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About the Therapeutic Goods Administration (TGA)

The Therapeutic Goods Administration (TGA) is part of the Australian Government
Department of Health and Ageing, and is responsible for regulating medicines and
medical devices.

The TGA administers the Therapeutic Goods Act 1989 (the Act), applying a risk
management approach designed to ensure therapeutic goods supplied in Australia
meet acceptable standards of quality, safety and efficacy (performance), when
necessary.

The work of the TGA is based on applying scientific and clinical expertise to decision-
making, to ensure that the benefits to consumers outweigh any risks associated wi
the use of medicines and medical devices.

The TGA relies on the public, healthcare professionals and industry to repo’* . ~blems
with medicines or medical devices. TGA investigates reports received by " to
determine any necessary regulatory action.

To report a problem with a medicine or medical device, please s. t. “.iformation on
the TGA website <www.tga.gov.au>.

About Medsafe

T

Medsafe is the New Zealand Medicines and Medica! D¢ 71c s Safety Authority and is
responsible for the regulation of therapeutic prodic - 1. New Zealand through
administration of the Medicines Act 1981.

Medsafe is a business unit of the New Zea' ~»d 1 nistry of Health.

Medsafe’s Mission is: “To enhance the F=2a h of New Zealanders by regulating
medicines and medical devices to m¢ -ir . se safety and benefit.’

In working to achieve the stated i..;s .ion Medsafe:

— applies accepted interr~ti. ~al practice to the regulation of therapeutic products
— provides efficient s~ _s measured against agreed stated performance indicators

— prepares and maii. .ins regulatory guidelines reflecting sound science and
promoting ev. 'ence based decisions

— applies nic ¢ sses that are consistent, transparent and minimise the costs of
reguls .or raction

— piov. 'estimely and unbiased information to health professionals and consumers
ALt the safe use of therapeutic products.

‘i, out more about medicines regulation in New Zealand please see the information

on e Medsafe website at <www.medsafe.govt.nz>.
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Background to the early warning system

The Prime Ministers of Australia and New Zealand agreed on 20 June 2011 to proceed
with a joint scheme for the regulation of therapeutic products. The creation of a joint
regulatory scheme across both countries will safeguard public health and safety, while
encouraging economic integration and benefitting health professionals, consumers and
industry in both countries.

A number of initial joint TGA/Medsafe projects have been agreed aimed at initiating the
alignment of regulatory procedures. One of these business to business projects is to
establish a trans-Tasman early warning system of potential safety concerns around
therapeutic products. Further information about the formation of the Australia N w
Zealand Therapeutic Products Agency (ANZTPA) can be found on the TGA, Mea. f:and
transition to ANZTPA websites.

Introduction to the early warning cystem

The purpose of this business to business project between  aec TGA and Medsafe is:

e to establish a trans-Tasman early warning syste) “or .dvising the public about
potential safety concerns associated with med’. ne> and medical devices.

As a first step in this project, the TGA and M >«. ‘e consulted with the United States Food
and Drug Administration (FDA), Health Ca' a« and Health Singapore regarding their
current alerting systems for medicines . - information provided by these regulators
helped inform the background docur. i produced for the jointly organised workshops
with stakeholders held during A; 1. 912. There were three workshops held in
Melbourne, Sydney and Welli- .5 »n which were attended by consumer, health
professional, government- i0 ...dustry stakeholder representatives. The aim of these
workshops was to gather ~.nions on what safety concerns should be included in an early
warning system, and hen and how these safety concerns should be communicated. The
results of these w o hops have been compiled and shared with participants. The final
compilation ¢ ,cvment and workshop background document are available on the Medsafe,
TGA and A "7.. A websites.

Meds . has already trialled an early communication system called M2. Information from
ti  ti..cindicates that the publication of early communications can stimulate further
sonorting of adverse events. Actions have been taken as a result of these stimulated
“cports to improve medicine safety. For other concerns, which did not receive further
reports, the lack of new reports assisted Medsafe’s decision not to investigate the concern
further.

The next stage of this project was to identify and agree on a process for the early warning
system. To facilitate the development of the process, the TGA and Medsafe held a series of
internal workshops and discussions in August 2012. The process described in this

The Trans-Tasman Early Warning System (How the process will work in Auatralia and Page 6 of 50
New Zealand)
V1.0 March 2013


http://www.tga.gov.au/about/international-anztpa.htm
http://www.medsafe.govt.nz/hot/anztpa.asp
http://www.anztpa.org/index.htm
http://www.medsafe.govt.nz/Projects/B2/EWS.asp
http://www.tga.gov.au/about/international-anztpa-earlywarning.htm
http://www.anztpa.org/projects/ews.htm
http://www.medsafe.govt.nz/profs/M2MedicinesMonitoring.asp

MedSafe
Therapeutic Goods Administration

document is based on the results of these joint discussions and the stakeholder
workshops.

The scope of this project encompasses the creation of parallel communication systems in
Australia and New Zealand that use the same process.

The TGA and Medsafe will apply the agreed communication process independently to
potential safety issues identified with therapeutic products through their existing
therapeutic product vigilance processes. These communications will be country specific
and may differ reflecting different legislative requirements, and different availability
and/or usage of certain therapeutic products between Australia and New Zealand.

Outside the scope of this project:

o The therapeutic product safety vigilance processes in Australia and New Ze. ' u as
outlined in Figure 1 below (grey boxes).

e The creation of a single integrated early warning system (this m~v * c nsidered in
the future).

Development of a monitoring communication scheme for thera»=utic products new to the
market. The TGA is undertaking a feasibility study into the de ~lopment of an early post-
marketing risk communication scheme for therapeutic go ds with consideration of
international models as part of the Blueprint reform" 1 ~ram.

Overview of the early ~vairning system

The key principles of the early warni ¢ 7stem are:

Timely This will ¥ ac .ieved by prioritisation of safety concerns and prompt
assessm. *t «nd communication of these concerns (where required)
duri’ g t" e normal vigilance process.

Sustainable T1.- process, procedures and thresholds for communication have
Jeen designed to ensure the scheme will be sustainable by the TGA
and Medsafe.

Respr =12 The scheme will identify and communicate safety concerns relevant

to stakeholders and incorporate stakeholder feedback.

r7.gaging The scheme will provide useful advice targeted for different
stakeholders.

The location of the early warning system in the overall therapeutic product vigilance
process flow is outlined in Figure 1 below (green boxes);
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Figure 1: Location of the early warning system in the therapeutic product process
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There are several points in the therapeutic product vigilance process where the decision
to issue a communication can be made. Two different types of communication are
possible: monitoring communication and an alert communication.

The decision to issue a monitoring communication can be made either at:

e the initial assessment/risk analysis step when all safety concerns are considered and
may be communicated; or

o the signal investigation/assessment step when concerns deemed to be safety signals
are considered and may be communicated.

All the monitoring communications issued will have a subsequent communication
advising the outcome of the safety concern. The decision to issue an alert communic~ 0.
is made at the conclusion of the signal investigation/assessment and is made indep ~acat
of whether a monitoring communication was issued or not.

Follow up communication(s) may be issued after a monitoring communicat »n' .nd prior
to a final communication. These will be assessed on a case-by-case basi- « 1 will consider
such factors as:

o the estimated length of time the signal investigation/assessment will take to complete
e time since the monitoring communication was issued

e the complexity of the material

o thelevel of public interest in the potential safety . »<ern/signal

o feedback from consumers and/or health prnfe s unals on previous communications.

These communications will take the form et . > atert communication if sufficient
information is available, otherwise an ur 1a. will be made to the monitoring
communication.

Monitoring cor nunications

Monitoring commul. "ations are intended to:

e highlight potcr i ai safety concerns
e stimulste - erse eventreporting

e insti -tusers to follow the manufacturer’s product information/instructions for the
r cu cine or medical device (where applicable).

The  communications will advise consumers and health professionals of the nature of the
o ential concern, encourage consumers and health professionals to report adverse events
and where appropriate emphasise that they should follow the manufacturer’s product
information/instructions for the medicine or medical device. As the safety concern will
not have been reviewed in detail by the regulator at the time the monitoring
communication is published it is unlikely that any further advice will be available.

These communications may be issued at two stages of the therapeutic product vigilance
process:

e initial assessment/risk analysis step

e signal investigation/assessment step.
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The criteria for issuing these communications are described below.

Initial assessment/risk analysis

Safety concerns at this stage include all those detected by the regulator. These concerns
include those that are already known, coincidental events and safety signals.

Medsafe and the TGA already communicate on a regular basis to discuss new safety
concerns detected by each regulator. Medsafe currently informs the TGA about concerns
selected for inclusion on M2. Communications between the two regulators will continue
and expand as part of the early warning system.

Decision criteria

Safety concerns with medicines and medical devices will be considered for : msnitoring
communication at the initial assessment/risk analysis step if they meet t* ~1._.owing
criteria:

A
The product is available in Australia and/or New Zealand
Australia Entered on the Australian Reg’ste of Therapeutic Goods (ARTG)
New Zealand Approved medicines can' ¢ ~und in Medsafe’s product/application

search. Certain unapp:. /ec “aedicines are funded by PHARMAC.
Medical devices are ~n. .ned in the WAND database.

AND AT LEAST ONE OF THE FOLLO".v"Nu:

The potential safety concern c: u. be serious by international standards and there
may be insufficient informa’.. 1 .vailable to support a review at the time of the
communication.

For medicines, the @~finitic.1 of serious according to the International Conference on
Harmonisation of Tec. nical Requirements for Registration of Pharmaceuticals for Human
Use (ICH) - Clinic /' s fety data management: definitions and standards for expedited
reporting (E27 is.

e Aserou adverse event or reaction is any untoward medical occurrence that at any
de-~ 1 cults in death, is life threatening, requires inpatient hospitalisation or results in
t 2l ngation of existing hospitalisation, results in persistent or significant
1isability/incapacity, is a congenital anomaly, is a medically important event or
reaction.

For medical devices the definition used is an adverse event that has led to or might lead
to:

e death to a patient, user or other person; or

e aserious injury or serious deterioration to a patient, user or other person, including
— alife-threatening illness or injury
— permanent impairment of a body function

— permanent damage to a body structure
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— acondition necessitating medical or surgical intervention to prevent permanent
impairment of a body function or permanent damage to a body structure.

OR

There is or is likely to be interest in the potential safety concern from consumers,
health professionals, government or media.

This will be determined though the volume and/or nature of enquiries received by the
TGA and or Medsafe for the current concern or previous similar concerns. Enquires may
come from consumers, media, health professionals or other government agencies.

OR
Advice from an Expert Advisory Committee.

The TGA and Medsafe have a number of statutory advisory committees from wi. -*
independent expert advice on specific scientific and technical matters can b ot :ained.
This advice assists with the TGA and Medsafe’s regulatory decision maki - a..d other
regulatory processes. Relevant Expert Advisory Committees that mc -t ~_nsulted on
potential safety concerns include:

In Australia - Advisory Committee on the Safety of Medical Dev.. <s(ACSMD), Advisory

Committee on the Safety of Medicines (ACSOM) and Advisor « mmittee on the Safety of
Vaccines (ACSQV).

In New Zealand- Medicines Adverse Reaction Comm.. ¢ MARC), Medicines Classification

Committee (MCC) and Medicines Assessment Adv' s/ . Committee (MAACQ).

Signal investigation/asses. nient step

Safety concerns at this stage will ¢~ ~ially only include new concerns or changes in
frequency of known concerns f# 2. safety signal).

The TGA and Medsafe reg: “ariy discuss safety concerns considered to be safety signals.
Communications on thesc ~~.icerns will continue and expand as part of the early warning
system.

Decision ¢ it2ria
Safety co~ ce. is with medicines and medical devices will be considered for a monitoring

comp  ic.tion at the Signal Investigation/Assessment step if they meet the following

C :49A ~-

L
| Ple product is available in Australia and/or New Zealand.

Australia Entered on the Australian Register of Therapeutic Goods (ARTG)

New Zealand Approved medicines can be found in Medsafe’s product/application
search. Certain unapproved medicines are funded by PHARMAC. Medical
devices are contained in the WAND database.
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AND

Previously unknown safety concern or a significant change to the frequency of a
known safety concern.

A concern is considered to be previously unknown if it is the first time the regulator has
become aware of the concern, i.e. a new concern which is not outlined in the product
information for the therapeutic product.

A change in frequency is based on the previously reported frequency either from clinical
trials (as outlined in the product information) or as previously estimated from reporting
rates to the regulator.

AND
The source(s) are considered reliable.

Reliable sources include: spontaneous reports that meet the World Health ( -gchization
causality assessment of definite or probable for medicines or spontaneo’ . <eports that
meet the guidelines set out by the International Medical Device Regi. ~t. = <orum for
medical devices, other regulatory agency reports which include ass' ss. .le data, peer-
reviewed journal papers, unpublished data from sponsors where the stcudy had an
independent monitoring board or Periodic Safety Update Rep- cv ®SUR)/Periodic Benefit-
Risk Evaluation Report (PBRER) special review topics, evi . cc of a safety concern
provided by a member of a professional college.

AND

The regulator (TGA/Medsafe) is undertaki -‘a. nvestigation/assessment of the
safety concern.

AND AT LEAST ONE OF THE FOLLOWIL: ™
The safety concern is serious by " “te aational standards.

For medicines the definition ¢. . rious according to ICH - E2A is: A serious adverse
event or reaction is any v=tc .rd medical occurrence that at any dose results in death, is
life threatening, requires’ pr .tient hospitalisation or results in prolongation of existing
hospitalisation, resu s in persistent or significant disability/incapacity, is a congenital
anomaly, is a medi- ~ll, ‘mportant event or reaction.

For medical d vice, the definition used is an adverse event that has led to or might lead
to:

e de-th »~apatient, user or other person; or

e a.__.lous injury or serious deterioration to a patient, user or other person, including
— alife-threatening illness or injury
— permanent impairment of a body function
— permanent damage to a body structure

— acondition necessitating medical or surgical intervention to prevent permanent
impairment of a body function or permanent damage to a body structure.
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OR

There is or could be significant interest in the safety concern from consumers,
health professionals, government or media.

This will be determined through the volume and/or nature of enquiries received by the
TGA and or Medsafe for the current issue or previous similar issues. Enquires may come
from consumers, media, health professionals or other government agencies.

OR
Advice from an Expert Advisory Committee.

The TGA and Medsafe have a number of statutory advisory committees from which
independent expert advice on specific scientific and technical matters can be obtaii d.
This advice assists with the TGA and Medsafe’s regulatory decision making and. ov =1
regulatory processes. Relevant Expert Advisory Committees that may be cor~uic 1 on
potential safety concerns include:

In Australia - Advisory Committee on the Safety of Medical Devices | C. '), Advisory

Committee on the Safety of Medicines (ACSOM) and Advisory Comr tt _on the Safety of
Vaccines (ACSQV).

In New Zealand- Medicines Adverse Reaction Committee (MAk Y, Medicines Classification
Committee (MCC) and Medicines Assessment Advisory Co: m .tee (MAACQ).

Content of monitoring commu.»..ations

Following the decision to issue a monitorirg ~mmunication, the communication will be
drafted for publication on the TGA and/- = b dsafe early warning system webpages. A
copy of the draft communication will ;e ~l.ared with the other regulator. General
information on these types of safet- co~-cerns and how to report will be contained on the
early warning system webpages', ee Attachment 1). Hypothetical examples of monitoring
communications are also incl’ a. 11n Attachment 1.

Sponsor/mai ‘iIfacturer engagement

The sponsor(s) ot ! relevant products will be informed of communications. Sponsors are
requested to oii t out any factual inaccuracies in the communications but are not
expected *0 rovide other comments. Sponsors may also be requested to provide
informai. n about safety concerns which the regulator has decided require investigation.

~"onitoring communication publication

Once the communication has been approved a copy will be provided to the other regulator
and it will be published on the TGA and/or Medsafe websites. The location and format for
these publications is outlined below in the section describing the webpages. It is not
intended that these communications are actively provided to consumers and health
professionals. However, interested parties may subscribe to a website update email list,
which will notify users of these communications. Also users may subscribe to the RSS feed
to receive the latest content published on the TGA Internet site.

The Trans-Tasman Early Warning System (How the process will work in Auatralia and
New Zealand) V1.0
March 2013

Page 13 of 50


http://www.tga.gov.au/about/committees-acsmd.htm
http://www.tga.gov.au/about/committees-acsom.htm
http://www.tga.gov.au/about/committees-acsom.htm
http://www.tga.gov.au/about/committees-acsov.htm
http://www.tga.gov.au/about/committees-acsov.htm
http://www.medsafe.govt.nz/profs/MARC/MARC.asp
http://www.medsafe.govt.nz/profs/class/MedicinesClassificationCommittee.asp
http://www.medsafe.govt.nz/profs/class/MedicinesClassificationCommittee.asp
http://www.medsafe.govt.nz/regulatory/MAAC.asp

MedSafe
Therapeutic Goods Administration

Alert communication

The aim of the alert communication is to provide important information and
recommendations about therapeutic products (including where the TGA/Medsafe has
investigated a safety concern and no actions are required). Alerts will be provided once a
safety concern has been investigated. At this stage the TGA/Medsafe will have concluded
whether the safety concern is valid and what actions should be taken to improve the safety
of the product (including if no action is required). The alert communication may be
published prior to all the recommended actions being completed.

Some safety concerns may have had a monitoring communication published. Where thi- i.
the case, there will be links on the website between the alert communication and the
original monitoring communication.

The TGA and Medsafe regularly discuss safety concerns including the results fa
investigations undertaken. The TGA and Medsafe will share information on e .sions to
issue alerts.

Decision criteria

Safety concerns with medicines and medical devices wi'' L ~unsidered for an alert
communication if they meet the following criteria:

The safety concern has been assessed by the 1 2\ _ator (TGA/Medsafe)

This will be according to the existing therap. “tic product vigilance procedures of the TGA
or Medsafe.

AND AT LEAST ONE OF THE FOLLC * . |G:

The safety concern could be av. "ded by a behavioural change

For example, by not using *:e "_crapeutic product in a particular patient group.

OR

The safety conce 7. ~ould be detected prior to the use of the therapeutic product.

Medicines - t] 2s¢ are detectable risk factors such as renal function that can be assessed
before us~.

Medi  a. levices - there is a system or diagnostic test that can determine if the medical
d ic. L faulty prior to use.

-
s .

There is or likely to be interest in the safety concern from consumers, health
professionals, government or media.

This will be determined through the volume and/or nature of enquiries received by the
TGA and/or Medsafe for the current concern or previous similar concerns. Enquires may
come from consumers, media, health professionals or other government agencies.
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OR
Advice from an Expert Advisory Committee.

The TGA and Medsafe have a number of statutory advisory committees from which
independent expert advice on specific scientific and technical matters can be obtained.
This advice assists with the TGA and Medsafe’s regulatory decision making and other
regulatory processes. Relevant Expert Advisory Committees that may be consulted on
potential safety concerns include:

In Australia - Advisory Committee on the Safety of Medical Devices (ACSMD), Advisory

Committee on the Safety of Medicines (ACSOM) and Advisory Committee on the Safety of
Vaccines (ACSOV).

In New Zealand- Medicines Adverse Reaction Committee (MARC), Medicines Classifi. tiun
Committee (MCC) and Medicines Assessment Advisory Committee (MAAC).

Content of alert communications

Following the decision to issue an alert, the communication will be «.  .ted for publication
on the regulator’s website. A copy of the draft communication' ‘Ul be shared with the
other regulator. General information on these types of safetv . ncerns will be contained
on the early warning system webpages (see Attachmert 1 L rpothetical examples of alert
communications are also included in Attachment 1.

Sponsor/manufacturer enga_<=tient

The sponsor(s) of all relevant products v-ili 2 informed of communications. Sponsors are
requested to point out any factual ina_.1'r.ies in the communications but are not
expected to provide other commenr*s.

Sponsors may have also been = ~u sted to provide information about the safety concern
during the regulator’s investi_~* on.

Alert public2uan

Once the com™ urication has been approved, a copy will be provided to the other
regulator e- 4. will be published on the TGA and/or Medsafe websites. The location and
format f thcese publications is outlined below in the section on early warning system
webp .. s und in Attachment 1.

A.c *communications will be actively shared with relevant stakeholders (including other
. rernment departments, health professionals and consumers) as well as published on
ute TGA and/or Medsafe websites. It is likely that for some shared concerns that the
actions described in the alerts will be different. This is due to the differences in legislation,
usage and healthcare systems between Australia and New Zealand.
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Early Warning System Website Content

All safety communications will be published on either the TGA or Medsafe websites. Some
safety concerns may be published on both websites, but in country specific format. In
future, communications may also be published on the transition to ANZTPA website.

These communications will be country specific and may differ reflecting different
legislative requirements, and different availability and/or usage of certain therapeutic
products between Australia and New Zealand.

Location

In Australia the safety communications will be located on the TGA website in tk > s. 2ty
information tab with links from the consumers and health professional tabs  .inks to the
alerts will also be available in the news section.

In New Zealand the safety communications will be located on the Me: a1 website under
safety topics.

Structure

The structure of the early warning system website c. . “enc is shown below:

Figure 2: Proposed structure of the early v »~11" 1} system website content
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Warning System cal elevant pages Questions and
page i g unications pages Answers page

ort description to other regulator

F |

Monitoring Cc ‘mumcation Current
page

Limitations

General a”" ..ce

Curree*c. - .unications titles hyperlink to
ope* an. rneath

T~k archive

Alert Communications Current page
General warning

Current year alerts titles hyperlink to openin a

new page
Link to archive

A 4

Monitoring Communication Archive
page

General information

Arranged per year - hyperlink to open

A 4

Archive Alert Page

General information

Arranged per year - hyperlink to open in a
new page
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Text for Webpages

The proposed text for inclusion on the TGA website for the Early Warning System is shown
in Attachment 1.
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Glossary

Term Definition

Adverse event Any untoward medical occurrence in a patient (or care giver in the
case of medical devices) who has used a therapeutic product and
which does not necessarily have to have a causal relationship with
this therapeutic product.

Adverse reaction An unintended and noxious effect that is attributable to a I
therapeutic product used correctly.

Alert An identified risk associated with the use of a medicine ~ ..edical
device which requires urgent measures to protect p cieats.

ANZTPA Australia New Zealand Therapeutic Products 7e..cy, which will
replace the TGA and Medsafe.

CARM Centre for Adverse Reactions Moni* 1. ;. Contracted by the
Ministry of Health, New Zealar J. 1 ¢ ilect reports of suspected
adverse reactions to medicir ;1. New Zealand.

CMI Consumer Medicine Ii “rr. .cion. The CMI is based on the product
information/ data s. *et _atis written in plain language to assist
consumers to use 1. ~a.cines safely and effectively.

Data Sheet A summar ~f *’.e known information about a product in New
Zealand: . ~own as the PI (Product Information) in Australia.

Identified Risk A ' u toward occurrence for which there is adequate evidence of
an association with the medicine or medical device of interest.

Medical Devic~ In general an instrument, apparatus, appliance, material, or other
article (whether for use alone or in combination), together with
any accessories or software required for its proper functioning
which is intended for use in the diagnosis, prevention, monitoring,
treatment or alleviation of disease; diagnosis, monitoring,
treatment, alleviation of or compensation for an injury or
handicap; investigation, replacement or modification of the

| anatomy or of a physiological process; control of conception and
does not achieve its principal intended action in or on the human
body by pharmacological, immunological or metabolic means, but
that may be assisted in its function by such means.

For the legal definitions used in Australia and New Zealand, refer
to the Therapeutic Goods Act 1989 and the Medicines Act 1981,
respectively.
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Term

Medicine

Definition

A substance or preparation used in the prevention, diagnosis
treatment of a disease, ailment, defect or injury or used to
influence, inhibit or modify a physiological process that achieves
its principal intended action by pharmacological, chemical,
immunological or metabolic means.

For the legal definitions used in Australia and New Zealand, refer
to the Therapeutic Goods Act 1989 and the Medicines Act 1981,
respectively.

Medsafe

New Zealand Medicines and Medical Devices Safety Authc ‘ty.
Medsafe is a business unit of the Ministry of Health ard . "ae
authority responsible for the regulation of therapeut ic' roducts in
New Zealand.

PHARMAC

The Pharmaceutical Management Agency is v..- New Zealand
Crown agency that decides, on behalf ¢ “istrict Health Boards,
which medicines and related produ~ts re subsidised for the use in
the community and public hos itz s.

Product
Information

A summary of the known *,, ~rmation about a product, known as
the Pl in Australia anc *he '“.ta sheet in New Zealand.

PSUR/PBRER

The Periodic Saf ty "pdate Report (PSUR)/Periodic Benefit-Risk
Evaluation Re~r1 PBRER) provides a comprehensive and critical
analysis of ~ew _r emerging information on the risks of the
product,” ~a, where pertinent, on its benefit in approved

indicr uu 1S, to enable an appraisal of the product's overall benefit-
ris’ pioidle.

Safety concern

An untoward occurrence for which there is some basis for
suspicion of an association with the medicine or medical device of
interest, but where this association has not been confirmed.

Safety s,_nal

New information that suggests a new potentially causal
association, or new aspect of a known association, between an
intervention and an event(s) that is judged to be of sufficient
likelihood to justify further action to verify.
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Definition

Serious (safety For medicines the definition of serious according to ICH - E2A is:

signal)

e A serious adverse event or reaction is any untoward medical
occurrence that at any dose results in death, is life threatening,
requires inpatient hospitalisation or results in prolongation of
existing hospitalisation, results in persistent or significant
disability/incapacity, is a congenital anomaly, is a medically
important event or reaction.

For medical devices the definition used is an adverse event th- ¢
has led to or might lead to:

e death to a patient, user or other person; or

e aserious injury or serious deterioration to a pa! en” user or
other person, including

— alife-threatening illness or injury
— permanent impairment of a bodv funcuon
— permanent damage to a bodv . -ucture

— acondition necessitati..= 1. ~.cal or surgical intervention
to prevent permaner .m, irment of a body function or
permanent damagr "9 « uody structure.

Sponsor In general the comp. ny . sponsible for distributing a therapeutic
product.

For the legal "¢ 11tions used in Australia and New Zealand, refer
to the The: »ei.ic Goods Act 1989 and the Medicines Act 1981,
respectiv. .

Spontaneous A ' u solicited communication to a company, regulatory authority,
report/notificatio: | or urganisation that describes an adverse event in a patient given
one or more therapeutic products and which does not derive from
a study or organised data collection scheme.

Stimulat a Reports following communication of a safety concern and
reportin, describing that concern.
T The Therapeutic Goods Administration is Australia’s regulatory

authority for therapeutic goods. The TGA carries out a range of
assessment and monitoring activities to ensure therapeutic goods
available in Australia are of an acceptable standard with the aim of
ensuring that the Australian community has access within a
reasonable time to therapeutic advances.

Therapeutic Any product for which therapeutic claims are made. This includes
product medicines, vaccines and other biological products and medical
devices.
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Definition

Therapeutic The science and activities relating to the detection, assessment,
product vigilance understanding and prevention of adverse effects of medicines and
medical devices.
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Attachment 1- TGA proposed website
content with examples

New web page (URL TBA)

Early Warning System

The Early Warning System includes current and historical information on safety cor e s for
medicines and medical devices that the TGA has identified through its therapeutic v uuct

vigilance program.

There are two types of communications that can be issued as part of th~ Ei “ly Narning System:

1. Monitoring communications

These early communications are intended to highlight potential - 1. v concerns that are
identified by the TGA. In addition, the TGA aims to stimulate © *i._.r reports and research to
provide more information on these safety concerns.

2. Alert communications

These communications are issued once a safetv ¢ icc .1 has been investigated. Alerts contain
more information on the safety concern and p1 ~iu. advice on actions that may need to be
taken by health professionals and consumers.

More information about th- “ccly Warning System

e Early Warning System: cons». =1 _juestions and answers
Consumer questions and an. ' .'s about the Early Warning System

e About the Early Warning ~7 stem
Information about v = two types of communications in the Early Warning System

e Current year mc, 't ..ing communications
Links to mor woring communications issued by the TGA during the current year

e About m.n. oring communications
Monitat. 3 communications highlight potential safety concerns

e 1 _.yearalerts
[.i1. .5 to alerts issued by the TGA during the current year

about alerts
Alerts provide important information and recommendations about therapeutic products

e Therapeutic product vigilance
The TGA's approach to therapeutic product vigilance is to continually monitor and evaluate

the safety and efficacy (performance) profile of therapeutic products and to manage any
risks associated with individual products
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New web page (URL TBA)

About the Early Warning System

The Early Warning System includes current and historical information on safety concerns for
medicines and medical devices. These communications are issued as part of a joint project
between the TGA and the New Zealand Medicines and Medical Devices Safety Authority
(Medsafe). While the communication process is the same in both countries, the
communications themselves are country-specific and the recommendations may differ beca' s
of different legislative requirements, and different availability and/or usage of certain
therapeutic products between Australia and New Zealand. You can view New Zealand
communications on the Medsafe website.

No therapeutic product is completely risk free. While many risks are identified vefoie the
product is used in Australia, some are identified later. The process of identif+i.__ .nese risks and
analysing the benefit versus risk profile of a therapeutic product is des =it 4 1 the Therapeutic

Product Vigilance section.

The known risks associated with prescription or pharmacist-only ~edicines are outlined in the
Product Information (PI) and the Consumer Medicine Informatic  (uMI) documents. The known
risks for complementary medicines and medical devices are  er. rally outlined in the
Pl/instructions for use supplied with the therapeutic proa -t.

There are two types of communications that can be i-. ‘eu as part of the Early Warning System.

1. Monitoring communications

Early communications about potential safet7 ¢ mcerns are provided in the monitoring
communications section. The intention ~”th_.e communications is to highlight potential safety
concerns that are identified by the TGA. ., .ddition, the TGA aims to stimulate further reports
and research to provide more infor: ai. .n on these safety concerns as at this stage, little
information is known about the .. ty concern.

Not all of these concerns wi' re ult in the TGA taking an action. This may be because after
investigation, the TGA as no. round evidence to support a link between the events and the
therapeutic product. The "GA may reinvestigate the safety concern if more information is
identified at a later ‘.2t

2. Alert cc.nn ' .cations

An alert col. munication is issued once a safety concern has been investigated. Alerts contain
more in o1 1ation on the safety concern and provide advice on actions that may need to be
take 9y uealth professionals and consumers.

S...et s concerns which identify defective medicines or medical devices supplied in the market

. ay result in a recall action. This can include removal of the product from supply or
andertaking corrective action. A summary of recent recall actions initiated in Australia can be
viewed in the publicly accessible and searchable database: System for Australian Recall Actions
(SARA).
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Reporting adverse events to medicines and medical devices

Consumers and health professionals are encouraged to report problems with medicines,
vaccines or medical devices. Your report will contribute to the TGA’s monitoring of these

products.

The TGA cannot give advice about an individual's medical condition. You are strongly
encouraged to talk with a health professional if you are concerned about a possible adverse
event associated with a medicine, vaccine or medical device.

Summaries of medicine adverse events already reported to the TGA can be viewed in DAEN - . .

[AENS.
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New web page (URL TBA)

Early Warning System: consumer questions and answers

e (lick on the plus or minus icon next to the question to toggle the answer on or off or [Open
all | Close all].

e Ifyou want to print all questions and answers, you need to Open all before you print.

What are safety concerns?

A safety concern is any potential safety problem linked to a medicine or medical device Safety
concerns include known safety problems, changes to known problems, new probl: m: .nd
coincidental events. At the time the safety concern is detected, the TGA may nr . gknow if the
concern is actually caused by the medicine or medical device.

How are safety concerns identified?

The TGA use many sources of information to identify safety conc<.. - These include adverse
event notifications, published papers, sponsors and manufact~e, clinical studies, researchers
and health professionals, and other regulatory authoritie  ar ' ¢ ,vernment agencies.

What is the TGA doing about these safety concerr .

The TGA investigates safety concerns to deter “i.. fthe concern is caused by a medicine or
medical device. The TGA identifies all the pos-iL » information available on the safety concern
and reviews this information. The TGA ma, I’ , seek advice from experts, for example the
Advisory Committee on the Safety of Me 1 -l Devices, and works closely with other regulatory
authorities.

If there is an actual link betweer .. taerapeutic product and a safety concern, the TGA will
consider the appropriate acti~1|.; chat needs to be taken to improve the safe use of the
medicine or medical device.
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What actions can the TGA take?

As aregulator, the TGA has to consider the balance between the benefits offered by a
therapeutic product and the potential risks associated with its use for the population as a whole
(or individual patient groups where the risks may be higher) before it makes a decision on an
appropriate response. There are a range of actions that can follow when a potential safety
problem is identified. These include:

¢ informing health professionals and consumers through alerts and other communications
such as articles in the Medicines Safety Update

e requiring changes be made to the Product Information
e changing the conditions of use or narrowing the population in which it can be used

o changing the legal status of a medicine, for example making a medicine only ava. "b.e with a
doctor’s prescription

e requesting the sponsor complete a study to investigate the concern

e withdrawing or suspending the market approval for the medicine 0: ncuical device.

In some cases, no action may be recommended and the TGA will continue to monitor the safety
concern.

Why is the TGA publishing these safety concerns?

The Early Warning System is designed to support be*. - health outcomes by providing better
access to information on safety concerns. It is pa + ot k2 work the TGA does to monitor the
safety of medicines and medical devices for c6. ~u.. rs.

As demand for information about medicine a1 . medical devices grows, along with Australia’s
ageing population, a reputable governm :r* agency publishing information on medicine and
medical device safety concerns onlin® "m; . oves public access to this important information. The
TGA is committed to improving trar. ~acency to build trust and confidence in its work.

What is an adverse event?
Adverse events are unw nted and sometimes harmful outcomes from taking a medicine or
using a medical devi €.

Whatis a sid e.__ct?

Side effe~*~ o 2 known unintended effects of a medicine or medical device.

H~ w c..a I find information on the known side effects of medicines and medical devices?

~formation on known side effects is included in the Consumer Medicines Information (CMI),
which is available for all prescription and pharmacist-only medicines in Australia. CMI provides
information on the safe and effective use of a prescription or pharmacist-only medicine and is
either included in the medicine pack or available in a separate leaflet from the pharmacist. You
can also look up CMI information on the TGA website's CMI search facility.

The known risks for complementary medicines and medical devices are generally outlined in
the product information/instructions for use supplied with the therapeutic product.
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How do I report an adverse event?

If you suspect that you are experiencing an adverse event you should consult a healthcare
professional. The adverse event should then be reported to the TGA using one of available
reporting options outlined on the TGA website.

My medicine or medical device is mentioned in a monitoring communication, what
should I do?

The TGA emphasises that patients should NOT stop using a medicine or medical device subject
to a monitoring communication. If you have any concerns with a therapeutic product you ar
using, please contact your health professional.

The intention of these communications is to highlight potential safety concerns that ~rc
identified by the TGA and help stimulate further reports and research to providei. >r.
information on these safety concerns.

If you have experienced one of these safety concerns please submit a reno’ “tc the TGA. Your
report will contribute to our monitoring of these products.

My medicine or medical device is mentioned in an alert con** 1. “ication, what should I
do?

The TGA advises all consumers to follow the advice prc¢-7a. ' in the alert communication.
Consumers should NOT stop using a medicine or medica ~2vice without first seeking the
advice of their health professional; unless this is adv.s- in the alert communication.

How does the Early Warning System alert “it. r from the TGA Recall Communications?

The Early Warning System alert commu: ,~~tion advises consumers, health professionals and
industry about new safety informatic- or “aerapeutic products following the outcome of an
investigation. An alert does notnec -sacily mean that a product is considered to be unsafe.

A recall communication provide - dvice to consumers, health professionals and industry about
a defective therapeutic gooc an  the recall action undertaken in the Australian market. Recall
actions are usually duc o unacceptable quality, safety, efficacy /performance or presentation.
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Existing web page (http://www.tga.gov.au/safety/index.htm)

Safety information

No therapeutic product is ever completely risk free. Some risks may be known when a medicine
or medical device is first registered. However, some information only comes to light after more
people use the products.

This section includes current and historic recalls of medicines and medical devices, advice th
the TGA has issued about products, monitoring communications, information on reportin~
problems and how the safety of therapeutic goods is monitored.

The Trans-Tasman Early Warning System (How the process will work in Auatralia and Page 28 of 50
New Zealand) V1.0
March 2013


http://www.tga.gov.au/safety/index.htm

MedSafe
Therapeutic Goods Administration

Existing web page (http://www.tga.gov.au/safety/alerts.htm)

Alerts

Alerts provide important information and recommendations about therapeutic goods. Even
though an alert has been issued, it does not necessarily mean a product has been found to be
unsafe.

e Current year alerts
Links to alerts issued by the TGA during the current year

o Allalerts
Links to alerts issued by the TGA since 1998

e Aboutalerts
Alerts provide important information and recommendations about ther-~¢. ..c goods
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Current year alerts

The following alerts have been issued by the TGA in the current year.
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Existing web page (http://www.tga.gov.au/safety/alerts-all.htm)

All alerts

The following alerts about therapeutic products have been issued by the TGA since 1998.

This list is also available in date order: All alerts (sorted by date)
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Existing web page (http://www.tga.gov.au/safety/alerts-about.htm)

About alerts

The TGA issues alerts to advise consumers, health professionals and industry about new safety
information regarding therapeutic products.

An alert does not necessarily mean that a product is considered to be unsafe. Alerts may explair.
the outcome of an investigation including any recommended actions for consumers and heal’ .,
professionals or a change to the availability of a product, or may advise that counterfeit o»
illegal products have been detected in Australia.
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New web page (URL TBA)

Monitoring communications

The TGA emphasises that patients should NOT stop using a medicine or medical device
subject to a monitoring communication. If you have any concerns with a therapeutic
product you are using, please contact your health professional.

A monitoring communication highlights potential safety concerns identified by the TGA with a
therapeutic product. The appearance of a safety concern in this section does not mean tha* t..
TGA has concluded that the medicine or medical device causes an adverse event.

All monitoring communications issued will have a subsequent communication advis.. v of the
outcome.

e Current year monitoring communications
Links to monitoring communications issued by the TGA during the . r1 . year

e All monitoring communications
Links to monitoring communications issued by the TGA since - *13

e About monitoring communications
Monitoring communications highlight potential safety 2.. _rns identified by the TGA with
therapeutic goods
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New web page (URL TBA)

Current year monitoring communications

The TGA emphasises that patients should NOT stop using a medicine or medical device
subject to a monitoring communication. If you have any concerns with a therapeutic
product you are using, please contact your health professional.

The following monitoring communications have been issued by the TGA in the current year.

New web page (URL TBA)

All monitoring communications

The TGA emphasises that patients should NOT stop using a mea. 1. _r medical
device subject to a monitoring communication. If you have any ~o .cerns with a
therapeutic product you are using, please contact your health professional.

The following monitoring communications have been issue~ b, the TGA since 2013.

This list is also available in date order: All monitorin= <. ~munications (sorted by date)
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New web page (URL TBA)

About monitoring communications

The TGA emphasises that patients should NOT stop using a medicine or medical
device subject to a monitoring communication. If you have any concerns with a
therapeutic product you are using, please contact your health professional.

This section contains communications issued by the TGA for safety concerns with
medicines and medical devices shortly after they have been identified. These
communications highlight potential safety concerns.

The appearance of a safety concern in this section does not mean that the TGA ha
concluded that the medicine or medical device causes an adverse event.

Consumers are advised to use products according to the instructions provia. * with the
medicine or medical device. For prescription and pharmacist-only med -ir s, these are
outlined in the Consumer Medicines Information (CMI), which is eit* = included in the
medicine pack or available in a separate leaflet from the pharmacist. " u can also look up
CMI information on the TGA website's CMI search facility. For ¢ . nplementary medicines
and medical devices these are generally outlined in the produc information/instructions
for use supplied with the therapeutic product.

If you or someone you know has experienced one of  =se safety concerns please submit a
report. This helps TGA to investigate these safetv .. ~cerns and decide if any action needs
to be taken.

[t is likely that some safety concerns that r su. 2d in monitoring communications being
issued will not result in any action being -} cn and these communications will be updated
accordingly. If the TGA’s review of th '~ _ "ety concern concludes that there is a causal
relationship with a medicine or m ‘ca. device, an alert may be issued. The TGA will take
appropriate action to improve the "ate use of this medicine or medical device, where
required.

All monitoring communic * ns issued will have a subsequent communication advising of
the outcome.
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Existing web page (http://www.tga.gov.au/consumers/information-safety.htm)

Safety information for consumers

The TGA monitors the safety of therapeutic goods in Australia and can take action to
address safety concerns.

The pages linked below contain information for consumers, patients and carers about the
safety of medicines and medical devices.

Reporting medicine problems

Report a problem with a medicine

The TGA encourages health professionals and consumers to report problen. w..h
medicines (including prescription, over-the-counter and complementar: -~ dicines)
and vaccines so that it can identify and respond to safety concerns.

Reporting medical device problems

Report a problem with a medical device

Users of medical devices are encouraged to report problel. " tnat have caused, or could
cause, harm to patients, carers or others. Investigatior : ¢ medical device incidents
can lead to actions such as product recalls, safety: 2le *s, product improvement, user
education and compliance testing.

Product recalls

Product recalls
A product recall is the removal of 2 t1. - peutic good from supply on the Australian
market due to an 'established dei .c icy in quality, efficacy or safety’.

Safe disposal of unwanted m. 'iciaes
Unwanted medicines can e =turned to local pharmacies involved in the Return
Unwanted Medicines /™ Jw., Project

Alerts

Alerts

Alerts ore /1d» important information and recommendations about therapeutic
produc - ..en though an alert has been issued, it does not necessarily mean a product
has i en.ound to be unsafe.

. Vitoring communications

Monitoring communications

Monitoring communications aim to highlight potential safety issues with therapeutic
products and to increase the available information on these potential safety issues
through stimulated reporting.
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Existing web page (http://www.tga.gov.au/hp/information-safety.htm)

Safety information for health professionals

Related information

e Prescribing medicines in pregnancy database

Information for health professionals about the safety of medicines and medical devices.

Recalls, alerts and monitoring communications

e Alerts
Important safety information and recommendations about therapeutic produ s
available in Australia

e Recalls
Therapeutic goods removed from the market due to deficiencies ‘n ( 1a ty, efficacy or
safety

e Monitoring communications
Highlights potential safety issues with therapeutic produ< :a d encourages further
reporting

Reporting problems

e Reporting problems
Information about how to report probl m. -i*n medicines and medical devices

Journals and articles

e Implanting medical devices
The TGA has received advers ev ntreports that have involved incorrect devices being
used or implanted into p2'.c ts

e Medicines Safety Upd e
Medicines Safety Upda._ provides practical information and advice on drug safety and
emerging safetv 1. 'ies

e Australian Auv **se Drug Reactions Bulletin
Australiai Ac rerse Drug Reactions Bulletin from 1995 to 2009

e Medi<al . vice Incident Reporting and Investigation Scheme (IRIS) articles
Ar-le issued by the IRIS since 2001
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Example 1 — Medical Device - Monitoring
communication

Hearalot hearing aids
Monitoring communication
21 January 2013

The TGA has received three reports from consumers regarding their Hearalot hearing aids
overheating. In each instance it was reported after replacing the battery no further heatir -
problems were experienced.

Consumers should use the specified battery type and installation instructions in te
Hearalot user manual when replacing the battery.

The TGA is continuing to monitor the rate and pattern of occurrence of this. - .e.

Consumers and health professionals are encouraged to report proble s ...th medical
devices. Your report will contribute to the TGA’s monitoring of thes »' uducts. For more
information see the TGA Incident Reporting and Investigation S~heme (IRIS).

The TGA cannot give advice about an individual's medical = ~a._ion. You are strongly
encouraged to talk with a health professional if you arc 7o -~<.ned about a possible
adverse event associated with a medical device.
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Example 2 — Medicine - Monitoring communication

Noxuout (morestapam)
Monitoring communication
21 January 2013

The TGA has received three reports of tendonitis suspected to have been caused by
Noxuout. The three reports from healthcare professionals stated the tendonitis started
one to three weeks after starting Noxuout. All the patients recovered after stopping
Noxuout.

Noxuout is the trade name for morestapam. Noxuout is a new medicine used to hel;
people with problems sleeping (insomnia). This medicine is only available in tahle ‘orm
for use in adults. Like other medicines used for sleeping problems, Noxuout <" ou. .. only be
used for short periods.

The TGA is continuing to monitor reports of adverse events associat. ' v. *’i Noxuout.

Consumers and health professionals are encouraged to report proble..is with medicines.
Your report will contribute to the TGA’s monitoring of these pro. cts.

The TGA cannot give advice about an individual's medi<cal ‘o1 lition. You are strongly
encouraged to talk with a health professional if you #r=. “ncerned about a possible
adverse event associated with a medicine.
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Example 3 — Medical Device - Alert communication

Speediwiz wheelchairs Related information

Safety advisory e Recall: Speediwiz wheelchairs (Models XC-XE)
21 January 2013
21 January 2013

Consumers, health professionals and retailers are advised that Speediwiz Manufacture Pty
Ltd (SMPL), after consultation with the TGA, is recalling some models of the Speediwiz
wheelchair to correct the brake mechanism.

Investigations by SMPL in conjunction with the TGA have found that the brake mech~~ 15
can fail when there is inadequate air pressure in the rear tyres. The recommended . -
pressure of the rear tyres is 40 - 50psi.

While no injuries have been reported, failure of the brake mechanism durin u; 2 could
result in serious injury.

All Speediwiz wheelchairs manufactured since July 2012 have ared si, ~ed brake
mechanism and are not affected by this issue.

The affected model numbers are:
e 10908 - Speediwiz wheelchair XC (manufactured bc "~ _a July 2008 - June 2012)

e 10909 - Speediwiz wheelchair XD (manufactur~1 . _ween July 2008 - June 2012)
e 10910 - Speediwiz wheelchair XE (manuf. ur . between July 2008 - June 2012)

The listed Speediwiz wheelchair models cc ~ b identified from the manufacturer plate
stamp which is located on the underside €‘..e chair.

Information for consumers

If you have a Speediwiz whee ~b ir from one of the affected models, you can return it to
the place of purchase or r .nt-1 tor a replacement wheelchair whilst SMPL replaces the
brake mechanism.

Alternatively, yov ¢ ~ call the SMPL toll-free customer service line on 1300 000 000
between 8:30a~ a . 5:30pm AEDST to arrange the return of the affected product and a
replacemesat.

If you th. k you may have a Speediwiz wheelchair from one of the affected models but
cann ¢\ nrirm the details, phone the SMPL customer service line.
* “ormation for health professionals and retailers

If you have a Speediwiz wheelchair from one of the affected models in stock, do not sell,
rent or provide them to consumers. Check all stock, including storerooms and hire pools
and isolate any products from the affected models.

SMPL has written to retailers outlining the process for returning affected models and
obtaining replacement stock.
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Additional information

The TGA has received four reported failures of the brake mechanism not holding the
Speediwiz wheelchair on a sloped surface.

The models that were found to be affected were manufactured between 2008 and 2010,
with failures presenting between two and four years after manufacturer. During the

investigation it was found the failures were occurring when the air pressure in the rear
tyres was less than 25psi. The recommended air pressure of the rear tyres is 40 - 50psi.

Reporting problems

Consumers and health professionals are encouraged to report problems with medica!
devices. Your report will contribute to the TGA’s monitoring of these products. For: ‘0. .
information see the TGA Incident Reporting and Investigation Scheme (IRIS).

The TGA cannot give advice about an individual's medical condition. You ar/ st ongly
encouraged to talk with a health professional if you are concerned about - ~ussible
adverse event associated with a medical device.

The Trans-Tasman Early Warning System (How the process will work in Auatralia and
New Zealand) V1.0
March 2013

Page 41 of 50


http://www.tga.gov.au/safety/problem-device.htm
http://www.tga.gov.au/safety/problem-device.htm
http://www.tga.gov.au/safety/problem-device-iris.htm

MedSafe
Therapeutic Goods Administration

Example 4 — Medicine - Alert communication

Noxuout (morestapam) and reports of seizure Related information
s dvi e  Recall: Noxuout (morestapam) - Lozamed
af ety advisory Pharmaceuticals Ltd

1 February 2013

Patients taking Noxuout (morestapam) manufactured by Lozamed Pharmaceuticals Ltd
are advised to urgently speak with their health professional to discuss alternative
treatments. New clinical study information has shown that patients taking Noxuout are at
risk of experiencing a seizure.

The TGA has suspended the supply of Noxuout in Australia while the safety profile . "ti..s
medicine is reassessed. The sponsor Lozamed Pharmaceuticals Ltd, after consv’ta. -1 with
the TGA is recalling all batches of Noxuout.

This alert applies only to Noxuout the trade name for morestapam. Nox» .. " 1s used to help
people with sleeping problems (insomnia). This medicine is only ava 2L .n tablet form
for use in adults.

Information for consumers

Noxuout has been shown to cause seizures in a small nt nc . of consumers.

Seizures may include events such as black outs, co” “1s. _n, deafness, out of body feeling,
eyes rolling, falling down, foot stomping, hanc wus rg, shaking, stiffening, teeth clenching
or memory loss.

You should urgently speak with your he-'tt, rofessional to discuss alternative treatments.

If you have a seizure or think you ma, .- ve had a seizure you should seek medical advice
straight away.

If you have any concerns aris g rom your use of this product, consult with your health
professional.
Information for b-71. * professionals

The risk of sei- ure ..1 patients taking Noxuout in the clinical study was 2.2 (adjusted OR)
(95% CI 1.7-S ™ compared with no treatment.

Noxuont . ould not be prescribed to new patients.
E ‘ti.g patients should be contacted and an alternative treatment initiated if required.

v guout is being recalled from all pharmacies. More information on the recall is available
on the TGA website.

Additional information

A phase III double-blind randomised placebo controlled study conducted in 3,000 patients
in the United States has recently been completed. The study was designed to investigate
the efficacy of Noxuout in Shift-Work Sleep Disorder. Initial analysis of the study indicates
an increased risk of seizure in patients taking Noxuout: adjusted OR 2.2 (95% CI 1.5-9.3).
A meta-analysis of clinical study data for the insomnia indication also revealed an
increased risk of seizure adjusted OR 1.8 (1.3-2.5).
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In addition, four reports of seizure in patients taking Noxuout have been reported to the
TGA.
Reporting problems

Consumers and health professionals are encouraged to report adverse events to
medicines. Your report will contribute to the TGA’s monitoring of these products.

The TGA cannot give advice about an individual's medical condition. You are strongly
encouraged to talk with a health professional if you are concerned about a possible
adverse event associated with a medicine.
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Example 5 — Medicine - Alert communication

LowKklot (finagrel) - No increased risk with cancer identified
Safety advisory
14 February 2013

Health professionals and consumers are advised that there is no evidence of an increased
risk of cancer associated with the blood thinning medicine Lowklot (finagrel). This advice
comes following a full safety review conducted by the TGA in conjunction with the
Advisory Committee on the Safety of Medicines (ACSOM). This potential risk was first
highlighted by the results of an observational study published in the BM].

This alert applies only to Lowklot, the trade name for finagrel, manufactured by M\ -niedz
Ltd. Lowklot is a medicine used to thin the blood (an anticoagulant) and helr pr. ent
strokes and heart attacks. These tablets are only available on prescription f. *» a doctor
for use in adults.

Information for consumers:

No evidence of an increased risk of cancer has been found in v “ients taking Lowklot.

If you have any concerns or questions about this inforir ti. . please discuss these with
your health professional.

Report any problems you experience with medicip :< o the TGA; see below for how to
report.

The TGA cannot give advice about an inc*v1, ‘al’s medical condition. You are strongly
encouraged to talk with a health profr.<io..al if you are concerned about a possible
adverse event associated with a madic-e.

Information for health prof ‘ss onals:

In Jan 2012 the BM] publ. “- d the results of an observational study showing an
association betweern se of Lowklot and an increased risk of cancer.

The manufacture. s1 uvided the TGA with additional safety information including: results
of preclinical ' cu”ies, a meta-analysis of randomised controlled trials and two further
observatio: ~l..udies conducted in the USA and United Kingdom.

There  as .0 evidence that Lowklot had mutagenic activity in pre-clinical studies.

T.. meta-analysis did not find a significant increased risk of cancer: Odds Ratio 1.2 (95%
17 9.8-1.5) in patients taking Lowklot compared to placebo.

Two observational studies were conducted. A small increased risk was noted in the study
comparing patients exposed to Lowklot with unexposed patients Hazard Ratio 1.32 (95%
CI 1:04- 1.45). In the study comparing Lowklot with clopidogrel, no increased risk of
cancer was noted Hazard Ratio 1.05 (95% CI 0.89-1.12).

The TGA and ACSOM concluded that there is no increased risk of cancer in patients taking
Lowklot (finagrel).
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Additional information:

In the original paper conducted using the General Practice Research Database (GPRD), an
increased risk of cancer, Hazard Ratio 1.5 (95% CI 1.1-1.9), was seen in patients taking
Lowklot compared to patients unexposed to Lowklot. This safety concern was further
investigated by the manufacturer. A review of previously conducted studies investigating
the mutagenicity and carcinogenicity of Lowklot were negative. The manufacturer
conducted a meta-analysis of phase II to IV clinical studies for Lowklot. In total 17 studies
including 3,587 patients exposed to Lowklot and 3,289 patients taking placebo were
included in the meta-analysis. There was a slight imbalance in baseline risk factors for
cancer favouring the placebo group. The risk of cancer found in the meta-analysis was an
Odds Ratio 1.2 (95% CI 0.8-1.5) in patients taking Lowklot compared to placebo. ACSOM
considered that this analysis did not support an increased risk of cancer. Two furthe-
observational studies were conducted. In the first study conducted using a claims . ‘aLdse
in the USA, patients exposed to Lowklot were compared to unexposed patients A mall
increase in cancer risk was noted, similar to the GPRD study: Hazard Ratio 172 (. v% CI
1:04- 1.45). It was noted during the review of this study that there was the |, ~* :ntial for
residual confounding which may have accounted for the observed assoc at. n. In the
second study, conducted using The Health Improvement Network (T . N\ database
patients taking Lowklot were compared to patients taking clopidogi ' a medicine with a
similar mechanism of action. This comparison was used to try. reduce bias in the study.
No difference in cancer risk was noted between the two grour - hazard Ratio 1.05 (95%
CI 0.89-1.12). Overall the TGA and ACSOM consider that t e . sidence does not support an
increased risk of cancer in patients taking Lowklot.

Reporting problems

Consumers and health professionals are ercc ‘raged to report adverse events to
medicines. Your report will contribute t~ th, TGA’s monitoring of these products.

The TGA cannot give advice about an "_.c .vidual's medical condition. You are strongly
encouraged to talk with a health ~ ¢ »ssional if you are concerned about a possible
adverse event associated with- m( dicine.
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Example 6 — Medicine - Alert communication

Germzoff (kilzamycin) - Not to be used in patients with severe renal failure

Safety advisory Related information

e Dear Healthcare Professional letter

6 March 2013

Health professionals and consumers are advised that Germzoff (kilzamycin) should not be
used in patients with severe renal failure. Information supplied by the manufacturer
Kwalimed Ltd shows that exposure to Germzoff in patients with creatinine clearance less
than 30ml/min was double to that in patients with normal renal function. Higher bloo~
concentrations of Germzoff have been associated with an increased risk of serious sl
reactions and liver disorders.

This alert applies only to Germzoff, the trade name for kilzamycin manufactv- za = y
Kwalimed Ltd. Germzoffis a new broad spectrum antibiotic used to treat ir. > .ons such
as pneumonia. This medicine is only available on prescription from 2 dc :tc in tablet
injection or liquid suspension for use in adults and children.

Information for consumers

Patients with severe kidney problems should not take ser nz ff. Your doctor will have
informed you if you have this problem.

If you have any concerns or questions about this i-., ~mation please discuss these with
your health professional.

Report any problems you experience with me cines to the TGA; see below for how to
report.

The TGA cannot give advice about ~n ir-.rvidual’s medical condition. You are strongly
encouraged to talk with a health| -0._ssional if you are concerned about a possible
adverse event associated wit! a 1edicine.

Information for health ._ _cessionals

A pharmacokineti. "u.y conducted by the company showed exposure to Germzoff in
patients with crea’ rine clearance less than 30ml/min was double that in patients with
normal reral 1p tion.

Despite. ducing the dose of Germzoff from 100mg daily to 25mg daily, plasma levels in
patie ... with severe renal failure remained high.

Tw < atients with severe renal failure participating in the study experienced adverse
_1 2cts: one developed an exfoliating skin reaction and the other experienced jaundice.

In patients with moderate renal failure a dose reduction to 50mg resulted in acceptable
plasma levels.

The TGA concluded that the lack of information on safe dosing of Germzoff in patients with
severe renal failure and the adverse reactions noted in the study means that Germzoff
should not be used in these patients.
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Additional information

Kwalimed Ltd performed a pharmacokinetic study of Germzoff in patients with mild,
moderate and severe renal failure. The study was designed to test whether target plasma
levels of Germzoff could be achieved with dose reductions predicted from previous
pharmacokinetic studies. The results are shown in the table below.

Degree of Renal Dose of Mean AUCo.24) Mean C ..« (percentage

Failure Germzoff (percentage difference difference to patients
to patients with normal  with normal renal
renal function) function)

Mild (>50- 100mg 2.4pug hr/ml (25%) 312ng/ml (33%)

<80ml/min)

Moderate (30- 50mg 1.8ug hr/ml (-9%) 221ng/ ™ %)

50ml/min)

Severe (<30ml/min) 25mg 3.9ug hr/ml (102%) 4z1ng/ml (80%)

The predicted dose adjustment required for patients with n. lerate renal failure was
successful. However in patients with severe renal failu: t.._ predicted dose adjustment
was not successful. In addition, two patients in this ;. ~vu experienced serious adverse
events: skin exfoliation and jaundice.

The product information is being updated ¢ re. -t this new information. In addition, the
manufacturer has sent a letter to all healtk ar. professionals advising them of these
changes.

Reporting problems

Consumers and health profes ‘o als are encouraged to report adverse events to
medicines. Your report w a1 ¢ontribute to the TGA’s monitoring of these products.

The TGA cannot give dvice about an individual's medical condition. You are strongly
encouraged to tal’. = ‘ti. a health professional if you are concerned about a possible
adverse event ~ssc ~‘ated with a medicine.
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Example 7 — Medical Device - Alert communication

Reliachex blood glucose test strips - Do not store in the fridge
Safety advisory
7 March 2013

Healthcare professionals and consumers are advised not to store the blood glucose test
strips used in the Reliachex Blood Glucose Monitor in the fridge.

Investigations by the Medihealthchex Technologies Ltd in conjunction with the TGA into
reports of unusual blood glucose readings with the Reliachex blood glucose monitori= s
system found no quality issues with the product and that the strips had been storec
incorrectly in the fridge. Incorrect storage can lead to false or inaccurate blood ~lu ~se
readings.

While no adverse outcomes were reported, unreliable blood glucose tes* . -uits could
result in a patient taking too much or too little insulin which poses a ‘9. “cant health risk.

Healthcare professionals and consumers should follow the storage cu..ditions outlined in
the instructions for use and on the labelling of the product whi_.. -pecify the test strips for
the Reliachex Blood Glucose Monitor should be stored out ~“ 1. >ct sunlight, in a dry place
at room temperature below 30°C.

This alert applies to the blood glucose test strips tha.. = used in the Reliachex blood
glucose monitoring system made by Medihealthc” ex Technologies Ltd.
Information for consumers

Store Reliachex blood glucose test striys ouc of direct sunlight, in a dry place at room
temperature below 30°C as per the ma» .facturer’s instructions.

Reliachex blood glucose test s* "~s _hat have been stored in the fridge should be discarded.
Report any problems youv :xperience with medical devices to the TGA; see below for how
to report.

Information for ¢ : .ch professionals

Advise pav~n 0 store Reliachex blood glucose test strips out of direct sunlight, in a dry
place at = o1. temperature below 30°C as per the manufacturer’s instructions.

Advi =1 itients to discard any unused strips that have been stored incorrectly in the
fr e,

¥ _port any problems with medical devices to the TGA; see below for how to report.

Additional information

The TGA has received a total of four reports from healthcare professionals and consumers
regarding this problem. The investigation by Medihealthchex Technologies Ltd and the
TGA found that in each case the patient had stored the glucose test strips in the fridge,
along with their insulin. The reporters noticed that the results of their glucose test were
higher or lower than expected and when the reporters retested using strips not stored in
the fridge; a different result was obtained. In accordance, with the manufacturer’s
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instructions the test strips for the Reliachex Blood Glucose Monitor should be stored out of
direct sunlight, in a dry place at room temperature below 30°C.

During the investigation, a series of quality control tests were performed on retained test
strip samples from the same batch numbers. All the tested strips passed and were within
the expected range. There were no quality issues identified with the product.

Reporting problems

Consumers and health professionals are encouraged to report problems with medical
devices. Your report will contribute to the TGA’s monitoring of these products. For more
information see the TGA Incident Reporting and Investigation Scheme (IRIS).

The TGA cannot give advice about an individual's medical condition. You are strong’ *
encouraged to talk with a health professional if you are concerned about a possib.
adverse event associated with a medical device.
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