis... Meta-analysis using the most serious outcome measure shows 62%
[57-70%] and 83% [74-89%] improvement for early treatment and prophylaxis”.

At this stage, public health officials and the medical profession generally have had time to
review the accumulating data regarding ivermectin, in addition to the rapid mutation rate of
the SARS-CoV2 and waning vaccine efficacy. We believe it is vital to reconsider the role of
ivermectin in the arsenal of available drugs. It is important to point out that we are not aware
of any other occasion on which an established drug in the Australian pharmacopoeia that
has previously been considered very safe, has been rescheduled in such a way as to make
its prescription illegal for doctors.

AMPS can find no clear and conclusive evidence to support the TGA claims that ivermectin
poses a safety risk to the public with the potential for a high incidence of severe adverse
events. Rather, our review of the evidence demonstrates that ivermectin is a fully approved,
AurPar reviewed, Nobel prize winning WHO essential medicine, that has been given in
billions of doses with minimal adverse reaction reported. We consider that Australian doctors
should again be afforded professional discretion with regard to ivermectin use, which may
translate to benefit in future seasonal outbreaks of SARS-CoV2/COVID-19 disease, with
flow-on benefits to the hospital system, with very little downside, as we have summarised.

Bhttps://journals.lww.com/americantherapeutics/fulltext/2021/06000/review _of the emerging evidenc
e_demonstrating the.4.aspx
34 https://ivmmeta.com/
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Conclusion

AMPS believes in the primacy of the doctor/patient relationship within medicine and stands
firmly opposed to the placement of excessive constraint on the clinical judgement of doctors.
Now that Australian vaccination rates have risen to such high levels, we assert that it is
consistent at this time to freshly reevaluate historic decisions in the full light of today’s
context.

In making this submission, foremost in the thinking of our Society is that ivermectin cannot
be construed to be a hazard to the health of the Australian people. This assertion contradicts
the most extensive drug safety review of ivermectin in the literature®, the well known
evaluation of the WHO in 2018%, the decisive legal opinion of the Nebraska State Attorney
General's Office®”, as well as the TGA's own 2013 AusPar Report®®. As such, we contend
that in the current context, the use of off-label ivermectin cannot plausibly be said to
constitute a threat to the public health of Australians, in the spirit of subsection 52E(1) of the
Therapeutic Goods Act 1989, particular paragraph (f)*.

As a Society, we applaud this move of the TGA to open consultation with regard to Appendix
D, Item 10. AMPS believes that the continuing restriction of ivermectin would at this stage
represent a serious error in judgement. In this regard, we draw attention to the humility
recently expressed by Dr Rochell Walensky the Director of the CDC told, who told
employees recently:

“To be frank, we are responsible for some pretty dramatic, pretty public mistakes
from testing, to data, to communications*”

As we have outlined in this document, we consider that the Australian Regulators now have
the opportunity to reconsider these questions, in a way which is not only likely to benefit the
health of Australians, but reinforce the invaluable role of doctors’ clinical judgement and
expertise in the use of safe repurposed therapies in individualised patient care.

% Descotes, J. Expert Review Report — Medical Safety of lvermectin. 3 March 2021
https://www.medincell.com/wp-content/uploads/2021/03/Clinical_Safety of lvermectin
March_2021.pdf

8 WHO Expert Committee on the Selection and Use of Essential Medicines: Application for inclusion
of ivermectin on the WHO Model List of Essential Medicines (EML) and Model List of Essential
Medicines for Children (EMLc) for the indication of Scabies at 19 (Dec. 2018)

%7 U.S. Nebraska State Attorney General opinion. Prescription of Ivermectin or hydroxychloroquine as
Off-Label medicines for the Prevention or Treatment of Covid-19. 14 October 2021

38 https://www.tga.gov.au/sites/default/files/auspar-ivermectin-131030.pdf

Phttps://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-p
oisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0
40 hitps://www.washingtonpost.com/opinions/2022/08/18/cdc-changes-next-pandemic-preparation/
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plausin - reason  Firsl, «vermecti- 1 no [enger under palent, o M rck dos nat profit
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4. Hydroxych oroquing
History of Hydrpxvoh! “roguing
Hydra amguine, ales toxicd fv.t  of madicma o' med chloroquine, wa

fi 1 developed in 1846' and approved bty e ! DA n 18 ' §j ca th it tme,
hydroxychlom uing has bean widely used s a prophylaxis nd traalment for malaria,

Iso “provelnf lo b effective In a I rmun  dised &g8," including
[ ma  us,' p ma me, d M eumakx arthtis,
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Ho us efficacy, "[mlilion F
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year, nol erpa rexpla  dthat chlomoqu ne has strong ant viral @ ©f on SARS-CaV
iMfecton and " flaclv Inprev Ingthesp eadol S | S[-]JCoV n ¢ell gu ure, ™
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ghowed th t hydioxy orogu'n can inhil ¢ [SARS-CoV-2] vrus entry, r=nsmisson |
and replication 7 In “ditlon ‘o th  anliviral  dvty, hydry- hlo qun also as
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who receied hydroxye 10 oquine plus  Zithromycin—a ma 0 & per 1,000 pattert
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‘I'larlyambulao treat. (o COVID-1B w( hydroxychlormoguing plusa thre yo'n 'is
assaciated with very law 1 orality” and  “mpro (s COVD-  survval compared to
other ragimans. ¢
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out i99. ¥ Thase flve udles to included total oulp d

ie rev it hydroaythions: ass0ci t h a 6% n

mo ‘U earl COVID-19 treattment.®  In nafw
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co u- a pal - rom L. tudins  rev t

hydroxyehlorng mu reglmens were Bss with a stabstically
niflcant 60 n in monalit a- Dr. Harva, ,
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SHPA response to Proposed amendments to the Poisons Standard — ACCS, ACMS and joint
ACCS/ACMS November 2022 meetings (ivermectin), September 2022

Introduction

The Society of Hospital Pharmacists of Australia (SHPA) is the national, professional organisation for the
6,100+ Hospital Pharmacists, and their Hospital Pharmacist Intern and Hospital Pharmacy Technician
colleagues working across Australia’s health system, advocating for their pivotal role improving the safety and
quality of medicines use. Embedded in multidisciplinary medical teams and equipped with exceptional
medicines management expertise, SHPA members are progressive advocates for clinical excellence,
committed to evidence-based practice and passionate about patient care.

SHPA convenes an Infectious Diseases Specialty Practice Group, consisting of a network of pharmacists who
have expertise or interest in infectious diseases, including general infectious diseases, critical care, tropical
medicine, antimicrobial stewardship, antimicrobial therapeutic drug monitoring, surgical prophylaxis, HIV, and
sexual health.

SHPA is also a member of the National COVID-19 Taskforce and represented on the National Steering
Committee and National Guidelines Leadership Group. SHPA members who are subject matter experts in
their field, are also represented on various specialist expert writing group panels convened by the National
COVID-19 Taskforce, including the acute and critical care panel, disease modifying treatment and
chemoprophylaxis panel.

After consultation with SHPA members in the Infectious Diseases, Medication Safety, Dispensing and
Distribution Specialty Practice Group and SHPA members in the National COVID-19 Taskforce, SHPA would
like to provide the following comments for the Delegate’s consideration in making a decision regarding the
Appendix D listing for ivermectin, and that any decisions made that limit its access are proportional to the
risks of misuse.

Applicant’s intent and evidence for ivermectin as a COVID-19 treatment

SHPA is strongly concerned at the applicant’s clear intention and view that access to ivermectin for the
treatment of COVID-19 should be more readily available, despite not being listed as a recommended
treatment on the National COVID-19 Clinical Evidence Guidelines." The evidence base for ivermectin remains
poor, with a Cochrane Review in 2021 assessing the evidence base for ivermectin in prevention and
treatment of COVID-19 concluding uncertainty in the limited evidence base and noting that most studies were
small, biased and of poor quality.?

Given that Therapeutic Goods Administration-approved treatments for the treatment and prevention for
COVID-19 are readily available, SHPA recognises that patients who are prescribed and dispensed ivermectin
by their doctors and pharmacists are being treated with sub-optimal treatment that is not supported by
National COVID-19 Clinical Evidence Guidelines.’

Evidence of inappropriate ivermectin use

With the increased availability of approved treatments for COVID-19, SHPA members report relatively low
levels of inappropriate prescribing of ivermectin seen in practice. Data surrounding inappropriate prescribing
or use of ivermectin since approved COVID-19 treatments became readily available, are lacking and would
need to be assessed prior to forming a decision regarding this proposal.

The Society of Hospital Pharmacists of Australia
PO Box 1774 Collingwood Victoria 3066 Australia
(03) 9486 0177 | shpa.org.au | shpa@shpa.org.au | ABN: 54 004 553 806



Impact on use and access to ivermectin for approved TGA indications

It is essential that the treatment of parasitic infections must not be impeded by any restriction placed on
ivermectin access, however, SHPA acknowledges that evidence demonstrating this is lacking. Members have
raised that other antimicrobials have the potential to be inappropriately prescribed, but do not have measures
limiting their access placed on them, as such measures are not proportional to the risk. SHPA believes
appropriate clinical oversight by antimicrobial stewardship pharmacists is essential in ensuring that
appropriate prescribing and dispensing for medicines to treat infectious diseases are maintained. Such clinical
pharmacy services in all settings of care complement regulatory measures and oversight to mitigate the risk
of inappropriate use of antimicrobials.

If you have any queries or would like to discuss our submission further, please do not hesitate to contact Jerry
Yik, Head of Policy and Advocacy on jyik@shpa.org.au.

References

1 National COVID-19 Clinical Evidence Taskforce. Living Guidelines. (2022) Available at: https://covid19evidence.net.au/#living-
guidelines

2Popp M., Stegemann M., Metzendorf M-I., Gould S., Kranke P., Meybohm P., Skoetz N., Weibel S.(2021).

Ivermectin for preventing and treating COVID-19.Cochrane Database of Systematic Reviews 2021, Issue 7. Art. No.:
CD015017.DOI: 10.1002/14651858.CD015017 .pub2.
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Name Responder | Written submission
type
Pharmaceutical | Organisation | lvermectin
Society of or peak PSA opposes the proposal, noting that:
Australia body ¢ the recommendation against the use of ivermectin for the treatment

of COVID-19 issued by the National COVID-19 Clinical Evidence Taskforce
remains

e in future, measures other than the use of an Appendix D entry in the
Poisons Standard to regulate off-label prescribing may need to be
considered.

Brimonidine

PSA supports the proposal, noting that:

e the indications, lower strength (0.025%) and use in adults appear to be
consistent with safety profile and scheduling factors for S2

e it is consistent with approved use in Canada

e patient education will be important to minimise any confusion with
higher strength brimonidine eye drops

 there may be advantages over other ophthalmic decongestants which
are alpha-1 or mixed alpha-1/alpha-2 adrenergic receptor agonists.

Fexofenadine

PSA supports the proposal, noting that:

e similar antihistamine substances such as loratadine in larger packs are
currently available for general sale

e access through general sale is not necessarily more convenient than
through a community pharmacy and should not be considered as a
rationale for rescheduling for exemption from the S2 entry.

Ibuprofen

PSA does not support the proposal, noting that:

e there is an increased risk of consumer confusion and possibly
duplication of therapy as multiple immediate-release and modified-
release products would become available for self-selection (in the
majority of jurisdictions)

e there are many ibuprofen (and other) products available for the
management of acute pain conditions and therefore, rescheduling
modified-release ibuprofen may not necessarily lead to a reduction in GP
consultations for acute pain management.

_ | am familiar with the profile of ivermectin (IVM)

and its use. It seems inconceivable that eminent medical organisations
and bureaucracies, even including a Cochrane Collaboration Review,
should seek to prevent the use of such an inexpensive, safe, effective
antiviral treatment for Covid-19.

Reconsideration to make ivermectin readily available on prescription for
covid, without the current restriction to certain medical specialists

This is what | wish to be considered by the ACMS in its November review
of the use of ivermectin, alone or in combination, for covid.

Thank you
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There is Lucy Kerr et al’s recently reported work:
https://www.cureus.com/articles/111851-regular-use-of-ivermectin-
asprophylaxis-
for-covid-19-led-up-to-a-92-reduction-in-covid-19-mortalityrate-
in-a-dose-response-manner-results-of-a-prospective-
observationalstudy-
of-a-strictly-controlled-population-of-88012-subjects

and Jackie Stone et al’s:
https://www.mdpi.com/2673-8449/2/3/15/htm

There is a local trial:

See https://c19ivermectin.com/borody.html,

as well of course, all the information in c19ivermectin.com.

There are particular studies of interest such as the Tlaxcala study:

See https://www.ijidonline.com/article/S1201-9712(21)00100-4/pdf

In relation to the population wide study in Mexico City, | note that the
reasons given for withdrawing the paper by SocArXiv do not directly
relate to the science in the paper:

They were:

“ Our grounds for this decision are several:

The paper is spreading misinformation, promoting an unproved medical
treatment in the midst of a global pandemic.

The paper is part of, and justification for, a government program that
unethically dispenses (or did dispense) unproven medication apparently
without proper consent or appropriate ethical protections according to
the standards of human subjects research.

The paper is medical research — purporting to study the effects of a
medication on a disease outcome — and is not properly within the
subject scope of SocArXiv.

The authors did not properly disclose their conflicts of interest.”
Ground 1 is silly. Credible public health officials from a major world city
wrote up their findings from a covid strategy in the midst of a pandemic
so that others might benefit from those findings, just as any published
paper aims to do.

Ground 2. There were reasonable grounds for thinking ivermectin might
have an impact. And the ethics differed little from those applied to the
covid vaccines, which have not lived up to the initial expectations of
them, and in relation to which doctors here have been officially
threatened for fully outlining their pros and cons.

Ground 3. The journal initially accepted the paper.

Ground 4 is also silly. It was perfectly clear who the authors were and
who they worked for.

Safety

On the safety of ivermectin, there is the TGA’s published review from
2013, and long and wide experience in its usage, including in Australia’s
north. Very few if any serious adverse events emerged during the many
reported trials. Some adverse events have been reported where people
were unable to access the medicine on prescription, and sought other
sources.

Further

In early January 2021, this is what Andrew Hill of the University of
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Liverpool said: “ We are working on a project funded by UNITAID as part
of the WHO ACT-Accelerator project on COVID-19 treatment. We have
combined the results from 18 different randomised controlled trials of
ivermectin. | have attached the most recent version of the results.

We are seeing strong effects of ivermectin on viral clearance, clinical
recovery, time in hospital and survival. The results will be presented to
the World Health Organisation treatment guidelines group within the
next week. The aim is to gain a recommendation for treatment with
ivermectin for patients with COVID-19 infection. “

Dr Tess Lawrie et al’s metaanalysis at the same time backed this up.

See
https://journals.lww.com/americantherapeutics/fulltext/2021/08000/iv
ermectin_for_prevention_and_treatment_of.7.aspx

Later, finding one trial which had been included was doubtful, did not
alter the essential conclusions, and Bryant and Fordham successfully
challenged the Popp critique of the Lawrie et al metaanalysis.

See

https://ebm.bmj.com/content/27/3/187

and
https://www.researchgate.net/publication/355132966_The_uses_and_a
buses_of systematic_reviews

and

https://medicalupdateonline.com/2021/08/critical-questions-on-
theivermectin-

meta-analysis/.

(I note that in order to have this submission accepted, | have to state
that it is all true, with a penalty if not. | cannot vouch for the truth of
others’ work in the links provided; whether they are accepted as truth is
a matter for the reviewing committee. This is as you would expect where
there are competing discourses.)

ACMS
Ivermectin
There is a bit of a backstory to my first submission to the ACMS lodged
recently, which | think is important, because it goes to explain my
motivation for submitting.
Like a lot of Australians,

were excluded from those permitted to
receive the new antivirals sotrovimab, nirmaltrevir/ritonavir or
molnupiravir. So the authorities had consigned us, along with all those in
our cohort, to the dustbin of history. We were to be sacrificial fodder to
a blinkered policy. We were not to be treated with anything likely to
attack the virus until the disease had progressed far enough to land us in
hospital. No policy of “health in the home”packs, as issued in some
countries overseas. lvermectin prescribed by a doctor wasn’t going to kil
us, and it had the potential to be better than doing nothing. The
alternative was possible death or long term health issues, after a
potentially very unpleasant hospital stay, seriously stretching health
staff support.

In late August 2022, | wrote to a doctor, saying in February | had applied
to the TGA to be allowed to be prescribed ivermectin. Access to an early
treatment antiviral could have meant the difference between life and
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death for us. The TGA said it wasn’t their decision. | then wrote to the
Health Department secretary. After phone calls in which | was told key
officers wouldn’t take my calls, eventually | got a reply (see it and my
comment below at *1), saying the matter rested with the Secretary’s
delegate, apparently a senior medical officer, that the Secretary had no
power to vary it for my wife and I, and that any decision to vary the
September 2021 decision on ivermectin would not be considered until
November 2022. This was with covid deaths running at about 12 times
the road toll, worse than the previous two years, and afflicting a greater
proportion of the elderly. They still are running at about ten times.

| was sent from pillar to post, totally disappointed in the Ombudsman’s
attitude, and six months and about 8500 covid deaths later, | was yet to
find out who the delegate to the Secretary for Health was. | still don’t. |
cited legal authority back then to the Ombudsman for the fact that a
delegator does not lose their decision making power even if they
appointa delegate. (Huth vs. Clark). The Ombudsman had said they
lacked medical expertise, even though | had raised a matter of
administrative procedure, not medicine per se.

The AAT when contacted pointed out that Parliament had severely
circumscribed, in the enabling Act, their power to oversight the TGA,
limiting appeals to certain aspects, largely offering drug and device
companies appeal routes but not ordinary members of the public.

Small wonder then that | became actively interested in another way of
trying to save our lives with early treatment, if needed, and that is the
use, based on several reported trials eg. Koshak, Ashraf, of Nigella sativa,
the seed found on Turkish bread.

The rules around antivirals changed again later in 2022, ar- and
are now eligible, but many still aren’t. Having said that, in inquiries at
our local level, there was inadequate current knowledge at the GP
pharmacies about the new antivirals from about February 2022 to July
2022, even with an RACGP online seminar occurring in April 2022.
Parallel approaches to early stage treatment

I should also note the marked lack of medico-scientific drive in Australia
since 2020 to carry out any trials of potential early effect-ameliorating
treatments, even at the simple level of iodine or other throat gargles,
and nasal sprays. Cepharanthine, an OTC drug in Japan, noted in 2020 by
the NSW treatment guidelines authority, was not trialled, even though it
showed promise in combination with ritonavir in in vitro trials in China
by HH Fan, in in vitro trials by Ohashi, and it was reviewed by
Rogoznitsky. | even offered to buy some for Monash University to try
against covid in vitro.

Pointing out to a number of people in the public arena about the
potential benefits of promising treatment (even a ten percent reduction
in hospital admissions due to early stage treatment of ambulant patients
would reduce the stresses on the health system and its staff) fell on deaf
ears.

It is worth remembering too that Ramos, a cardiopulmonary specialist in
Peru wrote up success with ivermectin in May 2020, and Aguirre Chang,
Chesler and Tavares in three separate countries also noted beneficial
effects around that time. Chetty in Kwazulu also noted in October 2020
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the benefits of of early treatment of incipient hypoxia with
antihistamine

and steroid.

*1

“RE: Request for exemption from your decision of 10.9.21
[SEC=OFFICIAL]

| have no authority or delegation to provide the approval you request for
two reasons.

Firstly, | was not the decision-maker regarding the changes to ivermectin
access. Secondly, the decision is implemented in law by your state
government not the commonwealth.

If you are seeking an ivermectin prescription | suggest you make an
appointment with a relevant specialist who can prescribe if they see it
medically appropriate.

Note however the approved oral antivirals are now available in every
state and territory.

Adjunct Prof John Skerritt FTSE FIPAA (Vic)

Deputy Secretary for Health Products Regulation

Australian Government Department of Health

PO Box 100 Woden ACT 2606 AUSTRALIA”

Comment: Yet the states and territories take their lead from the
Commonwealth, and secondly there was a very low chance of getting a
script early enough in the course of the disease, given the pressure on
GPs and the time it would take to get an appointment with a designated
type of specialist with a referral in the midst of the pandemic pressure.

Supplementary Submission

Is it true that in the weeks after the September 2021 decision on
ivermectin, at least some members who attended that ACMS meeting
were unwilling to account for their vote to the public they represented?

The applicant proposes removal of the appendix D entry for ivermectin.
In preparing this response | have considered both the summary on the
TGA website for consultation, and a copy of the application (dated 13th
of August, resubmitted 20th of August) shared by the applicant on his
public twitter account.

The proposal asserts:

- The original appendix D listing was “possibly crimina
- lvermectin is an effective agent in the prevention of covid-19

- lvermectin is an effective agent in the treatment of covid-19

- There is “black market” use of veterinary ivermectin

- Vaccines have been less effective than hoped

- African countries use ivermectin and have low rates of covid-19,
providing evidence ivermectin works.

Firstly, | am not able to comment on any purported criminality of the
Appendix D listing, however | will attempt to address the rest.

Secondly the assertion that ivermectin prevents or treats covid 19 is not
in line with the best available evidence syntheses, including a Cochrane
review and the National Covid-19 Evidence Taskforce. The application
lists a handful of low quality studies not systematically selected, and a
single (more than 1 year old) meta-analysis in which the only study to
show a significant decrease in death has since been retracted. It also

IH
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ignores many major major trials from reputable journals such as NEJM
and JAMA which failed to show a benefit from ivermectin in Covid. The
capacity of a non-systematic evidence review such as the one presented
here to meaningfully alter assessments of efficacy (in the face of gold
standard structured syntheses reaching the opposite conclusion) is
negligible.

Thirdly the assertion of veterinarian [sic] ivermectin use in Australia is
not supported by any objective evidence, the application does not
identify any instance in which veterinary ivermectin has been used in
this way in Australia, and this should be considered a theoretical
consideration at most.

Fourthly the relative effectiveness of vaccines (which remains high
against serious disease) is not a directly relevant consideration for
altering the listing of ivermectin.

Fifthly direct comparison of sub-Saharan African countries’ official rates
of diagnosis to rates of diagnosis in other (often higher income)
countries is not meaningful, as it will largely be a marker for the
development and comprehensiveness of public health surveillance and
monitoring infrastructure. That is, differences that represent
ascertainment bias should not be ascribed to ivermectin. In a recent BMJ
Global Health article (10.1136/bmjgh-2022-008477) rates of
underdiagnosis greater than 13 times, the highest in the world, were
observed in Kenya, the only African country with data included.

Finally, under the provision to consider “any other matters necessary to
protect public health” | would make that point that the decision on
whether to remove the appendix D listing in response to this (heavily
reported) application is not simply about whether the original appendix
D listing was justified. This application specifically argues that ivermectin
is effective at treating and preventing covid-19 and the acceptance of
this application by the TGA would be publicly perceived as a de facto
endorsement of ivermectin for these indications. While | am not saying
that no application could be prepared that would justify such a change in
listing (I neither support nor reject such a proposition), | am saying that
is not possible to accept this particular application which is explicitly and
publicly based around purported efficacy of the drug for treating covid
without the TGA being taken to publicly endorse it for this indication.

1s - R ' o'ov/<: the covd
19 response from early 2020 and became aware of the work overseas
doctors were doing in finding effective early treatment options. Clinical
reports and clinical trials in numerous countries demonstrated that
ivermectin was effective in both treatment and prophylaxis. It may be
that these trials were not large, but the totality of evidence is convincing
and it continues to build (see supporting references in Dr. Fidge's
application). Also, it should be recalled that the principles of
evidencebased

medicine include the knowledge of experienced physicians and

informed patient choice. Denying real world medical experience and
relying solely on incomplete data provided by pharmaceutical companies
can have deleterious outcomes.

| obtained ivermectin in case | contracted covid 19, which subsequently
occurred in January 2022. | took ivermectin as indicated in protocols
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developed by doctors who had collectively and successfully treated
thousands of patients overseas and in Australia. My illness was mild and

asted only e cey SN

’

| recovered very well.

The hysteria in the press about ivermectin as a 'horse-dewormer' did a
great disservice to the public and possibly influenced the thinking of
health professionals. Nobel prizes in medicine are not given for
veterinary treatments. And as the TGA is aware from its own safety
study, ivermectin is safer than many over-the-counter (OTC) products
and is on the WHO list of essential medicines.

The effective banning of ivermectin in September 2021 was a huge
shock

to me. | could not fathom that a government agency would deprive
people of a safe and effective medicine. The 'rationale' published by the
TGA at the time was unconvincing, devoid of evidence, and frankly
embarrassing. The impact of the ban, | believe, led to a much-increased
number of severe covid 19 infections, overwhelmed hospitals, and quite
likely the unnecessary deaths of numerous Australians. Harmful
lockdowns would not have been required had widespread early
treatment with ivermectin (and other useful medicines and
nutraceuticals) been supported by the TGA and public health officials.
The advice to 'not treat' was unconscionable.

A 'vaccines are the only solution' approach was reductionist, poorly
researched, coercive, and overlooked the wider holistic approaches on
which many past public health successes were founded.

| support a Royal Commission into the handling of the pandemic, with
terms of reference that include the actions of the TGA. The Commission
should investigate the banning of GPs from prescribing ivermectin, and
also the inadequate process for collecting adverse events. As a novel and
rushed vaccine, there should have been a serious research program
established to ensure thorough collection of adverse events data in
Australia. Ongoing education should have been provided to doctors
about the emerging range of adverse events, many not previously
encountered in traditional vaccines, to enable informed responses and
patient support.

The TGA's current reporting system is complex and time-consuming.
There are widespread anecdotes of doctors commenting that they do
not have time to enter reports, or even that they were unaware of this
reporting system. Doctors also act as gatekeepers, making uninformed
decisions about whether to report potential vaccine injuries, which
contributes to under-reporting of adverse events.

The participation of the TGA in enabling vaccine coercion in this country
has most likely contributed to a higher number of vaccine adverse
events (including deaths) than would have occurred if ivermectin had
remained available as a treatment option.

Issues such as those raised above are deserving of investigation.

Many countries and jurisdictions around the world have employed
ivermectin against covid 19 and the number continues to grow. For
example:

e Worldwide, over two billion people in multiple countries and
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jurisdictions are now covered by ivermectin: https://ivmstatus.com/

¢ In April 2022, Tennessee legislated to enable OTC purchase of
ivermectin:
https://www.einnews.com/pr_news/572339675/ivermectinnow-
available-over-the-counter-from-pharmacists-in-tennessee

e Twenty-eight US states have now legislated to promote ivermectin
access: https://www.beckershospitalreview.com/pharmacy/28-
stateshave-

legislation-to-promote-ivermectin-access.html

Hundreds of thousands of people, possibly millions, have benefitted
from this treatment, and many are aware of unjustified attacks and bans
on ivermectin, particularly in Western countries.

As a medicines regulator that is globally admired, the TGA risks
devaluing

its well-earned reputation by continuing to make ivermectin unavailable
to the majority of Australians. At least nine anti-viral drugs were
provisionally approved over the period 2020-2022, some with less
evidence than was available for ivermectin.

Approval and purchase of these patented drugs transferred millions of
taxpayer dollars to the pharmaceutical industry, while the banning of
ivermectin - safe, effective, and cheap - disenfranchised GPs and harmed
the public.

Finally, covid 19 variants will likely emerge in future and 'updated'
vaccines be developed in response. As vaccine development lags behind
the ability of a respiratory virus to mutate, such vaccines could have low
effectiveness. lvermectin has demonstrated in vitro effectiveness against
a range of covid variants (Delandre et al 2022:
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9024598/ ) and its
availability for prescription by GPs could provide a more nimble
response

to future outbreaks.

Much damage has been done in Australia by policies that were, in
hindsight, misguided. Erosion of trust in our health institutions, who are
meant to put the interests of Australians first, is a regrettable outcome
of many poor decisions made during the pandemic. The denial of
ivermectin to the population is, in my opinion, one of the most serious.
Divisions have arisen in the medical profession, and between doctors
and their professional associations and regulators. But perhaps the
worst

outcome is that patients no longer can count on their GPs for effective
early treatment against covid 19, or for informed consent.

In conclusion, | fully support Dr Fidge's application to delete the
appendix D, item 10 listing for ivermectin, which was inserted on 11
September 2021. | respectfully request that the TGA find a way to
enable

GPs to prescribe ivermectin as an antiviral drug.

Ivermectin should NEVER have been removed by the TGA, because of its
world-wide long-term use since 1998. As per the Spectator article
24.7.2021 https://spectator.com.au/2021/07/ivermectin-its-as-aussieas-
vegemite/

(extract):
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"...The TGA says more robust clinical trials are needed yet officials in
Mexico showed a quicker way to test ivermectin’s efficacy and save lives
in a pandemic. They organised a trial last year and distributed an
ivermectin therapy to anyone who tested positive and wanted to take
the drug between November and January. Of 200,000 people who
tested

positive, there was a 76 per cent reduction in hospitalisation in the
80,000 that used ivermectin.

As for safety, 3.7 billion doses of ivermectin have been used since 1987
and in 30 years, only 20 deaths following its use have been reported to
the UN’s Vigi-Access database. Compare that to remdesivir, which has
been given emergency use authorisation to treat Covid in Australian
hospitals. In 12 months, there have been 551 deaths reported. Indeed, a
study published in the prestigious Journal of the American Medical
Association this week found remdesivir did not increase survival, just
time spent in hospital.

As for the Covid vaccines, in six months 8,589 deaths have been
reported

to the UN database and 1,490,915 adverse reactions. In Australia, the
TGA has confirmed 83 cases of thrombosis with thrombocytopenia, 24
treated in ICU, 3 fatal, 31 reports of suspected immune
thrombocytopenia, one fatal, 52 reports of Guillain-Barre syndrome, one
death of a patient who died from multi-organ failure and had signs of
capillary leak syndrome, 50 cases of suspected myocarditis/pericarditis,
all linked to Covid vaccinations. In addition, there are another 373
deaths and almost 40,000 adverse reports that may later be linked to
vaccination...."

Notably the TGA 48-page "Consultation: Proposed amendments to the
Poisons Standard - ACCS, ACMS and joint ACCS/ACMS meetings
November 2022", specifically pages 12-13 is highly misleading
information with regards the TGA DAEN information on Ilvermectin i.e.
32 case reports and 5 deaths. The TGA should have truthfully advised
that the first ever DAEN case report on this drug was dated back in 1998.
Hence in 24 years, only 32 case reports and sadly 5 deaths. Compare this
to the global trial COVID-19 injectable products on the TGA DAEN with
under 2 years of use and yet has caused outright massive harm to
Australians with over 132,000 single suspected 'medicine' reports and
937 deaths (including 8 children aged under 18). This COVID-19 data
does NOT include the under-reporting factor, as most cases can
individually take up to 20 mins to enter on the complicated TGA DAEN
website.

Please refer to these links for real-time analysis and relevant studies
involving lvermectin for COVID-19 treatment:

1. https://c19early.com

COVID-19 early treatment: real-time analysis of 2,158 studies Analysis of
47 COVID early treatments, approvals in 74 countries, database of 1,713
treatments (including lvermectin)

2. https://c19ivermectin.com

Invermectin for COVID-19 - 92 studies 979 scientists, 134,148 patients
across 27 countries. Quote: "Statistically significant improvement for
mortality, ventilation, IC, hospitalization, recovery, cases and viral
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clearance".

Please note a study was published on https://c19ivermectin.com on
"Sep 8" and has since been suspiciously or 'conveniently' removed from
this website. However, in anticipation of the possible event of
censorship, | screenprinted 2 images from this study (originally published
on Sept 8) and sent it to a Cardiologist in Melbourne on Sept. 15, 2022.

| have placed those 2 screenprint images into the attached PDF as
EVIDENCE REMOVED about ivermectin treatment for COVID-19. Quote
shown from this removed publication (as indicated in saved screenprint
image:

"Over 20 countries adopted ivermectin for COVID-19. The evidence base
is much larger and has much lower conflict of interest than typically used
to approve drugs."

Please see 2 screenprint images in PDF attached to my submission.

| completely support the amendment for the re-introduction i.e.
registered for use approval of lvermectin.

One suggested improvement is for the TGA. In future, the TGA should
not hastily withdraw an obviously successful product, without
widespread open-debate and with transparency for an openconsultation
process (with no conflicts of interest of $ factor influence).

Please advise the outcome of this "Public Consultation".

Thank you.

Rgds,

Sharon Cousins

Independent Researcher & Writer

Ivermectin should NEVER have been witheld from the public as a cure
for covid.

The TGAs lack of research on the safety and efficacy of lvermectin for
both prophylactic and therapeutic treatment of SARS-COV-2 has
compromised the health outcomes of millions of Australians.

The largest study available on the effectiveness of lvermectin which
since 1975 has been used by humans has proven that Ilvermectin could
have saved hundreds of Australians from SARS-COV-2.

The Daily Sceptic

Ivermectin Cuts Covid Mortality by 92%, Major Study Finds — Why is it
Still Not Approved?

BY WILL JONES 3 SEPTEMBER 2022 5:55 PM

Ivermectin: Cheap Covid Treatment Shown to be Highly Effective in New
Peer-Reviewed Study

Regular use of ivermectin led to a 100% reduction in hospitalisation rate,
a 92% reduction in mortality rate and an 86% reduction in the risk of
dying from a COVID-19 infection when compared to non-users, a major
new study has found.

The study, published in the medical journal Cureus, analysed data from
223,128 people from the city of Itajai in Brazil and is the largest study of
its kind, giving its findings a high degree of certainty. Senior author Dr.
Flavio A. Cadegiani wrote on Twitter: “An observational study with the
size and level of analysis as ours is hardly achieved and infeasible to be
conducted as a randomised clinical trial. Conclusions are hard to be
refuted. Data is data, regardless of your beliefs.”

The study compared those who took ivermectin regularly, irregularly and
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not at all prior to being infected with COVID-19 (i.e., as prophylaxis), and
found a dose-dependent relationship, confirming that the difference in
outcomes is very likely to be due to the drug and not other factors, such
as differences between the groups.

The authors used a technique called ‘propensity score matching’ to
control for confounding factors that may otherwise have biased the
study in one direction or another. For example, those taking ivermectin
tended to be older than those not taking it (average age 47 years vs 40
years), but by matching people of similar age in each group and
comparing outcomes this confounding factor was controlled for.

Here is the abstract of the study, which summarises the methods and
results.

Background

We have previously demonstrated that ivermectin used as prophylaxis
for coronavirus disease 2019 (COVID-19), irrespective of the regularity,
in a strictly controlled citywide program in Southern Brazil (Itajai, Brazil),
was associated with reductions in COVID-19 infection, hospitalisation,
and mortality rates. In this study, our objective was to determine if the
regular use of ivermectin impacted the level of protection from COVID-
19 and related outcomes, reinforcing the efficacy of ivermectin through
the demonstration of a dose-response effect.

Methods

This exploratory analysis of a prospective observational study involved a
program that used ivermectin at a dose of 0.2 mg/kg/day for two
consecutive days, every 15 days, for 150 days. Regularity definitions
were as follows: regular users had 180 mg or more of ivermectin and
irregular users had up to 60 mg, in total, throughout the program.
Comparisons were made between non-users (subjects who did not use
ivermectin), and regular and irregular users after multivariate
adjustments. The full city database was used to calculate and compare
COVID-19 infection and the risk of dying from COVID-19. The COVID-19
database was used and propensity score matching (PSM) was employed
for hospitalisation and mortality rates.

Results

Among 223,128 subjects from the city of Itajai, 159,560 were 18 years
old or up and were not infected by COVID-19 until July 7th 2020, from
which 45,716 (28.7%) did not use and 113,844 (71.3%) used ivermectin.
Among ivermectin users, 33,971 (29.8%) used irregularly (up to 60 mg)
and 8,325 (7.3%) used regularly (more than 180 mg). The remaining
71,548 participants were not included in the analysis. COVID-19
infection

rate was 49% lower for regular users (3.40%) than non-users (6.64%)
(risk rate (RR): 0.51; 95% Cl: 0.45-0.58; p < 0.0001), and 25% lower than
irregular users (4.54%) (RR: 0.75; 95% Cl: 0.66-0.85; p < 0.0001). The
infection rate was 32% lower for irregular users than non-users (RR:
0.68; 95% Cl: 0.64-0.73; p < 0.0001).

Among COVID-19 [infected] participants, regular users were older and
had a higher prevalence of type 2 diabetes and hypertension than
irregular and non-users. After PSM, the matched analysis contained 283
subjects in each group of non-users and regular users, [283] between
regular users and irregular users, and 1,542 subjects between non-users
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and irregular users. The hospitalisation rate was reduced by 100% in
regular users compared to both irregular users and non-users (p <
0.0001), and by 29% among irregular users compared to non-users (RR:
0.781; 95% Cl: 0.49-1.05; p = 0.099). Mortality rate was 92% lower in
regular users than non-users (RR: 0.08; 95% Cl: 0.02-0.35; p = 0.0008)
and 84% lower than irregular users (RR: 0.16; 95% Cl: 0.04-0.71; p =
0.016), while irregular users had a 37% lower mortality rate reduction
than non-users (RR: 0.67; 95% Cl: 0.40-0.99; p = 0.049). Risk of dying
from COVID-19 [once infected] was 86% lower among regular users than
non-users (RR: 0.14; 95% Cl: 0.03-0.57; p = 0.006), and 72% lower than
irregular users (RR: 0.28; 95% Cl: 0.07-1.18; p = 0.083), while irregular
users had a 51% reduction compared to non-users (RR: 0.49; 95% Cl:
0.32-0.76; p = 0.001).

Conclusion

Non-use of ivermectin was associated with a 12.5-fold increase in
mortality rate and a seven-fold increased risk of dying from COVID-19
compared to the regular use of ivermectin. This dose-response efficacy
reinforces the prophylactic effects of ivermectin against COVID-19.

The authors draw particular attention to the dose-dependent
relationship as confirming the efficacy of the treatment:

The response pattern of ivermectin use and level of protection from
COVID-19-related outcomes was identified and consistent across dose
related levels. The reduction in COVID-19 infection rate occurred in a
consistent and significant dose-dependent manner, with reductions of
49% and 32% in regular and irregular users, when compared to
nonusers.

The most striking evidence of ivermectin’s effectiveness was the

100% reduction in mortality for female regular users.

The data in the study come from official government databases and,
according to the authors, “conclusively show that the risk of dying from
COVID-19 was lower for all regular and irregular users of ivermectin,
compared to non-users, considering the whole population”.

The study, while not a randomised controlled trial (RCT), used a “strictly
controlled population with a great level of control for confounding
factors” and was larger than would be feasible in an RCT.

The authors highlight a “notable reduction in risk of death in the over
50-

year-old population and those with comorbidities”.

They conclude that the evidence provided by the study is “among the
strongest and most conclusive data regarding ivermectin efficacy”.
Many governments have suppressed the use of ivermectin to treat
COVID-19, claiming there is a lack of evidence of efficacy. However, this
purported lack of evidence often relies on poorly designed trials and
biased conclusions. For example, a recent widely-reported RCT
concluded the study “did not show adequate support for the
effectiveness of this drug” — yet its own results showed statistically
significant benefits for speed of recovery as well as large (though not, in
that study, statistically significant) benefits for mechanical ventilation
and death. Participants also were not given the treatment until over a
week into having symptoms and the study may have been confounded
by people in the placebo arm also taking the drug.
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One of the new study’s authors and a seasoned proponent of
repurposed treatments like ivermectin, Dr. Pierre Kory, made clear his
thoughts on Twitter in April as he responded to an FDA tweet reminding
the public that ivermectin is not approved: “Messaging BS with one
corrupt study while ignoring 82 trials (33 RCTs) from 27 countries, 129K
patients — sum showing massive benefits. Stop lying man, people are
dying. #earlytreatmentworks.”

Social media companies have censored information about ivermectin,
often considering any suggestion that it is an effective treatment for
COVID-19 to be misinformation. Yet ivermectin is a cheap, safe drug that
many studies have shown brings considerable benefit in treating and
preventing COVID-19. The latest study impressively confirms this efficacy
as a prophylactic, with a reduction in mortality of up to 92%.

Shockingly, most governments still do not have a protocol for early
treatment or prevention of COVID-19. The NHS says treatment is only
available for those at high risk of serious disease who have a positive
test and symptoms that are not getting better. Its guidance on self-care
for people ill at home only recommends paracetamol and ibuprofen. Yet
here is a highly controlled study of over 200,000 people that shows huge
benefit — 92% reduction in mortality, 100% reduction in hospitalisation —
for the prophylactic use of a cheap, widely available drug, and which
confirms the results of multiple earlier studies. What are our
governments waiting for? What more do they need to approve drugs
that have been shown to save lives?
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Effect of Ivermectin vs Placebo on Time to Sustained Recovery

in Outpatients With Mild to Moderate COVID-19
A Randomized Clinical Trial

Susanna Naggie, MD, MHS; David R. Boulware, MD, MPH; Christopher J. Lindsell, PhD; Thomas G. Stewart, PhD;
Nina Gentile, MD; Sean Collins, MD, MSci; Matthew William McCarthy, MD; Dushyantha Jayaweera, MD;

Mario Castro, MD, MPH; Mark Sulkowski, MD; Kathleen McTigue, MD, MPH, MS; Florence Thicklin;

G. Michael Felker, MD, MHS; Adit A. Ginde, MD, MPH; Carolyn T. Bramante, MD, MPH; Alex J. Slandzicki, MD;
Ahab Gabriel, MD; Nirav S. Shah, MD, MPH; Leslie A. Lenert, MD, MS; Sarah E. Dunsmore, PhD;

Stacey J. Adam, PhD; Allison DeLong, BS; George Hanna, MD; April Remaly, BA; Rhonda Wilder, MS;

Sybil Wilson, RN; Elizabeth Shenkman, PhD; Adrian F. Hernandez, MD, MHS; for the Accelerating COVID-19
Therapeutic Interventions and Vaccines (ACTIV-6) Study Group and Investigators

IMPORTANCE The effectiveness of ivermectin to shorten symptom duration or prevent
hospitalization among outpatients in the US with mild to moderate symptomatic
COVID-19 is unknown.

OBJECTIVE To evaluate the efficacy of ivermectin, 400 pg/kg, daily for 3 days compared with
placebo for the treatment of early mild to moderate COVID-19.

DESIGN, SETTING, AND PARTICIPANTS ACTIV-6, an ongoing, decentralized, double-blind,
randomized, placebo-controlled platform trial, was designed to evaluate repurposed
therapies in outpatients with mild to moderate COVID-19. A total of 1591 participants aged 30
years and older with confirmed COVID-19, experiencing 2 or more symptoms of acute
infection for 7 days or less, were enrolled from June 23, 2021, through February 4, 2022,
with follow-up data through May 31, 2022, at 93 sites in the US.

INTERVENTIONS Participants were randomized to receive ivermectin, 400 pg/kg (n = 817),
daily for 3 days or placebo (n = 774).

MAIN OUTCOMES AND MEASURES Time to sustained recovery, defined as at least 3
consecutive days without symptoms. There were 7 secondary outcomes, including
a composite of hospitalization or death by day 28.

RESULTS Among 1800 participants who were randomized (mean [SD] age, 48 [12] years; 932
women [58.6%]; 753 [47.3%] reported receiving at least 2 doses of a SARS-CoV-2 vaccine),
1591 completed the trial. The hazard ratio (HR) for improvement in time to recovery was 1.07
(95% credible interval [Crl], 0.96-1.17; posterior P value [HR >1] = .91). The median time to
recovery was 12 days (IQR, 11-13) in the ivermectin group and 13 days (IQR, 12-14) in the
placebo group. There were 10 hospitalizations or deaths in the ivermectin group and 9 in the
placebo group (1.2% vs 1.2%; HR, 1.1[95% Crl, 0.4-2.6]). The most common serious adverse
events were COVID-19 pneumonia (ivermectin [n = 5]; placebo [n = 7]) and venous
thromboembolism (ivermectin [n = 1]; placebo [n = 5]).

CONCLUSIONS AND RELEVANCE Among outpatients with mild to moderate COVID-19,
treatment with ivermectin, compared with placebo, did not significantly improve time to
recovery. These findings do not support the use of ivermectin in patients with mild

to moderate COVID-19.

TRIAL REGISTRATION ClinicalTrials.gov Identifier: NCTO4885530

JAMA. doi:10.1001/jama.2022.18590
Published online October 21, 2022.

© 2022 American Medical Association. All rights reserved.
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espite advances in treatment of COVID-19, additional
therapies are needed, particularly in the outpatient set-
ting. Novel oral antivirals have been authorized for high-
risk individuals in high-income countries'-?; however, efficacy
of these drugs in vaccinated people is unclear and access glob-
ally is limited. For individuals in the US not considered at high
risk, no COVID-19 therapy is currently recommended.
Numerous repurposed drugs have been investigated for
COVID-19.%® To date, the study of repurposed drugs has been
largely in the inpatient setting for the treatment of severe
COVID-19.7° In the outpatient setting, repurposed drug studies
have been challenged by small sample sizes, design limitations,
and variable results, limiting the impact on clinical practice.
Ivermectin, an antiparasitic drug used worldwide for on-
chocerciasis and strongyloidiasis, emerged in 2020 as a po-
tential repurposed drug for COVID-19 due to an in vitro study
suggesting possible antiviral activity.!® Numerous ivermec-
tin studies have been completed across the spectrum of
COVID-19 disease severity.!° While early studies, particularly
in the inpatient setting, suggested potential treatment effect,
variability in dosing and overall study quality, followed by mul-
tiple article retractions, has resulted in controversy."** The larg-
est randomized outpatient trial to date, TOGETHER, enrolled
patients in Brazil with symptomatic mild to moderate COVID-
19. No clinical benefit of ivermectin (400 pg/kg daily for 3 days)
was observed for preventing disease progression.'*
Accelerating COVID-19 Therapeutic Interventions and Vac-
cines (ACTIV-6) is an ongoing, fully remote (decentralized),
double-blind, randomized, placebo-controlled, platform trial in-
vestigating repurposed drugs for the treatment of mild to mod-
erate COVID-19in the outpatient setting. This article reports the
effect of ivermectin, 400 ng/kg, daily for 3 days, compared with
placebo, for the treatment of early mild to moderate COVID-19.

Methods

Trial Design and Oversight
This double-blind, randomized, placebo-controlled platform pro-
tocol was designed to be flexible, allowing for use in a wide range
of settings within health care systems and the community. The
platform protocol enrolls outpatients with mild to moderate
COVID-19 with a confirmed positive polymerase chain reaction
or antigen test result for SARS-CoV-2, including home-based test-
ing. Each repurposed medication (study drug group) is further
described including drug-specific exclusion criteria in each drug-
specificappendix. The trial protocol and statistical analysis plan
are available in Supplement 1 and Supplement 2, respectively.
A governing institutional review board for each site ap-
proved the protocol. Informed consent was obtained from each
enrolled participant either via electronic consent or (in-
person consent) written process. An independent data moni-
toring committee oversaw the monitoring of participant safety,
efficacy, and trial conduct.

Participants
Recruitment into the platform trial opened on June 11, 2021, and
is ongoing. Participants were enrolled in the ivermectin group
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Key Points

Question Does ivermectin, 400 pg/kg, daily for 3 days, compared
with placebo, shorten symptom duration among adult (=30 years)
outpatients in the US with symptomatic mild to moderate COVID-19?

Findings In this double-blinded, randomized, placebo-controlled
platform trial conducted in the US during a period of Delta and
Omicron variant predominance, and that included 1591 adult
outpatients with COVID-19, the posterior probability of
improvement in time to recovery in those treated with ivermectin
vs placebo had a hazard ratio of 1.07, with a posterior probability
of benefit of .91. This did not meet the prespecified threshold of
posterior probability greater than .95.

Meaning These findings do not support the use of ivermectin in
outpatients with mild to moderate COVID-19.

or identical matched-placebo or contributing-placebo group
from June 23, 2021, through February 4, 2022, at 93 sites in the
US. The group was closed after meeting the prespecified ac-
crual goal. Participants were either identified by sites or self-
identified by contacting central study telephone hotline(s).

Sites verified eligibility criteria including age 30 years or
older, confirmed SARS-CoV-2 infection within 10 days, and 2
or more symptoms of acute COVID-19 for 7 days or less from
enrollment. Symptoms included fatigue, dyspnea, fever, cough,
nausea, vomiting, diarrhea, body aches, chills, headache, sore
throat, nasal symptoms, and loss of sense of taste or smell. Ex-
clusion criteria included hospitalization, study drug use within
14 days, or known allergy or contraindication to study drug
(Supplement 1). Vaccination was allowable, as were standard-
of-care therapies for COVID-19.

Randomization

Participants were randomized, using a random number gen-
erator, in a 2-step process (Figure 1). First, participants were
randomized with equal probability among the study drugs ac-
tively enrolling for which participants were eligible. Partici-
pants could choose to opt out of specific study drugs if they
or the site investigator did not feel there was equipoise. After
randomization among study drugs, participants were random-
ized to active agent or placebo in a ratio of m:1 where m is the
number of study drugs for which the participant was eligible.
The more study groups a participant was eligible for, the greater
the chance of receiving an active study drug. Participants eli-
gible for the ivermectin study drug group and another group(s)
but randomized to placebo for a different study drug were in-
cluded and contributed to the placebo group for ivermectin.

Interventions

A central pharmacy supplied ivermectin or placebo to partici-
pants via direct home delivery. Ivermectin was supplied as a
bottle of 15 7-mg tablets. Participants were instructed to take
a prespecified number of tablets for 3 consecutive days based
on their weight for a daily dose of approximately 400 pg/kg
(Supplement 1). Packaging for matched placebo was identical
to that of ivermectin. Packaging for other contributing pla-
cebo was identical to that of the associated study drug.
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Figure 1. Flow Diagram of Participants in the Accelerating COVID-19 Therapeutic Interventions

and Vaccines (ACTIV-6) Trial

13731 Self-identified, nonhospitalized adults with test-
demonstrated COVID-19 assessed for eligibility

10274 Excluded
7811 Did not return a consent form
2024 Consented to at least 1 study group
not including ivermectin
439 Returned a consent form but declined
to participate in any study group

3457 Reported meeting inclusion criteria
and consented for ivermectin

905 Excluded as ineligible for ivermectin
399 Did not meet inclusion criteria
270 Did not complete screening information
161 Eligible but elected not to continue

—>] 28 Taking warfarin

20 Pregnant, possibly pregnant, or breastfeeding
12 Drug allergy to ivermectin
10 Current or recent COVID-19 hospitalization

5 Kidney disease

2552 Eligible for ivermectin and randomized?

L

1800 Randomized

752 Randomized to an alternative active
study drug in the platform trial

919 Randomized to receive ivermectin
817 Received ivermectin as randomized
102 Did not receive study medication in
the mail and were excluded

881 Randomized to receive placebo
545 Randomized to receive a placebo
matching ivermectin
229 Randomized to receive a placebo
matching an alternative active agent
107 Did not receive study medication in

Original Investigatl%ﬂcw&gglcﬂ

2 In this platform trial with multiple
study drugs, participants were able
to choose to which agents they
were willing to be randomized.
Participants were first randomized
1:m between placebo and study
drug, where m was the number of
study groups for which the

the mail and were excluded

participant was eligible and

|

consented to participate. Then,

817 Included in the primary analysis

774 Included in the primary analysis

participants were randomized with
1/m probability among the study

drugs for which they were eligible.

Outcome Measures

The primary measure of effectiveness was based on time to sus-
tained recovery, defined as achieving at least 3 consecutive days
without symptoms; this was selected a priori from among the
2 co-primary end points that remained available to other study
drugs in the platform (Supplement 2). Time to sustained re-
covery was the number of days between receipt of study drug
and the third of 3 consecutive days without symptoms. Par-
ticipants who died, by definition, did not recover regardless
of reported symptom freedom. Time to recovery was admin-
istratively censored at 28 days. Secondary outcomes in-
cluded the composite of hospitalization or death by day 28; the
difference in mean time spent unwell estimated from a longi-
tudinal ordinal model; the COVID Clinical Progression Scale
on days 7, 14, and 28; mortality through day 28; and hospital-
ization, urgent care visit, or emergency department visit
through day 28. The final secondary outcome per the statis-
tical analysis plan, PROMIS-29, is planned to be assessed
through day 90. Due to the longer 90-day follow-up, it is not
reported in this article.

jama.com

Trial Procedures
The study was designed as a fully remote, or decentralized, trial.
Screening and eligibility confirmation were participant reported
and site confirmed. A positive SARS-CoV-2 polymerase chain
reaction or antigen test result was verified prior to randomiza-
tion. At screening, participant-reported demographic informa-
tion was collected and included race and ethnicity, eligibility
criteria, medical history, concomitant medications, symptom
reporting, and quality of life questionnaires. Participant-reported
race and ethnicity were collected due to the disparity in the bur-
den of COVID-19 infection carried by marginalized communities
based on race and ethnicity. Participants were asked about eth-
nicity separately from race and were able to select any combina-
tion of race designations, including the option to not report any
designation. While demographic data remained participant-
reported, screening and enrollment could occur in person at sites
and unplanned study visits could occur in person or remotely,
as deemed appropriate by site investigators.

A central investigational pharmacy distributed the study
drug. Shipping and delivery were tracked. Participants must
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have received the study drug to be included in the analysis;
receipt of the study drug was defined as day 1 for this study.

Participants were asked to complete daily assessments
and report adverse events via the study portal through day
14, then at other intervals through day 28, and at the final
study visit at day 90. Assessments included symptoms and
severity, health care visits, and medications. If participants
were still reporting symptoms at day 14, they continued to be
assessed until they experienced 3 consecutive days without
symptoms or until day 28. At days 28 and 90, all participants
completed assessments. Additional details are available in
Supplement 1.

Statistical Analysis Plan

This ongoing platform trial was designed to be analyzed
accepting the possibility of adding and dropping groups as
the trial progresses. The general analytical approach was
regression modeling. Proportional hazard regression was
used for time-to-event analysis, and cumulative probability
ordinal regression models were used for ordinal outcomes. In
addition, mean time spent unwell was estimated using a lon-
gitudinal ordinal regression model as a quantification of ben-
efit (Supplement 2).

The planned primary end point analysis was a bayesian
proportional hazards model. The primary inferential (decision-
making) quantity was the posterior distribution for the treat-
ment assignment hazard ratio (HR), with HR >1indicating ben-
efit. If the posterior probability of benefit exceeded .95 at any
of the interim or final analyses, the trial would conclude effi-
cacy of the intervention. To preserve type I error less than .05,
the prior for the treatment effect parameter (on the log, rela-
tive hazard scale) was a normal distribution centered at O and
scaled to an SD of 0.1. All other parameter priors were nonin-
formative, using the software default of 2.5 times the ratio of
the SD of the outcome divided by the SD of the predictor vari-
able. The study design was estimated to have 80% power to
detect an HR of 1.2 in the primary end point.

The primary end point model included the following pre-
dictor variables in addition to randomization assignment: age
(as restricted cubic spline), sex, duration of symptoms prior
to receipt of study drug, calendar time (as restricted cubic
spline), vaccination status, geographic region (Northeast,
Midwest, South, West), call center indicator, and baseline
symptom severity. The proportional hazards assumption of the
primary end point was evaluated by generating visual diag-
nostics such as the log-log plot and plots of time-dependent
regression coefficients for each predictor in the model, a di-
agnostic that indicates deviations from proportionality if the
time-dependent coefficients are not constant in time.

Secondary end points were analyzed with bayesian regres-
sion models (either proportional hazards or proportional odds).
Noninformative priors were used for all parameters. Second-
ary end points were not used for formal decision-making, and
no decision threshold was selected. Because of the potential
for typeIerror due to multiple comparisons, findings for analy-
ses of secondary end points should be interpreted as explor-
atory. The same set of covariates used in the primary end point
model was used in the analysis of secondary end points, pro-
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vided the end point accrued enough events to be analyzed with
covariate adjustment.

To achieve this sample size in an ongoing platform trial,
once 1200 participants had been randomized to the study
group or to matching placebo and had received study drug, en-
rollment into the study group was halted. Some participants
had already consented to participate but had not received study
drug, and these participants continued in their assigned
study group.

As a platform trial, the primary analysis is implemented
separately for each study drug, where the placebo group con-
sists of contemporaneously randomized participants who
meet the eligibility criteria for that study drug; this includes
both matched and contributing placebo. From other remote
trials,® it was recognized that medication delivery (placebo
or active study drug) may not always occur (eg, failure of
delivery, participant withdrawal, or interval hospitalization).
For this trial, the full analysis set for the primary analyses
included all participants who received study drug and par-
ticipants were analyzed as assigned. All available data were
used to compare each active study drug vs placebo control,
regardless of postrandomization adherence to study proto-
cols. In both the primary and secondary end point analyses,
missing data among covariates were addressed with condi-
tional mean imputation because the amount of missing
covariate data was small (<4%).

A prespecified analysis tested for differential treatment ef-
fects as a function of preexisting participant characteristics.
Analysis of heterogeneity of treatment effect included age,
number of days of symptoms, body mass index, day 1 symp-
tom severity, calendar time (surrogate for SARS-CoV-2 vari-
ant), sex, and vaccination status; continuous variables were
modeled as such without creating subgroups.

Analyses were performed with R version 4.1 with the fol-
lowing primary packages: rstanarm, rmsb, and survival.!®

. |
Results

Study Population

Of the 3457 participants who met inclusion criteria and con-
sented to be evaluated for inclusion in the ivermectin group,
1591 were eligible for this study group; randomized to iver-
mectin, 400 pg/kg (n = 817), or placebo (n = 774); and re-
ceived study drug (Figure 1). Of participants receiving pla-
cebo, 545 (70%) received matching placebo and 229 (30%)
received placebo as part of a concurrent study group and con-
tributed to the pooled placebo group.

The mean (SD) age of the participants was 48 (12) years,
and 43% were aged 50 years or older (Table 1). The popula-
tion was 59% female, 7% identified as Black/African Ameri-
can, 81% identified as White, and 10% reported being of Latino/
Hispanic ethnicity. Although not required for enrollment, high-
risk comorbidities were prevalent, including body mass index
(calculated as weight in kilograms divided by height in me-
ters squared) greater than 30 (41%), diabetes (11.5%), hyper-
tension (26%), asthma (15%), and chronic obstructive pulmo-
nary disease (4%). Overall, 47% of participants reported
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Table 1. Baseline Characteristics

Group, No. (%)

Variable Ivermectin Placebo

No. 817 774

Age, median (IQR), y 47.0 (39.0-56.0) 48.0 (39.0-56.0)
<50y 476 (58.3) 435(56.2)

Sex
Female 508 (62.2) 424 (54.8)

Male 309 (37.8) 349 (45.1)
Prefer not to answer 0 1(0.1)

Race, not mutually exclusive®
American Indian or Alaska Native 18(2.2) 9(1.2)

Asian 20(2.5) 18(2.3)
Black or African American 57 (7.0) 56(7.2)
Middle Eastern or North African 31(3.8) 23(3.0)
Native Hawaiian or Other Pacific Islander 3(0.37) 3(0.39)
White 659 (80.7) 627 (81.0)

Ethnicity
Hispanic/Latino 93(11.4) 70 (9.0)

Not Hispanic/Latino 724 (88.6) 704 (91.0)

Region®
Midwest 157 (19.2) 166 (21.5)
Northeast 85(10.4) 68 (8.8)

South 475 (58.1) 455 (58.8)
West 100 (12.2) 85(11.0)

Recruited via call center® 127 (15.5) 112 (14.5)

BMI, median (IQR) 28.3(24.9-33.2) 28.3(24.9-33.3)
>30 334/816 (40.9) 314 (40.6)
Weight, median (IQR), kg 81.6(70.3-98.9) 83.9(70.3-100.2)

No. 816

Weight, >88 kg, No./total (%)
Medical history, No./total (%)°
High blood pressure
Asthma
Smoked, past year
Diabetes
Heart disease
COPD
Malignant cancer
Chronic kidney disease
COVID-19 vaccine status
Not vaccinated
Vaccinated, 1 dose

Vaccinated, 22 doses

Days between symptom onset and receipt of drug,

median (IQR)
Symptom burden on study day 1
None
Mild
Moderate
Severe
Remdesivir
Nirmatrelvir and ritonavir (Paxlovid)

Monoclonal antibodies

322/816 (39.5)

212/804 (26.4)
121/804 (15.1)
134/804 (16.7)
96/804 (12.0)
34/804 (4.2)
34/804 (4.2)
26 (3.2)

6/804 (0.75)

420 (51.4)
12 (1.5)
385 (47.1)
6 (5-8)

55 (6.7)
490 (60.0)
221(27.1)
51(6.2)
2(0.24)
1(0.12)
22(2.7)

343/774 (44.3)

203/756 (26.9)
120/756 (15.9)
103/756 (13.6)
88/756 (11.6)
36/756 (4.8)
23/756 (3.0)
22(2.8)

6/756 (0.79)

394 (50.9)
12 (1.6)
368 (47.6)
6 (4-7)

54 (7.0)
434(56.1)
247 (31.9)
39 (5.0)
2(0.26)
1(0.13)
25(3.2)

jama.com
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Abbreviations: BMI, body mass index
(calculated as weight in kilograms
divided by height in meters squared);
COPD, chronic obstructive pulmonary
disease.

2 Participants may have selected any
combination of the race descriptors,
including prefer not to answer.

5 The following state groups define
each region: Northeast includes
Connecticut, Maine, Massachusetts,
New Hampshire, Rhode Island,
Vermont, New Jersey, New York,
and Pennsylvania; Midwest includes
Indiana, lllinois, Michigan, Ohio,
Wisconsin, lowa, Kansas,
Minnesota, Missouri, Nebraska,
North Dakota, and South Dakota;
South includes Delaware,

Distrist of Columbia, Florida,
Georgia, Maryland, North Carolina,
South Carolina, Virginia, West
Virginia, Alabama, Kentucky,
Mississippi, Tennessee, Arkansas,
Louisiana, Oklahoma, and Texas;
and West includes Arizona,
Colorado, Idaho, New Mexico,
Montana, Utah, Neveda, Wyoming,
Alaska, California, Hawaii, Oregon,
and Washington.

¢ Alternatively, patients may have
been recruited at local clinical sites.

dMedical history was provided by
participants, responding to the
prompts: “Has a doctor told you
that you have any of the following?”
and "Have you ever experienced
any of the following (select all that
apply)” and "Have you ever smoked
tobacco products?”
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Table 2. Primary and Secondary Outcomes

Group, No. (%)

Adjusted estimate Posterior P value

lvermectin Placebo (95% Cr1)? (efficacy)
No. 817 774
Primary end point, time to recovery®
Skeptical prior (primary analysis) HR, 1.07 (0.96t0 1.17) 91
Noninformative prior (sensitivity analysis) HR, 1.09 (0.97 t0 1.22) .93
No prior (sensitivity analysis) HR, 1.09 (0.98 to 1.22)°¢
Secondary end points
Mortality at day 28 1(0.12) 0
Hospitalization or death through day 28 10(1.22) 9(1.16) HR, 1.1 (0.4 t0 2.6)¢ NE®
Hospitalization, urgent care, ED visit, or death through day 28 32 (3.9) 28(3.6) HR, 1.2 (0.6t0 1.8) .32

Clinical progression ordinal outcome scale”
Day 7
No.
Day 14
No.
Day 28
No.
Time unwell, mean (95% Crl), d

10.96 (10.78 to 11.15)

OR,0.81(0.50t01.13) .88

1582
OR, 0.76 (0.39t0 1.13) .89
1570
OR, 1.11(0.52t01.91) .45
1555

11.45(11.28t011.60) A, -0.49(-0.82t0-0.15) .99

Abbreviations: Crl, credible interval; ED, emergency department; HR, hazard
ratio; NE, not estimated; OR, odds ratio.

2 Unless otherwise noted, a highest-density credible interval. Adjustment
variables for time to recovery, mortality, composite clinical end points, and
clinical progression in addition to randomization assignment: age (as restricted
cubic spline), sex, duration of symptoms prior to receipt of study drug,
calendar time (as restricted cubic spline), vaccination status, geographic
region (Northeast, Midwest, South, West), call center indicator, and baseline
symptom severity.

bThe mean time unwell is estimated from receipt of study drug to achieving
sustained recovery. For direct comparison to studies that use the first
day of recovery, 2 days should be subtracted from these estimates.
Adjustment variables for mean time unwell in addition to randomization

assignment: age and calendar time. HR >1.0 is favorable for faster recovery for
ivermectin compared with placebo.

¢ Confidence interval.

dLow event rate precluded covariate adjustment.

€ Due to the low event rate, a posterior probability was not estimated.

f The description of the 8 levels of the clinical progression ordinal outcome
scale is reported in the eMethods in Supplement 3. Proportional odds were
not evaluated because most participants were either at home with limitations
or at home without limitations, resulting in a model that is approximately a
logistic regression. For the clinical progression ordinal outcome scale, an OR
<1.0is favorable for less progression for ivermectin compared with placebo.

receiving at least 2 doses of a COVID-19 vaccine. The median
time from symptom onset to receipt of study drug was 6 days
(IQR, 4-8). Baseline symptom prevalence and severity are de-
scribed in eTable 1in Supplement 3. Receipt of therapies avail-
able under US Food and Drug Administration approval or au-
thorization was uncommon (remdesivir, 0.3%; monoclonal
antibody, 3%; ritonavir-boosted nirmatrelvir, 0.1%).

Primary Outcome

In the full analysis population, the posterior probability of ben-
efit on the primary outcome of time to recovery between the
ivermectin and placebo groups was .91 (hazard ratio [HR], 1.07
[95% credible interval [CrI], 0.96-1.17) where an HR >1 is for
faster symptom resolution in the active drug group (Table 2,
Figure 2A). The median time to recovery was 12 days (IQR,
11-13) in the ivermectin group and 13 days (IQR, 12-14) in the
placebo group. This posterior probability of the primary out-
come was below the prespecified threshold of .95 (Supple-
ment 2). Diagnostics did not indicate a violation of the pro-
portional hazard assumption. Because the rate of enrollment
was sorapid, it was not possible to complete the interim analy-
ses. The analyses of the primary end point unadjusted for in-
terim looks at the data resulted in similar point and interval
estimates (noninformative prior, no prior) (Table 2). The

JAMA Published online October 21,2022

unadjusted Kaplan-Meier analysis was consistent with the
model-based inference (Figure 3).

Secondary Outcomes

Hospitalization or death were uncommon, occurring in 1.2%
(10/817) in the ivermectin group and 1.2% (9/774) in the pla-
cebo group (HR, 1.1 [95% CrI, 0.4-2.6], where an HR >1 favors
placebo); there was 1 death in the ivermectin group (Table 2;
eFigure 1A in Supplement 3). The composite secondary out-
come of urgent or emergency care visits, hospitalizations, or
death was similar for ivermectin (3.9% [32/817]) compared with
placebo (3.6% [28/774]) (HR, 1.2 [95% CrI, 0.6-1.8], where an
HR >1favors placebo) (Table 2, Figure 2B; eFigure 1Bin Supple-
ment 3). For the ordinal outcome at day 14, the difference in
the amount of time spent feeling unwell with COVID-19 was
estimated to be 0.49 days (95% Crl, 0.15-0.82 days) in favor
of ivermectin. The posterior probability that this benefit ex-
ceeds 1day was less than 0.01 (Figure 2C). The posterior prob-
ability of any benefit observed with the COVID Clinical Pro-
gression Scale at days 7, 14, and 28 was .88, .89, and .45,
respectively (Table 2; eFigure 2 in Supplement 3). Because most
participants were home (the lowest 2 levels of the scale), the
model was approximately a logistic regression and questions
of proportionality were moot.
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Figure 2. Posterior Distributions of Effects for (A) Time to Sustained Recovery (1257 Observed Events); (B) Hospitalization, Urgent Care Visits,
Emergency Department Visits, or Death (60 Observed Events); and (C) Mean Time Unwell
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Heterogeneity of Treatment Effect Analyses

Tests for heterogeneity of treatment effect showed no overall
influence of the putative subgrouping variables on treatment
effects. The overall effect of symptom severity at day 1 was
not significant (P = .12) and all subgroup analyses across
symptom severity were neither controlled nor adjusted for
multiple comparisons (eFigure 3 in Supplement 3). There was
no evidence of a different treatment effect with ivermectin
compared with placebo for timing of symptom onset to
receipt of study drug, body mass index, calendar time, or
vaccination status.

Adverse Events

Adverse events were uncommon and similar in both groups
(2.8% with ivermectin; 3.5% with placebo). All but 1 recorded
event occurred in participants who confirmed taking their
study drug; 1 participant who reported not taking the study
drug experienced acute kidney injury. Ivermectin at 400 pg/kg

jama.com

was without additional serious adverse events compared with
placebo (ivermectin [n = 10]; placebo [n = 9]) (eTable 2 in
Supplement 3).

|
Discussion

Among outpatients with mild to moderate COVID-19, treat-
ment with ivermectin, 400 pug/kg, daily for 3 days, compared
with placebo, did not significantly improve time to recovery
in this large trial that enrolled more than 1500 participants in
the US. A lack of treatment effect was also seen for secondary
clinical outcomes including hospitalization, death, or acute care
visits. These findings do not support the use of ivermectin in
patients with mild to moderate COVID-19.

Although there are numerous published studies reporting
on the potential efficacy of ivermectin for the treatment of
COVID-19, many are in the inpatient setting and the majority
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Figure 3. Kaplan-Meier Curve for Primary Outcome of Time to Recovery
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Recovery occurs on the third of 3 consecutive days without symptoms. Sixty-six
participants were censored for nonresponse, and all others were followed up
until recovery, death, or the end of short-term 28-day follow-up.

are small, variable in population and dosing, and some have been
retracted.'* In the outpatient setting, larger well-designed trials
such as the current trial are emerging and do not support a clini-
cal benefit of ivermectin when used at a dose 0of 400 ng/kg daily
for 3 days. Thus, this study adds to the growing evidence that
there is not a clinically relevant treatment effect of ivermectin
at this dose and duration.

This study has several strengths. This was a double-
blind, randomized, placebo-controlled national study with
enrolling sites in 28 states and a call center able to recruit par-
ticipants from the remainder of the US. This ivermectin group
of the platform trial enrolled rapidly due to the Delta and
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Omicron variant surges and included both vaccinated and
unvaccinated patients, thus representing a highly relevant
study population.

Limitations

This study has several limitations. First, the low mortality
and hospitalization rates observed preclude drawing strict
inferences on whether there are statistical differences in
clinical event rates without much larger trials. Second, while
the inclusion criteria allow for a broad study population, this
study failed to achieve the level of representation desired for
underrepresented populations in terms of racial and ethnic
diversity. Third, ivermectin was dosed by weight to achieve a
goal dose of 400 pg/kg, but the maximum dose of ivermectin
provided by the study was 35 mg. While almost 42% of par-
ticipants had a weight of more than 88 kg and thus did not
achieve the goal dose, more than 75% of participants had a
weight of less than 100 kg and so received at least 90% of the
target dose. Fourth, due to the remote nature of the trial and
constraints related to timing of randomization, the median
time from start of symptoms to receipt of study drug was 6
days, which is later in the disease course than recent antiviral
trials.>> However, there was no evidence of a differential
treatment effect based on the median time of symptom onset
to receipt of study drug.

. |
Conclusions

Among outpatients with mild to moderate COVID-19, treatment
with ivermectin, compared with placebo, did not significantly
improve time to recovery. These findings do not support the
use of ivermectin in patients with mild to moderate COVID-19.
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1 Preliminary matters

1.1 Opening of the meeting

The 40th meeting of the Advisory Committee on Medicines Scheduling (the Committee) was held
at the Department of Health and Aged Care’s Fairbairn (ACT) office and via video conference on
16 November 2022.

The meeting was chaired by_, who opened the meeting at 10:03 am (AEDT)
and welcomed attending members and observers.

Members were informed that the discussions and recommendations of the Committee are
confidential until the interim decisions are published.

1.2 Attendance

A quorum was present for all decisions. Those present at the meeting were:

Committee members

Representation
Ministerial appointment
Ministerial appointment
Ministerial appointment
Ministerial appointment
Ministerial appointment
Ministerial appointment
Ministerial appointment
Commonwealth

NSW

VIC

QLD

WA

TAS

ACT

NT
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Guest speakers

Participation

Committee Secretariat (Commonwealth Department of Health and Aged Care)

Observers

Commonwealth Department of Health and Aged Care
(Therapeutic Goods Administration)

All
All
All
All
All
All

All

Pain Australia
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Apologies

1.3 Conflict of interest

Conflicts of interest declared prior to the meeting by _and_

were discussed.

1.4 Procedural matters

Members were informed of various housekeeping rules to ensure the smooth running of the
meeting via videoconference.

All present were reminded of confidentiality in relation to all matters discussed by the
Committee and that all decisions are to remain confidential until they are published along with
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the interim decision of the delegate! of the Secretary of the Department of Health and Aged Care
responsible for medicines scheduling (the Delegate).

2 Discussion ltem
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2.2 lvermectin

Advice for the Delegate’s consideration

The Committee recommended that no change be made to the scheduling of ivermectin in the
Poisons Standard.

Committee discussion

e The Committee considered the proposal that the Poisons Standard be amended to delete the
Appendix D entry relating to ivermectin. This would remove the restriction on the
prescribing of ivermectin for unapproved indications to medical specialists in nominated
fields.

e There was unanimous agreement that there is currently a lack of safety data to support both
the long-term and frequent use of ivermectin for unapproved indications. The regimens
suggested for its use in relation to COVID-19 differ to the approved use for parasitic
infections. Studies in relation to COVID-19 used variable dosing, often under different
conditions (including as part of combination treatments). It was noted that one US based
study using two doses of 200 ug/kg appeared to be safe, although there was no clinical
benefit demonstrated.

e Members raised concerns that there is limited additional evidence of efficacy available from
clinical studies from when the Committee last considered the scheduling of ivermectin,
despite studies purporting to demonstrate efficacy (and, according to the applicant’s
proposal, supporting removal of the Appendix D entry). The clinical data available are from
studies that are small (some neither controlled, nor peer-reviewed) and with various
outcomes and endpoints. In addition, a large proportion of studies are conducted in
countries with dissimilar standards of medical care compared to Australia.

e In October 2022, JAMAS published results of the ongoing ACTIV-6 trial into the effectiveness
of ivermectin in treating mild to moderate COVID-19. The investigation detailed a
randomised, double-blind, placebo-controlled study of 1800 participants. The study found
that ivermectin did not significantly improve recovery time compared with placebo after 3
days of treatment and does not support use of ivermectin in patients with mild to moderate
COVID-10.

5 Effect of Ivermectin vs Placebo on Time to Sustained Recovery in Qutpatients With Mild to Moderate COVID-19: A
Randomized Clinical Trial - PubMed (nih.gov)
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The Committee noted that the most recent Cochrane Reviews still does not support the use
of ivermectin for treating COVID-19 or preventing SARS-CoV-2 infection. However, noting
that the evidence base has improved slightly but is still limited:

— “For outpatients, there is currently low- to high-certainty evidence that ivermectin
has no beneficial effect for people with COVID-19. Based on the very low-certainty
evidence for inpatients, we are still uncertain whether ivermectin prevents death or
clinical worsening or increases serious adverse events, while there is low-certainty
evidence that it has no beneficial effect regarding clinical improvement, viral
clearance and adverse events. No evidence is available on ivermectin to prevent
SARS-CoV-2 infection. In this update, certainty of evidence increased through
higher quality trials including more participants. According to this review's living
approach, we will continually update our search”.

A Committee member noted that the National Covid Evidence Taskforce (NCET) does not
recommend the use of ivermectin for the treatment of COVID-19 and this view was
supported by the Pharmaceutical Society of Australia in their public submission.

Members disagreed with the applicant’s reasoning that the use of ivermectin is comparable
to using provisionally registered antivirals. The reasons included that provisionally
registered medicines must comply with a range of post-market conditions, including rolling
submission of further data, follow up studies, a risk management plan (RMP) and are subject
to the black triangle scheme—allowing the TGA to suspend or cancel products if safety
concerns are identified.

The Committee noted that, as per the considerations for amending Appendix D in the
Scheduling policy framework for medicines and chemicals (SPF),” ivermectin poses a specific
health risk that may be mitigated by restricting availability through specialist medical
practitioners, and therefore the entry in Appendix D for ivermectin should be retained.

The Committee discussed the opposition of leading peak bodies to the removal of the
Appendix D entry as proposed by the applicant. The Society of Hospital Pharmacists of
Australia (SHPA) stated that the evidence base for ivermectin remains poor. Further, the
treatment of parasitic infections should not be impeded by these restrictions and that there
are no restrictions on other TGA-approved treatments for the treatment and prevention for
COVID-19. The NSW Poisons Information Centre (NSW PIC) are still receiving a number of
calls regarding exposure to ivermectin since the scheduling restrictions were put in place, of
which 17 calls were relating to veterinary products, further demonstrating the continued
demand from consumers for the inappropriate use of ivermectin.

In summary, as the Committee had identified insufficient new evidence for efficacy and
safety to support the use of ivermectin for the prevention or treatment of COVID-19, it was
agreed that its advice was not to remove the existing Appendix D entry for ivermectin.

The reasons for the advice

Members agreed that the relevant matters under Section 52E(1) of the Therapeutic Goods Act
1989 included (a) the risks and benefits of the use of a substance; (b) the purpose for which a
substance is to be used and the extent of use of a substance; (c) the toxicity of a substance; (d)
the dosage, formulation, labelling, packaging and presentation of a substance; (e) the potential
for abuse of a substance; and (f) any other matters that the Secretary considers necessary to
protect public health.

6 l[vermectin for preventing and treating COVID-19 | Cochrane

7 Scheduling Policy Framework for Medicines and Chemicals (tga.gov.au
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The Committee’s reasons were:

a) the risks and benefits of the use of a substance

b)

d)

Risks:

Safety of higher doses used for prevention and treatment of COVID-19 is not well
established.

Evidence base for use in COVID-19 is not well established, in particular a lack of safety
data to support use and for prolonged use.

Benefits:

Established benefits for treatment of parasitic and helminth infections.

Benefit in relation to COVID-19 unlikely: No current recommendation for the use of
ivermectin in COVID-19, due to a lack of evidence.

the purposes for which a substance is to be used and the extent of use of a substance

Ivermectin is a broad spectrum anti-parasitic agent.

Registered indications include onchocerciasis, strongyloidiasis, crusted scabies in
conjunction with topical therapy; human sarcoptic scabies when prior topical
treatment has failed or is contraindicated.

[t is also used for rosacea (papulopustular), other intestinal nematode infections,
cutaneous larva migrans and lymphatic filariasis.

Not approved or recommended for prevention or treatment of COVID-19.

the toxicity of a substance

When used in high doses for the prevention or treatment of COVID-19, can result in
severe adverse events such as severe skin reactions accompanied by fever, chills and
aching muscles, severe blisters and bleeding in the lips, eyes, mouth, nose and
genitals, worsening asthma and swelling of the face, legs, ankles and feet.

Common adverse events include diarrhoea, nausea, dizziness and somnolence.

the dosage, formulation, labelling, packaging and presentation of a substance

Available in Australia as an oral dose form - Stromectol 3 mg tablets.

Also available as a topical formulation.

the potential for abuse of a substance

Nil.

any other matters that the Secretary considers necessary to protect public health

Appendix D entry is consistent with current recommendations for clinical indications
and COVID-19.

If removed from Appendix D there is potential to lead to shortages.

A change in the current entry may lead to patients not seeking (or delay in seeking)
appropriate medical treatment if infected with COVID-19.
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Allowing appropriate supplies for approved conditions.
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3 Next meeting
The members noted that the next meeting of the Committee is scheduled for 14-16 March 2023.

4 Closure
The Chair closed the meeting at 5:30 pm, 16 November 2022.
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COVID-19 Treatment Guidelines

lvermectin

Drug Info

Last Updated: February 11, 2021

Ivermectin is a Food and Drug Administration (FDA)-approved antiparasitic drug that is
used to treat several neglected tropical diseases, including onchocerciasis,
helminthiases, and scabies.! It is also being evaluated for its potential to reduce the rate
of malaria transmission by killing mosquitoes that feed on treated humans and
livestock.2 For these indications, ivermectin has been widely used and is generally well

tolerated."3 Ivermectin is not approved by the FDA for the treatment of any viral infection.

Proposed Mechanism of Action and Rationale for Use in Patients With
COVID-19

Reports from in vitro studies suggest that ivermectin acts by inhibiting the host importin
alpha/beta-1 nuclear transport proteins, which are part of a key intracellular transport
process that viruses hijack to enhance infection by suppressing the host’s antiviral
response.*5 In addition, ivermectin docking may interfere with the attachment of the
severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) spike protein to the
human cell membrane.® Ivermectin is thought to be a host-directed agent, which may be
the basis for its broad-spectrum activity in vitro against the viruses that cause dengue,
Zika, HIV, and yellow fever.#7-2 Despite this in vitro activity, no clinical trials have
reported a clinical benefit for ivermectin in patients with these viruses. Some studies of
ivermectin have also reported potential anti-inflammatory properties, which have been
postulated to be beneficial in people with COVID-19.10-12

Some observational cohorts and clinical trials have evaluated the use of ivermectin for
the prevention and treatment of COVID-19. Data from some of these studies can be found
in Table 2d.

Recommendation

¢ There is insufficient evidence for the COVID-19 Treatment Guidelines Panel (the Panel) to
recommend either for or against the use of ivermectin for the treatment of COVID-19.
Results from adequately powered, well-designed, and well-conducted clinical trials are
needed to provide more specific, evidence-based guidance on the role of ivermectin in the
treatment of COVID-19.

Rationale

Ivermectin has been shown to inhibit the replication of SARS-CoV-2 in cell cultures.'®
However, pharmacokinetic and pharmacodynamic studies suggest that achieving the
plasma concentrations necessary for the antiviral efficacy detected in vitro would require
administration of doses up to 100-fold higher than those approved for use in humans.!415
Even though ivermectin appears to accumulate in the lung tissue, predicted systemic
plasma and lung tissue concentrations are much lower than 2 uM, the half-maximal

inhibitory concentration (ICsg) against SARS-CoV-2 in vitro.'8'® Subcutaneous



administration of ivermectin 400 pg/kg had no effect on SARS-CoV-2 viral loads in
hamsters. However, there was a reduction in olfactory deficit (measured using a food-

finding test) and a reduction in the interleukin (IL)-6:IL-10 ratio in lung tissues.2°

Since the last revision of this section of the Guidelines, the results of several randomized
trials and retrospective cohort studies of ivermectin use in patients with COVID-19 have
been published in peer-reviewed journals or have been made available as manuscripts
ahead of peer review. Some clinical studies showed no benefits or worsening of disease

after ivermectin use,2-24

whereas others reported shorter time to resolution of disease
manifestations that were attributed to COVID-19,25-27 greater reduction in inflammatory
marker levels,?® shorter time to viral clearance,?! or lower mortality rates in patients who

received ivermectin than in patients who received comparator drugs or placebo.2"27

However, most of these studies had incomplete information and significant
methodological limitations, which make it difficult to exclude common causes of bias.

These limitations include:

¢ The sample size of most of the trials was small.

* Various doses and schedules of ivermectin were used.

* Some of the randomized controlled trials were open-label studies in which neither the
participants nor the investigators were blinded to the treatment arms.

« Patients received various concomitant medications (e.g., doxycycline, hydroxychloroquine,
azithromycin, zinc, corticosteroids) in addition to ivermectin or the comparator drug. This
confounded the assessment of the efficacy or safety of ivermectin.

* The severity of COVID-19 in the study participants was not always well described.

¢ The study outcome measures were not always clearly defined.

Table 2d includes summaries of key studies. Because most of these studies have
significant limitations, the Panel cannot draw definitive conclusions on the clinical
efficacy of ivermectin for the treatment of COVID-19. Results from adequately powered,
well-designed, and well-conducted clinical trials are needed to provide further guidance

on the role of ivermectin in the treatment of COVID-19.

Monitoring, Adverse Effects, and Drug-Drug Interactions

* |lvermectinis generally well tolerated. Adverse effects may include dizziness, pruritis,
nausea, or diarrhea.

* Neurological adverse effects have been reported with the use of ivermectin for the
treatment of onchocerciasis and other parasitic diseases, but it is not clear whether these
adverse effects were caused by ivermectin or the underlying conditions.28

¢ |vermectin is a minor cytochrome P 3A4 substrate and a p-glycoprotein substrate.

¢ |vermectin is generally given on an empty stomach with water; however, administering
ivermectin with food increases its bioavailability.

¢ The FDA issued a warning in April 2020 that ivermectin intended for use in animals should
not be used to treat COVID-19 in humans.

* Please see Table 2d for additional information.

Considerations in Preghancy

In animal studies, ivermectin was shown to be teratogenic when given in doses that were
maternotoxic. These results raise concerns about administering ivermectin to people who
are in the early stages of pregnancy (prior to 10 weeks gestation).22 A 2020 systematic
review and meta-analysis reviewed the incidence of poor maternal and fetal outcomes
after ivermectin was used for its antiparasitic properties during pregnancy. However, the
study was unable to establish a causal relationship between ivermectin use and poor

maternal or fetal outcomes due to the quality of evidence. There are numerous reports of
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. . . . . 30-32
inadvertent ivermectin use in early pregnancy without apparent adverse effects. Document 9
Therefore, there is insufficient evidence to establish the safety of using ivermectin in

pregnant people, especially those in the later stages of pregnancy.

One study reported that the ivermectin concentrations secreted in breastmilk after a
single oral dose were relatively low. No studies have evaluated the ivermectin

concentrations in breastmilk in patients who received multiple doses.

Considerations in Children

Ivermectin is used in children weighing >15 kg for the treatment of helminthic infections,
pediculosis, and scabies. The safety of using ivermectin in children weighing <15 kg has
not been well established. Ivermectin is generally well tolerated in children, with a side
effect profile similar to the one seen in adults. Currently, there are no available pediatric
data from clinical trials to inform the use of ivermectin for the treatment or prevention of
COVID-19 in children.

Clinical Trials

Several clinical trials that are evaluating the use of ivermectin for the treatment of
CQOVID-19 are currently underway or in development. Please see ClinicalTrials.gov for the

latest information.

References +
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