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GLOSSARY

ABBREVIATION NAME

AAN Austrdian Approved Name

ACSPA Austraian Chemicas Specidity Products Association

ADEC Austraian Drug Evaluation Committee

ADI Acceptable Daily Intake

ADRAC Adverse Drug Reactions Advisory Committee

AGRD Austrdian Guidelines for the Regstration of Drugs

AHMAC Austraian Hedth M inigers' Advisory Council

APVMA Austraian Pesticides and Veterinary M edicines Authority

ANZFA AustradiaNew Zedand Food A uthority

APAC Austraian Pharmaceutica Advisory Council

APMA Austraian Pharmaceutica M anufacturers Association

AQIS Austraian Quarantine and Inspection Service

ARID Acute Reference Dose

ARTG Austraian Register of Therapeutic Goods

ASCC Austraian Society of Cosmetic Chemists

ASCEPT Austradasian Society of Clinicd and Experimenta
Pharmacologists and Toxicologsts

BAN British Approved Name

CAS Chemicd Abstract Service

CHC Complementary Hedthcare Council of Austrdia

CMEC Complementary M edicine Evaluation Committee
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CMI

CNPM B

COAG

CPAS

CPI

CRC

CRIH

CTFAA

DAP

DSEB

EAGAR

EC

ECG

ECRP

EPA

ERMA

FAISD

FDA

FOI

GHS

GIT

GP

Consumer M edicine Information

Chemicds and Non-Prescription M edicines Branch
Councils of Austrdian Governments

Chemica Product Assessment Section

Consumer Product Information

Child-Resistant Closure

Chemicda Review and International Har monisation
Cosmetic, Toiletry & Fragrance Association of Austrdia
Drafting Advisory Pand

Drug Safety and Evauation Branch

Expert Advisory Group on Antimicrobial Resistance
European Community

Electrocardiogram

Existing Chemicas Review Program

Environment Protection Authority

Environmenta Risk M anagement Authority

First Aid Ingructions and Safety Directions

Food and Drug Administration (US)

Freedom of Information

Globaly Harmonised System for Classification and Labelling of
Chemicals

Gastro-Intestina Tract

Generd Practitioner
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GST Goods and Services Tax

HCN Hedth Communication Network

INN Internationa Non-proprietary Name

SO Internationa Sandards Organization

JETACAR Joint Expert Advisory Committee on Artibiotic Resistance

LCs The concentration of asubstance that produces death in 50% of a
population of experimenta organisms. Usudly expressed as mg
per litre (mg/L) as aconcentration in air.

LDs The concentration of a substance that produces desth in 50% of a
population of experimenta organisms. Usudly expressed as
milligrams per kilogram (mg/k g) of body wei ght.

MCC M edicines Classification Committee

MEC M edicines Evaluation Committee

MOH Minigry of Hedth (NZ)

NCCTG Nationa Coordinating Committee of Thergpeutic Goods

NDPSC National Drugs and Poisons Schedule Committee

NHM RC Nationa Hedlth and M edical Research Council

NICNAS Nationd Industria Chemicas Notification & Assessment Scheme

NOEL No Observable Effect Leve

NOHSC Nationa Occupationad Hedth & Safety Commission

NRA National Regstration Authority for Agricultural and V eterinary
Chemicals

NZ New Zedand

OCs Office of Chemical Safety

ODBT

Office of Devices, Blood and Tissues
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00Ss Out of Session

oTC Over the Counter

PAR Prescription Animal Remedy

PBAC Pharmaceutica Benefits Advisory Committee

PEC Priority Existing Chemical

PGA Pharmaceuticd Guild of Austrdia

PHARM Pharmaceutica Health and Rational Use of M edicines
Pl Product Information

PIC Poisons Information Centre

PMAA Proprietary M edicines Association of Audrdia

PSA Pharmaceuticad Society of Austrdia

RFI Restricted Flow Insert

USDP Sandard for the Uniform Scheduling of Drugs and Poisons
SVT First ad for the solvent prevails

TCM Traditiona Chinese M edicine

TGA Therapeutic Goods Administration

TGAC Technicd Grade Active Constituent

TGC Thergpeutic Goods Committee

TGO Therapeutic Goods Order

TOR Terms of Reference

TSB Toxic Substances Board

TTHWP Trans-Tasman Harmonisation Working Party
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vili

TTMRA Trans-Tasman M utua Recognition Agreement
UK United Kingdom

USA United States of America

WHO World Health Organization

WP Working Party

WS Warning statement
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2. PROPOSED CHANGES/ADDITIONS TO PARTS 1 TO 3AND
PART 50F THE STANDARD FOR THE UNIFORM
SCHEDULING OF DRUGS AND POISONS.

2.1 SUSDP, PART 1
Therewere no items for consideration.
2.2 SUSDP, PART 2

Therewere no items for consideration.

2.3 SUSDP, PART 3
231 ORGANOTIN COMPOUNDS

This item was deferred to afuture meeting.

241 BORON TRIFLUORIDE, BIFLUORIDES AND
HYDROSILICOFLUORIC ACID —APPENDIX F PART 3

PURPOSE

The Committee considered the Appendix F entries for boron trifluoride, bifluorides and
hydrosilicofluoric acid to include Warning Statement (W S) 93 and to delete WS 91.

BACKGROUND

Corrosive fluorides were considered at the February 2002 meeting of the NDPSC. The
Committee agreed to amend the Schedule entries for corrosive fluorides, including boron
trifluoride, bifluorides and hydrosilicofluoric acid, which release or generate hy drofluoric
acid to become morerestrictive based on the entries for hydrofluoric acid. Amendments
to Appendices E and F were dso made.

The Appendix F WS 91 was listed in SUSDP No. 17 Amendment No. 1in error. WS91
concerns iodine and is not relevant to corrosive fluorides. The correct WSis WS 93 that
states” causes severe burns, which are not likely to beimmediately painful or visible’.

DISCUSSION

The Committee noted that warning statement (WS) 91 had been included in error in
SUSDP 17 Amendment No. 1 for boron trifluoride, bif luorides and hy drosilicof luoric
acid. The Committee agreed to correct the Appendix F, Part 3 entry to reed WS 93 in
place of WS91 to reflect the Committee s origind intent.
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DECISION 2003/37 - 1

The Committee agreed to amend the Appendix F entries for boron trifluoride, bifluorides
and hydrosilicofluoric acid to include warning statement 93 and ddl ete warning statement
91 to reflect the orignd intent of the Committee.

Appendix F, Part 3— Amendment

Bifluorides — amend entry to read:

Bifluorides (including anmonium, potassium and patassium sats)
@ when included in Schedule 5

Warning statement ..........ccccoeeeveeieneencennne 2
Safety DireCtionS......cocveeevvereeeeseesee e 1,4

(b) when included in Schedule 6

Warning statements........cccceeeveevecceeseeenene 1,17,93
Safety DirectionsS.......ccceeveevcieevee e, 1,3,4,5,8,29,35

Boron Trifluoride—amend entry to read:

Boron Trifluoride (including mixtures that generate boron trifluoride)

@ when included in Schedule 5

Warning statement ..........ccccoceeeeeeveceesieennene, 2
Safety DIrectionsS.......ccceeeevcieeveeccieesee s, 14

(b) when included in Schedule 6 or 7

Warning statement ..........cccoeeeeveevereeneennene 1,17,93
Safety DireCtionS.....cccveeeceeveseeseeie e 1,3,4,5,8,29,35

Hydrasilicofluoric Acid —amend entry to read:
Hydrasilicofluoric Acid (including mixtures that generate hy drosilicofluoric acid)
@ when included in Schedule 5

Warningstatement ...........cooeeevenenenicenenns 2
Safety DireCtionS......cccveeeceeviesieeseeie e 14

(b) when included in Schedule 6 or 7
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Warning statement ..........cccceeeveeveneenceenne 1,17,93
Safety DireCtionS......cccveceeeeereseeseese e 1,3,4,5,8,29,35

AGRICULTURAL/VETERINARY, INDUSTRIAL AND DOMESTIC
CHEMICALS

3. MATTERS ARISING FROM THEMINUT ES OF THE PREVIOUS
MEETING (CONSIDERATION OF POST-MEET ING
SUBMISSIONS UNDER 42ZC2)

31 FLUMIOXAZIN

PURPOSE

The Committee considered post-meeting comment received regarding the scheduling of
flumioxazin at the October 2002 meeting.

BACKGROUND

The scheduling of flumioxazin was considered at the October 2002 meeting at which it
was included in Schedule 7 and the Committee endorsed the use of WS 47 inthe
Handbook of First Aid Instructions, Safety Directions and War ning Statements for
Agricultural and Veterinary Chemicals (FAISD) - " WARNING - This product
contains flumioxazin, which causes birth defectsin certain laboratory animals.
Women of childbearing age are advised not to mix, load or spray this product. They
should keep out of crops being sprayed.”

DISCUSSION

XXX XX XXX XX objected tothe use of gatement 47 abovein combination with
inclusion in Schedule 7, arguing that the issue of developmentd toxicity may be more
appropriatey conveyedthrough the M SDS. This was based onthe theoretica nature of
therisk at thelevels of exposure, lack of any similar requirement in the USA and
pardlds with bromoxy nil, which also causes devedopmentd toxicity in experimenta
animals.

(Paragraph deleted)

M embers were advised by CPA Stha warning statements indicate apotentia (not
hypathetical) hazard and those involved in the handling and use of aproduct should be
made awar e of the possibility of adverse effects. X X X XXX XXX recognised this need
and will include astatement in the produd M SDS. However, it is not certain that an

M SDSwill dways be avail able to users of the product, whereas ardevant labd statement
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would ensure the appropriate communication of hazard. Further, it was nat clear in what
form the M SDSwill provide"..an explanation of therisk.." in this case.

In relation to the percaived simil arities with bromoxy nil, CPASadvised that while
bromoxy nil trestment is associated with foetotoxicity in both rats and rabbits, the effects
aremostly variations/anomaies and are only observed at doses, which are maternally
toxic. Such minor fetd eff ects are commonly regarded as secondary totoxicity in the
dams. Accordingy, it was CPAS view that bromoxy nil-containing products do ncot
warrant awarning statement about the passibility of birth defects.

M embers noted the information provided by CPASand agreed that no new information
had been provided to change the Committeg's conclusions in rel ation to flumioxazin.

OUTCOME

The Committee confirmed theinclusion of flumioxazin in Schedule 7 on the basis of the
followingirreversible effects:

¢ Reproductive and developmentd toxicity after bothsinge ord and repeated ord and
derma dosing;

e Chronic hepatotoxicity following repeated dosing; and

e Induction of porphyriaand the patentid for phatodermatitis;

The Committee dso agreed that it remained appraopriate to endorsethe use of Warning
Satement 47 - " WARNING - This product contains flumioxazin, which causes birth
defectsin certain laboratory animals. Women of childbearing age are advised not to
mix, load or spray this product. They should keep out of crops being sprayed.” for
flumioxazin in the Handbook of First Aid Instructions, Safety Directions and War ning
Statements for Agricultural and Veterinary Chemicals.

32 CHLORINATING COMPOUNDS

PURPOSE

The Committee considered post-meeting comment on the scheduling of chlorinating
compounds.

BACKGROUND

Chlorinating compounds were re-schedul ed a the October 2002 meetingto comeinto
effect in Saeand Territory legslation on 1 September 2003.

DISCUSSION
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The XXXXXXXXX repeated their concern that the decision will promote the use of less
effective unscheduled and lower schedul ed products onthe basis that these will be
perceived as safer for not havingthe POISON labd in ther post-meeting comment.

The Committee noted that this issue had been previously raised by X XXXXXXXX and
was dedt with in the discussion of theitem a the October 2002 meeting.

The Committee also noted that Indusry has been gven adequate timeto discuss labelling
dternatives with the NRA, however there has been no propaosals submittedto either the
NRA nor the NDPSC.

DECISION 2003/37 - 2

The Committee reiterated its previous advicein rel aion to the use of the signa heading
POISON for domestic products. While there may be apublic perception of rdative
safety that would favour, irrespective of efficacy, the use of a Schedule 5 product labelled
CAUTION over aSchedule 6 product label led POISON, the Committee considered this
was an educationd issuethat needed to be addressed by industry. The Committee agreed
that this was gill no justification for not properly labelling apoison and confirmed its
initial decision 2002/36 - 4 from the October 2002 M eeting.

Schedule 5 - New Entry

DICHLOROISOCYANURIC ACID containing 40 per cent or less of availablechlorine,
except in:

(& liquid preparations containing not less than 2 per cent but
not more than 4 per cent of available chlorine when labdled
with the gatements:

WARN ING — Ensure adeguate ventilation when using. Vapour may be
harmful. M ay gve off dangerous ges if mixed with other products;

(b) liquid preparations containingless than 2 per cent of
available chlorine; or

(c) other prgparations containing 4 per cent or less of avail able
chlorine.

Schedule 5 — Amendments
CHLORINATING COM POUNDS— amend entry to read:

CHLORINATING COM POUNDS containing 20 per cent or less of avail able chloring,
except:
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@
(b)
(©

(d)

(€

when separately specified in these Schedules;
sodium hypochlorite;

liquid preparations containing not less than 2 per cent but
not morethan 4 per cent of available chlorine when labell ed
with the gatements:

WARN ING — Ensure adeguate ventilation when using. Vapour may be
harmful. M ay gve off dangerous ges if mixed with other products;

liquid preparations containing | ess than 2 per cent of
avail able chlorine; or

other preparations containing 4 per cent or less of avail able
chlorine.

CALCIUM HYPOCHLORITE — delete entry.

CHLORINATED LIM E—-ddeteentry.

DICHLOROISOCYANURATES—deleteentry.

ODIUM HYPOCHLORITE — delete entry .

TRICHLOROISOCYANURICACID —deeteentry.

Schedule 6 — Amendment

BROM OCHLORODIM ETHYLHYDANTOIN — deleteentry.

Schedule 6 — New entries

CHLORINATING COM POUND S except:

@
(b)
(©
(d)

when included in Schedul e 5;

when separately secified in these Schedules;

sodium hypochlorite;

in liquid preparations containing not less than 2 per cent but

not morethan 4 per cent of available chlorine when labell ed
with the gatements:
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WARN ING — Ensure adeguate ventilation when using. Vapour may be
harmful. M ay gve off dangerous gas if mixed with other products;

(e inliquid preparations containing less than 2 per cent of
avail able chlorine; or

(f) inother preparations containing 4 per cent or less of
avail able chlorine,

DICHLOROISOCYANURIC ACID except:

(& whenincluded in Schedule5;

(b) inliquid preparations containing not less than 2 per cent but
not morethan 4 per cent of available chlorine when labell ed
with the gatements:

WARN ING — Ensure adeguate ventilation when using. Vapour may be
harmful. M ay gve off dangerous gas if mixed with other products;

(© inliquid preparations containing less than 2 per cent of
available chlorine; or

(d) inother prgarations containing 4 per cent or less of
avalable chlorine

Schedule 7 — Amendment

TRICHLOROISOCYANURICACID —deeteentry.
3.3 EXTRACT OF LEMON EUCALYPTUS
PURPOSE

The Committee considered apost meetingcomment in relation to the scheduling of
extract of lemon eucay ptus.

BACKGROUND

The scheduling of extract of lemon eucaly ptuswas considered at the October 2002
meeting. The Committee agreed that on the basis of the acutetoxicity inrats and eye
irritancy in rabbits, extract of lemon eucaly ptus beincluded in Schedul e 5 with an
exemption from the requirements of scheduling for preparations containing 40% or less
of extract of lemon eucayptus. The Committee dso stated its oppasition tothe use of
terms such as "naturd" and " Safe on kids" wherethese may breach provisions of Part 1,
Section 18 of the SU SDP.
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DISCUSSION

XXXXXXXXX werepleased with the decision of the NDPSC and acknowledged that the
term "Extract of Lemon Eucay ptus" has been adopted accordingto suggestions made by
the NRA. However, XX XXXXXXX did express concern regarding the statement "safe
for kids" and praoposed the gatement "OK for Kids 12 morths and older” for
consideration by the NRA. Inregard to theterm "naturd”, the NDPSC objections were
noted and amodified statement dongthelines" Repdlent derived from naturd |emon
eucay ptus oil" would be put forward tothe NRA.

The Committee noted that thepraoposed new satement "OK for Kids 12 months and
older" had not been submitted to the NRA & thetime of the meeting.

OUTCOME

The Committee agreed to confirm its initial scheduling decision from the October 2002
M eeting and refer the new statement tothe NRA asthesetypes of datements area
registration issue.
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4. OTHER OUTSTANDING MATTERS FROM PREVIOUS
MEETINGS

4.1 VARIATION OF REQUIREM ENT FOR CLAUSE 7(1)(D)
PURPOSE

The Committee considered an exemption from Part 2, Clause 7(1)(d) of the SUSDP for
sodium dichloroisocy anurate.

BACKGROUND

The propased exemption tothe inclusion of “FIRE AND EXPLOSION HAZARD” in the
signal heading and need for warning statement (WS) 23 “M & cause fire or explosion”,
was initidly reviewed by the NDPSC a the November 1999 M eeting. The Committee
noted a number of difficulties with the submission. To alow further consideration, it was
requested that the Company obtain aforma opinion on the oxidising potentia from the
Competent Authorities controlling the Austradian Dangerous Goods (ADG) Code. The
Company was aso to provide data or reasoned ar gument to support each of the changes
to warning statements and safety directions that it was seeking.

The Committee noted at the Odober 2002 meeting, theinclusion of supportingdatain the
form of chemical reportsthat gppeared to demonstrate tha the rdevant produds did not
constitute afire or explosion hazard. The applicant aso stated tha they had received a
letter from the X XXX XXX XX agreeingthat the produd was nat a"dangerous good" and
was not required to carry aClass 5.1 Oxidising Agent diamond. The Committee noted
however, that theletter from X XXXXXXXX had not been received. The Committee
acknowledged that the prgposa contained merit, but the Committee needed to be
provided with acopy of the letter from X XXXXXXXX before the decision could be
findised.

DISCUSSION

The Committee noted from thefield report by X XXXXXXXX tha theproduct was not a
class 5.1 "dangerous good" and hence a case had been established to alow for such
products withinthe dichloroisocy anuric acid entries in the SUSDP.

M embers aso noted tha therewas atheoretica risk of separation in asolid formulation
such as this, and that in conseguence the suitability and robustness of the packagngwere
important in preventing egress or interaction with unphlegmatised oxidising agent
(dichloroisocy anurates). Jurisdictional members advised that the existing packaging
requirements for these subsances would still apply, as the scheduling would not change,
only the cautionary and warning statements would change.
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M embers agreed that the need or otherwise, for "fire and explosion” cautionary and
warning statements on dichloroisocy anurates may be determined and certified by a
relevant competent authority in Augdrdiaon aproduct by product basis based on the
classification or not as adangerous good class 5.1.

M embers also noted tha certain redundant entries in relation to chlorinating compounds
remained in Appendices E and F. As these had no regulatory impact but may be asource
of confusion in labéeling chlorinating compounds, the Committee agreed to remove these
entries.

The Committee noted the comments by X XXXXXXXX regardingthe requirements for
labd linginner packagngwith transport warnings and agreed that the Secretariat
investigate this matter further before bringingthe issue back to afuture meeting.

DECISION 2003/37 - 3

The Committee agreed that certain products containing dichloroisocy anurates, certified
by areevant competent Australian authority as not being adangerous good of class 5.1,
need not display the cautionary or warning statements in relation to causingfire or
explosion. The Committee also agreed to remove redundant entries from A ppendices E
and F inrelation to various chlorinating compounds.

Part 2, Paragraph 7(1)(d) - Amendment
Amend paragraph to reed:

(d) if thepoisonisadry chlorinating compound containing
more than 10 per cent of available chlorine, except for
preparations certified by arelevant State or Territory
authority as not being a Dangerous Good of Class 5.1
(oxidising substances), with the cautionary staement —

FIREAND EXPLOSION HAZARD
Appendix E- Amendments
Cdcium hypochlorite - delete entry.
Chlorinated lime - delete entry.
Sodium hypochlorite - delete entry .
Sodium trichloroisocy anurate - delete entry .
Appendix F, Part 3 - Amendments
Bromochlorodi methy lhy dantoin - delete entry .

Dichloroisocy anurates - amend entry to read:
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Warning SHfety
Dichloroisocy anurates Satements Directions

(& inhousehold cleaning or 20
bleaching preparations.

(b) in preparations containing 11 1,4,10
less than 10 per cent of
avail able chlorine.

(©) liquid preparations containing 3,18 1,4,26,8,10,
10 per cent or more of 19,17,18,20,
avail able chlorine. 15,16,22,6

(d) dry preparations containing 22,23,10,18 1,4,26,8,12,13,
10 per cent or more of 14,19,17,18,
availlable chlorine. 20,21,15,16,22

(e) dry preparations containing  22,10,18 1,4,26,8,12,13,
10 per cent or more of 14,19,17,18,
avall able chlorine certified 20,21,15,16,22
by ardevant Sateor
Territory authority as nat
beinga Dangerous Good
of Class 5.1 (oxidising substances)

() inanti-bacterial tablets 60
containing 2.5 gor less of
sodium dichloroisocy anurate.

(9 other compressed blocksor  22,23,10 12,13,14,19,
tablets containing 10 per cent or 17,18,21,15
more of available chlorine
except in preparaions containing
21 gor less of sodium dichloro-
isocy anurate for usein toilet
cisternsonly.

(h) other compressed blocks or 22,10 12,13,14,19,
tablets containing 10 per cent or 17,18,21,15

more of available chlorine

certified by ardevant Sate
or Territory authority as nat
beinga Dangerous Good of
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Class 5.1 (oxidising substances)
except in preparaions containing
21 gor less of sodium dichloro-
isocy anurate for usein toilet
cisternsonly.

4.2 APPENDI X B

PURPOSE

The Committee considered reinstatement of Appendix B into the SUSDP, consequential
Amendments to the Introduction, Principles of Scheduling and Part 1 of the SUSDP.

BACKGROUND

The Committee agreed to afinal draft of the proposed Appendix B a the October 2002
meeting. This outcome was gazetted and the draft included in the record of the reasons
from the October 2002 meeting published on the NDPSC website for public comment.

DISCUSSION

The Committee noted that the following pre-meeting comments had been received:

o XXXXXXXXX grongy supportingthe proposa and requestingthat substances for
which there are no products dso beincluded in this list.

o XXXXXXXXX supportingthe proposal.

M embers noted that nisin had been included in the draft Appendix B and in view of the
review of this substance under JETACAR Recommendation 6, it was not gopraopriateto
include this antibiotic a this time.

The Committee aso reconsider ed information on sodium perborate from the M ay 2001
meeting.

OUTCOME

The Committee agreed that there was insufficient information to consider the scheduling
of sodium perborate and agreed that it remain unscheduled.

DECISION 2003/37 - 4

The Committee agreed to reinstate Appendix B, alist of substances considered not to
require control by scheduling, in the SUSDP.
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Part 1 - Interpretation - Amendment
Sub-paragraph 2(g) - anmend paragraph to read:

(9 aprepaation orproduct included in Appendices A, or a
substance and the reason for its entry in Appendix B; or

Principles of Scheduling - Amendment
Sixth paragraph - amend to read:

Substances in products which have been considered for scheduling but have been
exempted from this gandard may belisted in either Appendix A (genera exemptions) or
Appendix B (substances considered not to require control by scheduling).

Reading the Schedul es - Amendment
Last paragraph - amend to read:

Finally, when usingthe Sandard to determine the scheduling status of apoison it may be

necessary to search each relevant Schedule as well as Appendices A, B and C and the
Index.

In this process if the poison is not found under its “ gpproved name’ it may be shown
under a group term such as:

Group Example

the parent acid of salts “oxdic acid” to find sodium oxalate
theradica of asalt “chromates” to find patassium chromate
the dement “arsenic” to find arsenic trioxide

achemical group with similar  “hydrocarbons, liquid” to find kerosene

toxicological or pharmacological

activity

apharmacolog ca group “anabolic steroida agents” to find
“androsterone”’

Appendix B — Amendment

Amend to read:
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APPENDIX B

SUBSTANCES CONSIDERED NOT TO REQUIRE CONTROL BY
SCHEDULING

[This appendix should beread in conjunction with Appendix A]

Appendix B — New entry after [This appendix should be read in conjunction with
Appendix A]

INTRODUCTION

At various times, the NDPSC has considered substances for which the avail able
information suggests tha inclusion in the Poisons Schedul es is not necessary or not the
most gppropriate means of controllingtherisk to public hedth.

Listingin Appendix B indicates that adecision has been taken not to list subgances
anywhere in the Schedul es, either for aspecific purpose, or generally. It isan inclusive,
but not an exhaustive, list ie. there may be substances not included in the Schedul es, and
not included in Appendix B, which may be hazardous or non-hazardous, but have not
been considered in relation to the need for scheduling.

Substances may beincluded in Appendix B becausethey haveintrinsically low toxicity,

or where other factors suggest that thepotertia public hedth risk would be minimdl.

Factors which are considered when determining an Appendix B entry include:

e Thetoxicology profilewas adequately characterised and not consistent with inclusion
in any of the Schedules;

e Theuse purposeor produd presentation minimised any hazard to thepublic such as
to not require scheduling; or

e Thepublic access was limited such that schedulingwas ingppropriate or unnecessary .

Thelist has been developed from current scheduling files and historical records. For
trangparency, where the reason for entry and/or purpose or use for the substance was
gpparent in the consideration, this has been included in the columns “ Reason for Entry”
and “Areaof Use’

Inclusion in Appendix B will not prevent reconsideration of the scheduling of a substance
where adverse infor mation becomes available about the Appendix B entry for tha
substance.
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The NDPSC considers gpplications for scheduling. Applications for entry into Appendix
B will not be accepted.

PART 1
REASONS FOR ENTRY
a Low Toxicity.
b Use patern redricts hazard.
c Presentation/packagng restricts hazard.
d Industria use only
PART 2
AREAS OF USE
1 Agricultural
11 Herbicide
1.2 Insecticide
121 Insecticide for codling moth

13 Fungcide

131 Onseedfungcide
1.4 Bird Repdlent
15 Fertiliser
16 Plant Growth Regulator
1.7 Insect Pheromone
1.8 M ushroom Bactericide

19 Acaricide
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2. Veterinary
2.1 For animal use
2.2 Treatment of mastitisin cows
2.3 Coccidiostat
24 Feed additive
25 Antiseptic
2.6 Scabicide
2.7 Anthelmintic
2.8 Vitamin/M inerd
2.9 Growth Promotant
3. Domestic
31 Aromatherapy
3.2 Food additive
3.3 Cosmetic
34 Human use
35 Miticide
4. Industrial
4.1 Water Treatment
4.2 Biologca control agent
5. Environmenta
51 M osquito control
6. Human therapeuticuse
6.1 Diagnostic agent
6.2 M edica device
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6.3 Antiseptic
6.4 Sunscreen
6.5 External Use
6.6 Laxetive
6.7 Antiseborrheic
6.8 Cytoprotective
6.9 Vitamin/M inerd
6.10 EyeDrops

7. Generad
7.1 Any use.
7.2 Excipient
7.3 Synergst
7.4 Flux
7.5 Pesticide
7.6 Insect Repdlent
7.7 Solvent
7.8 Disinfectant
7.9 Preservative
7.10  Antioxidant
7.11  Resin Activator/Acceerant
7.12  Sweetener Artificid

7.13 Food additive
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PART 3

SUBSTANCES CONSIDERED NOT TO REQUIRE CONTROL BY SCHEDULING

Asat February 2003

SUBSTANCE DATE REASON | AREA
OF FOR OF
ENTRY | LISTING | USE
AGROBACTERIUM RADIOBACTER Nov 1989 a 1
ALCOHOL, DEHYDRATED Aug 2000 b 6
ALUM May 1997 a 7.1
ALUMINIUM AMMONIUM SULFATE May 1997 a 7.1
ALUMINIUM POTASSUM SULFATE May 1997 a 7.1
ALUMINIUM SLICATE Nov 1974 a 7.1
ALUMINIUM tris (ETHYLPHOSPHONATE) Aug 1986 a 1
AMINACRINE Aug 1999 b 6.3
AMM ONIUM PHOSPHATE Nov 1974 a 7.1
AMM ONIUM THIOSULPHATE Nov 1974 a 7.1
AM PROLIUM Jun 1969 a 2.3
AMYL ACETATE Nov 1974 a 7.1
ASPARTICACID - a 6
ASULAM May 1986 a 1
BACILLUSTHURINGIENS S (excluding May 1992 a 51
endotoxin)
BACILLUSTOYOI Aug 1980 a 2.9
BACULOVIRUSCYDIA POM ONELLA Oct 2002 a 1.2.1
(Codling M oth Granulosis Virus)
BENFLURALIN - a 11
BENSULFURON-METHYL Aug 1987 a 1
BENTONITE Jun 2002 a 7.1
BENZYL BENZOATE Aug 1989 a 1,34
BETAINEHYDROCHLORIDE Nov 1974 a 7.1
BIFENAZATE Oct 2002 a 1.9
BISMUTH SUBNITRATE Nov 1999 b, c 2.1
BIURET Nov 1974 a 2.4
BOVINE SOM ATOTROPHIN May 1992 a 2
BROMACIL Aug 1987 a 1
BROM OPROPYLATE Nov 1994 a 1
BUPIRIMATE Nov 1990 a 1
BUTAFENACIL May 2000 a 1
BUTOXYPOLYPROPYLENE GYLCOL Nov 1974 a 1.7
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CARBETAM IDE Aug 1991 a 1
CARBOXIN Aug 1987 a 1
CARFENTRAZONE-ETHYL Aug 1998 a 1
CETYL ALCOHOL Nov 1974 a 7.1
CHAMOMILEOIL Feb 2000 a 3.1
CHINA CLAY Nov 1974 a 7.1
CHLORFLURENOL Feb 1974 a 16
CHLORHEXIDINE Nov 1974 a 7.8
CHLORIDAZON May 1988 a 1
CHLOROXYLENOLS Feb 1975 a 7.8
CITRONELLA OIL Feb 2000 a 7.1
CLARY SAGEOIL Feb 2000 a 7.1
CLOPIDOL Nov 1974 d 2.3
COBALT NAPHTHENATE - d 7.1
COLOPHONY Feb 1997 b 74
CROSPOVIDONE Aug 1996 a 2
CULICINOM YCESCLAVOSPORUS Nov 1982 a 51
CYCLAMICACID Nov 1971 a 7.1
CYCLOHEXANE Nov 1974 a 1.7
CYCLOHEXANOL ACETATE - a 7.7
CYROMAZINE Nov 1980 a 2
DIAVERIDINE Jun 1969 d 2.3
DICLAZURIL Nov 2001 a 2.3
DIETHYL CARBONATE - a 7.1
DIFLUFENICAN Feb 1987 a 1
DIKEGULAC-SODIUM M ar 1980 a 16
DIMETHICONE a 7.1
DIMETHYL ETHER Nov 1988 d 4
d-PHENOTHRIN Feb 1982 a 75,12
DIPHENYLAM INE Feb 1988 a 1
DIPROPYLENE GLYCOL Nov 1987 a 4
MONOM ETHYL ETHER
DIURON Nov 1987 a 1
DOCUSATE SODIUM (DIOCTYL SODIUM Feb 1970 a 7.1
ULFOSUCCINATE)
2,2-DPA Nov 1989 a 1
EPSPRANTEL Nov 1991 a 2
ETHAM ETSULFURON-M ETHYL Nov 2000 a 11
ETHOPABATE Jun 1969 d 2.3
ETHYL ACETATE Nov 1974 a 7.1
ETHYL ALCOHOL Nov 1974 a 7.1
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ETHYLBUTYLACETYL- Aug 2000 a 34
AM INOPROPRIONATE
ETHYL BUTYRATE - a 7.1
ETHYL LACTATE - a 7.1
ETHYL METHACRYLATE Nov 1974 a 7.1
FENFURAM May 1977 a 1.3.1
FENHEXAM ID Feb 1999 a 1
FENOXYCARB Feb 1988 a 1
FIR NEEDLE OIL (Canadian) Feb 2000 a 7.1
FIR NEEDLE OIL (Sberian) Feb 2000 a 7.1
FLUFENOXURON Feb 1997 a 1
FLUM ETSULAM Feb 1992 a 1
FLUOM ETURON Aug 1989 a 1
FLUTOLANIL Nov 2001 a 1.3
FLUROXYPYR May 1986 ac 1
FULLERSEARTH Nov 1974 a 7.1
GERANIUM OIL Feb 2000 a 7.1
GIBBERELLIC ACID Nov 1974 a 1.6
HELIOTHISNUCLEAR POLYHEDROS S May 1981 a 12
VIRUS
HEXAFLURON Nov 1988 a 1
HEXYL ACETATE - a 7.7
HEXYTHIAZOX Feb 1988 a 1
HUM AN OSTEOGENIC PROTEIN-1 (OP-1) Aug 2001 b 6.2
HYDROPRENE Feb 1988 a 1
HYDROXYPROPYL CELLULOSE Nov 1982 a 7.1
ICODEXTRIN Nov 2000 b 6
INDOLE-3-ACETIC ACID Feb 1985 b 1.6
ISOPRENE ALCOHOL - a 7.1
IPRODIONE Feb 1997 a 1
ISOSTEARYL ALCOHOL ETHOXYLATE Nov 1999 a 5.1
JUNIPER BERRY OIL Feb 2000 a 7.1
KAOLIN Nov 1974 a 7.1
KRESOXIM-METHYL Aug 1999 a 1
KUNZEA OIL Feb 2000 a 7.1
LAURYL ALCOHOL 91-DODECANOL) Nov 1974 a 7.1
LAVANDIN OIL Feb 2000 a 7.1
LAVENDER OIL Feb 2000 a 7.1
LEAD, METALLIC - a 7.1
LEM ONGRASSOIL Feb 2000 a 7.1
LEPIDOPTEROUS SEX PHEROMONES Nov 1990 a 1
LIM ONENE (DIPENTENE) June 2002 a 7.1
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LINSEED FATTY ACIDS Aug 1990 a 21
LINURON Feb 1990 a 1
LIQUORICE, DEGLYCYRRHISNI SED May 1999 a 7.1
MALEICHYDRAZIDE Nov 1992 a 1
MANGANESE DIOXIDE May 1999 b 1
M ESOLSULFURON-M ETHYL Feb 2002 a 11
METARHIZIUM ANISOPLIAE Feb 2000 b 4.2
M ETHOPRENE Aug 1987 a 1
METHOXYFENOZIDE Nov 2000 a 1
METHYL ACETATE - a 7.7
METHYL BENZOQUATE Nov 1974 d 2.3
METHYL p-HYDROXYBENZOATE Nov 1974 a 79
METSULFURONM ETHYL Nov 1985 a 11
NAPROPAM IDE Aug 1987 a 1
NAPTHYL ACETAM IDE Nov 1974 a 16
n-BUTYL BUTYRATE - a 7.1
n-BUTYL LACTATE - a 7.1
NEROLI OIL Feb 2000 a 7.1
NICABAZIN Jun 1969 d 2.3
NORFLURAZON Nov 1983 a 11
NOVALURON Nov 2000 a 1
OCTYL ALCOHOLS Nov 1974 a 7.1
ORANGEOIL, SWEET Aug 2000 a 7.1
OXABETRINIL Feb 1987 a 1
OXYFLUORFEN May 2001 a 1
PALM AROSA OIL Feb 2000 a 7.1
PATCHOULI OIL Feb 2000 a 7.1
PENCYCURON Aug 1994 a 1
PEPPERM INT OIL Feb 2000 a 7.1
PHENM EDIPHAM May 1989 a 11
PHYTASE Feb 1996 a 24
PICLORAM Aug 1987 a 1
PICOLINAFEN May 2000 a 1
PINUSSYLVESTRIS(PINENEEDLE) OIL Feb 2000 a 7.1
PIPERONYL BUTOXIDE Aug 1991 a 7.5
POLOXALENE Nov 1974 a 7.1
POLYHEDROS S VIRUSOF HELICO ZEA Nov 1996 a 1
OCCLUSON BODIES
POLY (GNRF) OVALBUMIN Feb 1990 a 2
PORCINE SOM ATOTROPHIN Nov 1991 C 2
PROCYM IDONE Feb 1991 a 1.3
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PROPYLENE GLYCOL Nov 1974 a 7.1
2-PROPYLENE GLYCOL 1-M ONOM ETHYL Nov 1987 a 4
ETHER
POLY DIALLYL DIMETHYL AMM ONIUM Nov 1997 a 4.1
CHLORIDE (PolyDADMAC)

POLYSORBATE 20 May 2001 a 1
PROPAMIDINE Nov 1992 d 6.10
PROPYL ACETATES - a 7.1
PSEUDOM ONASFLUORESCENS May 1985 a 1.8
PYRIM ETHANIL Feb 1996 a 1
PYRIPROXYFEN Aug 1994 a 1
QUASSA Nov 1974 d 6,2.1
QUINOXYFEN Nov 2001 a 1.3
ROSEM ARY OIL Feb 2000 a 7.1
SAGE OIL (Spanish) Feb 2000 a 7.1
SANDALWOOD OIL Feb 2000 a 7.1
SEAWEED & UNFRACTIONED SEAWEED Feb 1985 d 15
EXTRACTS

SMAZINE Nov 1987 a 1.1
SOM ATOTROPIN, EQUINE Feb 1997 b 2
SUCRALFATE Aug 1982 a 6.8
SULESOM AB Jun 2002 b 6.1
SULFOSULFURON Feb 1998 a 1
SULPHATED POLYSACCHARIDES - a 7.1
TANNIC ACID Dec 1965 a 7.1
TANNIC ACID/BENZYL ALCOHOL Nov 1993 a 7.1
PRODUCT

TERBACIL Aug 1987 a 1
THAUMATIN Nov 1990 a 3.2
THIDIAZURON Nov 1989 a 1
TRIASULFURON Feb 1988 a 1
TRICHODERM A HARZIANUM May 1996 a 1
(2)-9-TRICOSENE Aug 1991 a 1
TRIETHYLENE GLYCOL Nov 1974 a 7.1
TRIFLOXYSULFURON Feb 2002 a 11
TRIFLURALIN Aug 1990 a 1
TRIFORINE Aug 1987 a 1
UREA Nov 1974 a 7.1
“C-UREA M ay 2001 a 6.1
VETIVER OIL Feb 2000 a 7.1
VINYL ETHER Nov 1987 b 6
VITAMIN K Jul 1963 a 6.9, 2.8
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XANTHOPHYLL (,-CAROTENE-3,3 -DIOL; Nov 1974 a 7.1
LUTEIN; VEGETABLE LUTEIN; VEGETABLE
LUTEOL; BO-XAN)

YLANG YLANG OIL Feb 2000 a 7.1
ZINC NAPHTHENATE - a 1.3
4.3 LITHIUM IN PIGMENTS

PURPOSE

The Committee considered the scheduling of lithium when present as an excipient.
BACKGROUND

Lithium sdts wereincluded in Schedule 4 at the July 1967 meetingof NDPSC. The
entry was amended at the February 1968 meetingto exempt preparations (eg Lithia
Water) containing 0.01% lithium or less. An application for lithiumin topica
preparations was considered at theM ay 1985 meeting but Iapsed dueto lack of
information. The entries were harmonised with New Zedland including an entry for
derma preparations (Schedul e 2) over the period November 1998-November 2000.

Lithiumis found naturdly in avariety of minerds including tourmaline which may
contain up to 2.5% lithium. The goplicant requested that pigments (egtourmaline)
containing lithium be exempt from the requirements of scheduling. Dermal preparations
containing lithium above 0.01% areincluded in Schedule 2 of the SUSDP.

At the June 2002 NDPSC meeting members supported, in-principle, asimilar gpproach to
that taken for iron oxides. This would exempt products from scheduling when present
below acertain percentage as an excipient. However, the Committee agreed that further
consultation was needed to establish an gppropriate cut-off and to ensure tha products
with atherapeutically active or toxi c concentration of lithiumion were not gven an
exempt gatus.

DISCUSSION

The Committee noted previous pre-meeting comment received from:

o XXXXXXXXX requestingthat no change be madeto the existing exemption for
products containing 0.01% lithium or less.

o XXXXXXXXX requestingthey be advised of the outcome.

The applicant provided information and argument in support of a0.23% cut-off based on
atheoreticd lithium content for tourmaine of 2.3% and a maximum tourmaline content
in dermal products of 10%.
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M embers noted that this information was consistent with dataprovided at the Odober
2003 mesting.

DECISION 2003/37 - 5

The Committee agreed to exempt produds containing 0.25 % or less of lithium when
present as an excipient.

Schedule 4 - Amendment
LITHIUM —amend entry to read:

LITHIUM (excludingwhen present as an excipient a 0.25 per cent or less of lithium) for
therapeutic use, except:

(& whenincluded in Schedule 2; or
(b) inpreparaions containing 0.01 per cent or less of lithium.
Schedule 2 - Amendment
LITHIUM (excludingwhen present as an excipient at 0.25 per cent or less of lithium) in

preparations for thergoeutic dermal use containing 1 per cent or less of lithium
except in pregparations containing 0.01 per cent or less of lithium.

S. PROPOSED CHANGES/ADDITIONS TO THE STANDARD FOR
THE UNIFORM SCHEDULING OF DRUGS AND POISONS.

5.1 SUSDP, PART 4

Therewere no items considered.

5.2 SUSDP, PART 5
521 SODIUM HYDROXIDE
PURPOSE

The Committee considered the proposa to amend the sodium hy droxide and potassium
hydroxide entries in Appendix F, Part 3 of the SUSDP, particularly in relation to the
requirement for Safety Direction (SD) 28.
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BACKGROUND

A proposa was been received from X X XXX XXXX seekingthe remova of the Safety
Direction 28 requirement for liquid preparations containing NaOH from Appendix F, Part
3 of the SUSDP. Safety Direction 28 "Do not mix with hot water" is required for
preparations containing mor e than 0.5% of sodium hy droxide (NaOH) or potassium
hydroxide (KOH).

DISCUSSION

Thefollowing points wereraised by X XXXXXXXX in support of their proposd.

» Sodium and potassium hydroxide in the solid form will react violently with hat water
because the dissolution is an exothermic process. Once these subgances have been
dissolved in water and cool ed to ambient temperature, they do na react
exothermically with water.

e To veify theclam, atest was conducted where aportion of different liquid caustic
detergent products (containing 1-35% hydroxide) was added to boilingwater. Indl
cases, there was no reaction other than dissolution of the detergent product and no
incresse in bubbling. Therefore, it is quite safe to add solutions of NaOH or KOH to
hot water at virtualy any concentration.

e Thesafety direction "Do not mix with hot water" ispaticularly problematic in the
cleaningindustry whereliquid akaline detergents are nearly dway s added to hot
water by the cleaners who have donethis safely for decades. Havingthis safety
direction on the label will create queries and confusion in the cleaningindustry .
XXXXXXXXX liquid dishwashing deter gent used in hospitals and restaurants around
Austrdiacontains over 18% sodium and potassium hy droxides dissolved in water
(plus ather cleaning agents) and is pumped into adishwashing machine with atank
full of hot water a over 60°C. Thisistypica in the cateringindustry around the
world.

o XXXXXXXXX suggested that Safety Direction 28 be required only for solid
preparations containing mor e than 0.5% of sodium or potassium hy droxide, not for
liquid preparations.

Theevaduation report highlighted the following points:

e Thesubmission staed that while the dissolution of solid hydroxides in water is
exothermic, the dilutions of sodium hydroxide and potassium hy droxide solutions
with water are not exothermic reactions, i.e. mixingthe solutions does not generate
heat. Thislatter datement is nat correct. Dilution of concentrated solutions of
sodium or potassium hy droxide is an exothermic reaction though much less so than
for the solid.

e Theheat of solution for various forms of sodium hydroxideto gveafina solution of
15% NaOH at 25°C is as follows:
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Solid flakes 1.08 kilojoul es/gram NaOH
50% agueous solution 0.52 kilojoul es/gram NaOH
30% aqueous solution 0.13 kilojoul es/gram NaOH

The heat of dilution falls off rapidly astheinitia concentration of the NaOH solution
decresses from 50% to 30%.

e While it appears to be common practice to add strongy akaine liquid detergents to
hot water, it islikely that the"hot water" is from acommercial water heater and has a
temperature of less than 70°C. The concentration of sodium and potassium
hydroxides in liquid detergents is unlikely to exceed 50% while most products are
likely to be considerably less than 50%.

e Thepaentid for latter or Pitting due to overheatingwhen adkaline liquid
detergents are added to water decreases with the water temperature and rate of
addition to water. Increasingthe stirringrate during addition of akaline solution to
water aso decreases therisk of locd overheatingand splatter. Onthis basis, the
patentid risks from controlled addition of asolution containing 30% or less NaOH to
water of equa volume or more, with stirring, is low.

e |t was recommended that anew Saf ety Direction "when diluting, add to water at a
controlled rate with agitation to avoid splattering’, in place of Safety Direction 28
would provide an adequate safeguard against splatteringfor liquid deter gents
containing less than 30% sodium or potassium hy droxide.

s Theproposed cut-off of 30% may represent afairly conservative view and the
Committee may wish to consider ahigher concentration cut-off. Furthermore, for
liquid preparations the lower leve of 0.5% is very conservativeand it is
recommended that the Committee consider aleve of 10% for exemption from SD28
without the aternative SD.

e The SAfety Directions relatingto gloves and ey e protection should remain.

e No safety concerns are expected with regard to automati ¢ dispensing of alkaline
detergent into a closed system dishwashing machines which meet the relevant design
specifications. Accordingy, it is proposed that produds used soldly for thispurpose
may be exempted from the requirement to have Safety Direction 28 on the labd,
athough diversion of the product to manua uses may need to be considered.

The Committee agreed that dilution of commercia concentrations of liquid cleaning
preparations containing alkai meta hy droxides would not boil or spit, even where hot
water was used.

DECISION 2003/37 - 6

The Committee agreed to require Saf ety Direction (SD) 28 only for solid preparations
containing greater than 0.5% of sodium or potassium hy droxide.
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Appendix F, Part 3— Amendment

Sodium hy droxide — amend entry to read:

Warning SHfety
Sodium hy droxide Satements Directions
(&) inpreparations containing 5 1,4,6
0.5 per cent or less of
sodium hy droxide.
(b) insolid preparations containing 2, 10, 78 3,5,28
more than 0.5 per cent of
sodium hy droxide.
(©) inliquid preparations containing 2, 10, 78 3,5
more than 0.5% of sodium
hydroxide
Appendix F, Part 3— Amendment
Potassium hy droxide — amend entry to read:
Warning SHfety
Potassium hy droxide Satements Directions
(& inpreparations containing 5 1,4,6
0.5 per cent or less of
patassium hy droxide.
(b) insolid preparations containing 2, 10, 78 3,5,28
morethan 0.5 per cent of
patassium hy droxide.
(©) inliquid preparations containing 2, 10, 78 3,5
more than 0.5% of potassium
hy droxide
5.3 WARNING STATEMENTS AND GENERAL SAFETY

DIRECTIONS ESTABLISHED BY CPAS FOR AGRICULTURAL

AND VETERINARY CHEMICALS (STANDING AGENDA ITEM).

No items considered.
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6. MATTERS REFERRED BY THENATIONAL REGISTRATION
AUTHORITY FOR AGRICULTURAL AND VET ERINARY
CHEMICALS

6.1 FENBUCONAZOLE
PURPOSE
The Committee considered the scheduling of fenbuconazole, anew fung cide.

BACKGROUND

XXXXXXXXX provided datain support of TGAC gprova for fenbuconazole and
registration of anew product X X XXX XXX X containing 240¢/L fenbuconazole for use
against awiderange of funga diseases affectingfruits, vegetables, cereal crops, turf,
ornamenta plants and tree crops.

Fenbuconazoleis atriazole fung cide and is clamed to have protectant, curative and
eradicant properties. Fenbuconazoleis similar to other triazole fung cides including
isoconazole (R, S3, HA4, ), diniconazole (Sb), enil conazole (S5), hexaconazole (H),
prapiconazole (b, 6), azaconazole (6), epoxi conazole (2, S3, HA, ), tebuconazole
(SH), ketoconazole (X, HA), miconazole (X2, S3, HA, ), cyproconazole (SH), bitertanol
(unscheduled) and econazole (2, 3, 4, 6).

The mechanism of action of triazole fungicides, which include bitertanol, fluotrimazole
and triazbutil, is by inhibition of serol 14-a.-demethylase, amicrosoma cytochrome
PA450-dependent enzyme sysem. Triazoles impair the biosy nthesis of ergosterol, leading
to accumulation of 14-a-methylsterols, impairing the functions of certain membrane-
bound enzy me sy gems such as AT Pase, thus inhibiting the growth of fung.

DISCUSSION

(Paragraphs deleted)

The Committee noted that as aclass, thetriazole fung cides all havetheliver as the mgor
target organ and show increased liver wel ghts and liver toxicity in the acute and chronic
trids. They are generally not mutagenic nor arethey genotoxic.

The Committee noted that inclusion in Schedule 5 had been requested by the gpplicant
and agreed that the datafor the active constituent supported such an entry .

DECISION 2003/37 - 7

The Committee agr eed that fenbuconazole be included in Schedule 5 of the SUSDP on
the basis of reversible hepatotoxicity after repeat dosing and reproductive toxicity
observed a high dose levelsinrats.
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Schedule 5 - New entry

FENBUCONAZOLE.
6.2 MORANTEL TARTRATE
PURPOSE

The Committee considered the scheduling of morantd tartrate.

BACKGROUND

M orantd tartrateis currently unscheduled and was previously (1972) included in
Appendix B of the SUSDP (1972) on the basis of the low hazard associated with use of
the produd.

XXXXXXXXX provided datain support of goprova for the regstration of anew product
XXXXXXXXX containing 167 gkgof morantd tartrate (equivaent to 99 gkg morantel)
and 4 g/kg of abamectin for use as an ord pasteto control worms, bats and skin lesions
and microfilaraein horses. This product would currently beincluded in schedule 5 on the
basis of the abamectin content.

M orante tartrateis aterahy dro-pyrimide anthemintic similar in structureto pyrante
(currently S2 for human thergpeutic use) and oxantd (oxantel embonateis currently S5
for the treatment of animas). M orantdl is dso available as a citrate salt and is regstered
for use as an anthemintic in pigs, sheep, goats and horses.

DISCUSSION
(paragraphs deleted)

The Committee agreed that based on the acute toxicologca profile, morante should be
included in Schedul e 6 of the SUSDP with a cut-off to both Schedule 5 and exempt. The
Committee noted that this was nat expected to have any regulatory impact.

DECISION 2003/37 - 8

The Committee agreed that on the basis of the acute ord toxicity profilethat morantd be
included in Schedul e 6 with acut-off to Schedule 5 a 25% and a cut-off to exempt at
10%.

Schedule 6 — New entry
MORANTEL TARTRATE exaept:

(& whenincluded in Schedule5;
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(b) inpreparaions containing 10 per cent or less of morantd.

Schedule 5—New entry

MORANTEL TARTRATE in preparaions containing 25 per cent or less of morante
except in prgarations containing 10 per cent or less of morantel.

OUTCOME

Additionaly, the Committee agreed to foreshadow the inclusion of morantel in Schedule
6 and Schedule 5 of the SUSDP for consideration at the June 2003 meeting. The
Committee recognised that al salts of morantel should be subject to the same scheduling
control.

FORESHADOW
Schedule 6 — Amendment
MORANTEL TARTRATE — amend entry to read:
MORANTEL except:
(& whenincluded in Schedule5;

(b) inpreparaions containing 10 per cent or less of morantd.

Schedule 5 — Amendment

MORANTEL TARTRATE —amend to read:

MORANTEL in preparaions containing 25 per cent or less of morantel except in
preparations containing 10 per cent or less of morantd.

6.3 BACILLUS SPHAERICUS STRAIN 2362

PURPOSE

The Committee considered the schedul ing of Bacillus sphaericus strain 2362, a new
active used as an anti-mosquito larvicide.

BACKGROUND

Bacil lus sphaericus is anaturdly occurring, spore-formingbacterium found in soil and
aguatic environments. At thetime of sporulation, Bacillus sphaericus produces ad-
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endotoxin which is bound to the gpores and is toxic to many species of mosquito larvae
upon ingestion.

XXXXXXXXX have provided datain support of TGAC gpprova for anew active,
Bacil lus sphaericus strain 2362, and for atria permit and regstration of anew product
XXXXXXXXX for usein the control of Culex spp., Anophees spp., and Aedes
camptor hynchus. It wasproposed for usein arange of situations where mosquitoes
breed, particularly in highly polluted water.

The produdion of XXXXXXXXX is aone-gep processwherethe excipients are added
to the fermentation slurry and dried to form the granul ated end-use product.

DISCUSSION
(Paragraphs deleted)

The Committee noted that the Sorage directions for the product (store a 25°C) indicated
the robustness of the organism.

DECISION 2003/37 - 9

The Committee agreed that on the basis of the low acute ord, dermal and inhaation
toxicity and lack of mammalian pathogenicity that Bacillus sphaericus strain 2362 be
exempt from scheduling and included in Appendix B for use as an anti-mosquito
larvicide.

Appendix B Part 3 - New entry

BACILLUSSPHAERICUS STRAIN 2362.

Date Feb 2003
Reason: a

Use 51

6.4 CADUSAFOS
PURPOSE

The Committee considered the scheduling of encapsulated cadusafos.

BACKGROUND

Cadusafos is a phosphorodithioate organophogphate compound related to eéhoprophos
(S6, S7) and terbufos (S7). It is abroad-spectrum nematicide and insecticide used to
control numerous soil pests. X X XX XXX XX is regstered usein soil used to grow
bananas, gnger, sugar cane and tobacco.
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XXXXXXXXX provided datain support of regstration of anew product
XXXXXXXXX for usein the control of certain soil borne parasitic nematodes in turf. In
thisproduct, cadusafos is encapsulated in apoly mer shell to limit thetoxicity compared
to the currently regstered granul ar formulation X XX XXXXXX. Thepoly mer shell
releases cadusafos after severd days onceincorporated into the soil toprovidethe
nematicida effect. The exact mechanism of release is unclear.

DISCUSSION

(Paragraphs deleted)

The Committee noted that parathion-methy| (240 and 450 g/L. CS), asimilar encapsulated
product, had bepreviously considered and was reviewed under the Existing Chemical
Review Program (ECRP) in 1997. The Committee noted the following from the ECRP
parathion-methy| review:

e Theacutedermal toxicity for the CSproductswas very low under occlusion with the
dermd LDsg in rats above 4000 mgkgfor the 450 CS.

e Incomparative short-term repeat dose derma studies (under occlusion) there was
little difference in cholinesterase inhibition between the EC and CSpreparations with
NOEL for cholinesterase (ChE) inhibition about 11mgkg bw/day in each case.

e Whilethe aboveresult was ascribed to drying of the CS product, minor differencesin
the pratocols between the gudies and low numbers of animals made interpretation
difficult.

e Anin-vitro absorption gudy in rats was dso interpreted as drying of the beads and
that subsequent release of parathion-methyl from the encapsulation beads may be a
problem however problems with thepratocol and lack of detail on the methodology
made interpretation difficult.

The Committee acknowledged that theseissues had been noted during discussion of the
parathion-methy| produds (Aug 1995, 1996 and M &y 1997) and dthough additiona
information had been requested in respect of storage stability and release on drying (on
humans) this information had not been received. As aresult, both the 240 and 450 CS
parathion-methy| produds were retained in Schedule 6 rather than rescheduled to
Schedule5.

In the absence of repeat dose short-term derma toxicity sudies for cadusafos, the
Committee drew acomparison between the encgpsulated parathion-methy| product and
the encapsulated cadusafos product. The Committee noted tha if the cadusafos is
released on drying and subsequent rupture of the capsule, cadusafos may be present inthe
environment for 2-5 months depending on soil type. The Committee aso noted that the
patentia derma exposure may possibly be subgantialy greater than reported in the
studies submitted in support of regstration and that there was patentia for signifi cant
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cholinesterase inhibition following repeated exposure to cadusafos residues from areas
treated with cadusafos.

The Committee recognised that the use of an encagpsulated product on ports fields
provided an environment where regular users of thetreated field may be exposed severd
times aweek to cadusafos residues once rupture of the capsule has occurred. It was noted
that if agportingteam trained and play ed match games on afield trested with this
product, the exposure may be quite high, particularly for acontact sport. For agrounds-
person workingon atreated field, the exposure may be up to 8 hoursper day, 5days a
week. Exposure could occur both by direct contact with soil and vegetation and via dust
contamination. M embers expressed general concern over potentia sub-chronic exposure
to cadusafos residue on playing field turf and requested the Secretaria to bringthese
concernsto the attertion of the NRA.

The Committee understood thé thisprodud will be marketed in X X XXXXXXX packs
and as such, its use could aso extend to the home garden ie lawns. The Committee dso
noted that home garden use may have apotentia exposurerisk exceedingthat of asports
field as children may play onthetrested lawvn every day for severd hours. M embers

ag eed that home garden use of cadusafos was not appraopriate and requested the
Secretariat to advisethe NRA of the Committee' s gpinion.

The Committee agreed that thetoxicity profile for the encapsulated product supported a
Schedule 6 entry. However, based on thetoxicity profile for the granular product, the
Committee considered that continued inclusion of this product X X XXXXXXX in
Schedule 7 remained appropriate.

M embers noted that the effect of detergents on capsule stability had not been investigated
and the effect of detergent and soaps in washingwas unknown.

DECISION 2003/37 - 10

The Committee agreed that on the basis of the low acute ord, dermal and inhaation
toxicity that encapsulated sugpensions of cadusafos be included in Schedule 6 for
preparations containing 20 per cent or less of cadusafos.

Schedule 7 — Amendment

CADUSAFOS— amend entry to read:
CADUSAFOS exaept when included in Schedul e 6.
Schedule 6 — New Entry

CADUSAFOSIn aqueous preparaions containing 20 per cent or less of
microencapsulaed cadusafos.
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6.5 MARBOFLOXACIN
PURPOSE

The Committee considered the scheduling of marbofloxacin.
BACKGROUND

M arbofloxacin belongs to the fluoroquinolone group of antibiotics that act through
inhibition of the bacterial enzyme DNA gyrase. It isrelated tothe veterinary antibiotics
enrofloxacin ($4), difloxacin ($4) and orbifloxacin ($4) and anumber of important
human antibiotics including ciprofloxacin ($4) and ofloxacin ($4). The fluoroquinolones
provide thetreatment of lagt resort for M ultiresistant Staphlococcus aureus (M RSA) and
Vancomy cin-Resistant Enterococci (VRE). The fluoroquinolone antibiotics can produce
arthropahy both in immature humans and ani mals.

XXXXXXXXX provided datain support of TGAC gprova for marbofloxacin and
registration of anew product in four grengths X XXXXXXXX tablets containing 25mg,
50mg, 100mgand 200mg marbofloxacin respectively for usein the trestment of canine
and feline skin, soft tissue infections and urinary tract infections (¢y gitis) in dogs.

DISCUSSION
(paragraphs deleted)

The Committee noted that including marbofloxacin in Schedule 4 would be consistent
with the Government reponseto JETACAR. The Government response acceptsthe
JETACAR proposd that dl antibiotics for use in humans and animals be cl assified as $4
unless the relevant regulatory authorities and the NDPSC assess the substance as having
low and acceptablerisk of promoting antibiotic resistance and can be exempted from this
schedulingclass. The Secretariat advised that as marbofloxacin is used for companion
animals only, it is not required to be assessed by EAGAR.

A member commented that as marbofloxacin was amember of the fluoroquinolone class
of antibiotics, it should be used with caution in skeletaly immature animals dueto the
patentia to causejoint erosion. Further comment noted that the treeting veterinari ans
would be ableto use their discretion when treating y oung ani mals.

The Committee noted that theproduct was unlikely to be used in other animals other than
those for which it wasproposed (cats and dogs).

DECISION 2003/37 - 11

The Committee agreed to include marbof loxacin in Schedule 4 of the SU SDP on the
basis of the need for professiond diagnosis intervention and advice prior to its use, and
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recommendations from JETACAR. Additionaly, inclusion of marbofloxacin in Schedule
4 is consistent with the Government’ s repponse to Recommendation 6.

Schedule 4 — New Entry

MARBOFLOXACIN.
6.6 IVERMECTIN

PURPOSE

The Committee considered the scheduling of anew ivermectin product for usein catle.
BACKGROUND

Ivermectin was first scheduled in 1980. Over the subsequent years there has been a
number of considerations relatingto the use of ivermectin in cattle. Preparaions
containing 1% or less of ivermectin for the treatment of cattle, when supplied in seded
containers for use in automatic injection equipment were included in Schedule 6 a the
November 1989 meeting. The Committee considered new information concerningthe
use of ivermectin as apour on cattle produd containing 5mg/mL ivermectin and as a
jetting fluid containing 75mg/mL ivermectin a the August 1992 meeting of the NDPSC.
Based on thelow derma absorption of the pour-on produd, preparations containing 0.5%
or less of ivermectin for dermal application to cattle wereincluded in Schedule 6. Asthe
acute ord toxicity for thejetting fluid was high a 75mgmL, the Committee agreed that
thejetting fluid should remain in Schedule 7.

The Committee reviewed the Schedul e 6 entry for ivermectin a the February 1996
meeting of the NDPSC and amended the Schedule 5 entry to includeinternal usefor the
treatment of animals at 2% or less except when in Schedule 4, amended the Schedule 6
entry to include externa use for the trestment of animals a 2% or less and amended the
Schedule 7 entry to include al other uses which were not covered by Schedules 4, 5 or 6.
The Committee considered both the Schedule 5 and the Schedule 6 entries a the August
1996 meeting of the NDPSC and agreed to del ete the Schedule 6 entry and include
preparations containing 2% or less and intraruminal implants containing 160mgor | ess of
ivermectin in Schedule 5. The Schedule 7 entry was adjusted accordingly.

DISCUSSION
(Paragraphs deleted)
The Committee, while notingthat the evaluator consider ed the new ivermectin product

could beincluded in Schedul e 5 based on the propased use patern and packaging,
expressed concern over the potentid risk of accidenta poisoning in children.
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The Committee agreed that if the product was packaged with achild-resistant closure, the
concerns over accidenta poisoningin children would be allay ed.

DECISION 2003/37 - 12

The Committee agreed that on the basis of thepragposed use and packagng, the Schedule
5 entry for ivermectin be amended to include formulations containing 3.5% or less of
ivermectin when packed in acontainer fitted with a child-resistant closure.

Schedule 5 — Amendment

IVERM ECTIN —amend entry to read:
IVERM ECTIN for usein animals:

(& inpreparaions fortheprophylaxis of heartwormin cats and
dogs;

(b) inintraruminal implants containing 160mg or | ess of
ivermectin;

(© inpreparaions containing 3.5 per cent or less of ivermectin
when packed in acontainer fitted with achild-resistant
closure; or

(d) inother prgparations containing 2 per cent or less of
ivermectin.

1. MATTERS REFERRED BY SCIENTIFIC DIRECTOROF THE
NON-PRESCRIPTION M EDICINES BRANCH

Therewere no items considered.

8. ANTIBIOTICS FOR CONSIDERAT ION FOLLOWING
RECOMMENDATIONS OF THE JOINT EXPERT TECHNICAL
ADVISORY COMMITTEE ON ANTIBIOTIC RESISTANCE
(JETACAR)

BACKGROUND

In 1999, the Joint Expert Advisory Committee on Antibiotic Resistance (JETACAR)
recommended:

“Tha dl antibiotics for use in humans and animals (including fish) be classified as $4
(prescription only)” (Recommendation 6).
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The Commonweath Government’ s responseto the JETACAR Report accepted “the
concept tha dl antibiotics for use in humans and animas (including fish) be classified as
A (prescription only)”. However, the Government’ s acceptance was qudified by
highlightingthat “ ... certain antibiotic products might be exempted from this scheduling
class wherethe National Regstration Authority (NRA), theT hergpeutic Goods
Administration (TGA) and the NDPSC assess the antibiotic products as havingalow and
acceptablerisk of promoting antibiotic resistance”.

The Committee agreed that the scheduling of growth promaters/others scheduled outside
SA with no NRA regstrations outside of $4 would be reviewed a the February 2003
meeting. This intention was included in the post- June 2002 meeting notice published in
the Commonwedth of AustraiaGazette NoGN 32, 14 August 2002.

The Committee dso agreed that the scheduling of virginiamy cin would bereviewed a
the February 2003 meeting after thefinal report form the NRA was received. This
intention was included in the pre - February 2003 meeting notice published in the
Commonwedth of AustraiaGazette No GN 01, 8 January 2003.

The Committee agreed to consider each substance gazetted for consideration at the
February 2003 meeting individually. Thesewere: vigniamycin (8.1), bacitracin (8.2),
cuprimyxin (8.3), erythromycin (8.4), hygromycin (8.5), ndadixic acid (8.6), nisin (8.7),
spiramycin (8.8) and avoparcin (8.9).

8.1 VIRGINIAMYCIN
PURPOSE

The Committee considered the scheduling of virgniamycin.
BACKGROUND

Virgniamycin was first scheduled prior to 1969. Virgniamycin is astreptogramin
antibiotic used for the treatment of infections due to sensitive organisms, particularly
gam positive bacteria It isregistered for usein cattle, sheep, horses, pigs and poultry as
prophylaxis against lactic acidosis and/or as a growth promotor.

Virgniamycin was the only anima agent in the streptogramin class. Thereis only one
product of this class for human use avail able in Austrdia— quinupristin-dafoprisitin
(QD, brand name X X XXX XXX X)which isindicated for usein the treatment of
suspected or proven methicillin-resistant Staphylococcus aur eus or vancomy cin-resistant
Enter ococcus faecium infections requiring intravenous therapy where other antibiotics are

ingppropriae.
DISCUSSION
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Two submissions have been received from X X X XXX XXX (June 2002 and February
2003). The company requested that the usein cattle be separated from the usein pigs and
poultry when the Committee considered the scheduling of virgniamycin.

XXX XXXXXX argued that ruminants, such as adult cattle and wool producing sheep,
pose anedigible source of resistant organisms to humans. X X XXXXXXX highli ghted
that cattle and sheep farmers in remote regions may be poorly serviced by veterinarians
and as such, may be denied access to virgniamycin products. These produds arevita to
preserve both animal wefare and animal lif e, particularly duringdrought feeding, but
aso when grain supplementation is required due to seasondly margnal pasture
conditions.

The Committee noted in the Expert Advisory Group on Antimicrobiad Resistance
(EAGAR ) report that

e Invitro studies confirm that virgniamycin resistance results in complete cross-
resistance to priginamycin (ora antibiotic availablein France) and QD. Seection for
resistance to virgniamycin in staphylococci and streptococci generdly confers
resistance to al macrolides and lincosamines. M acrolides (eg. erythromycin,
roxithromy cin, azithromy cin and clarithromycin) are widely used in human medicine
for abroad range of indications. The lincosamines (eg. lincomycin and clindamycin)
are used less frequently. Sdlection of resistanceto virgniamycin in E. faecium
usudly does not confer resistanceto other classes. However, in theory, virgniamycin
is capable of perpetuaing vancomy cin-resistant E. faecium in animal populations.

e |t ispossiblefor virgniamycin resistance to be s ected in awiderange of intestina
Gram-positive bacteria. The most important organisms likely to be affected are those
in which multi-antibiotic-resistance may aready be present, epecialy vancomycin-
resistant E. faecium. Selection of virginiamy cin resistance in vancomy cin-resistant E.
faecium and transmission of such strains through the food chain could represent a
significant hazard to humans.

e OneGerman study reported that no QD resigant enterococci wereisolated on the
farms not using virgniamycin. All manure samples from farms usingvirgniamycin
yielded QD resistant E. faecium.

e Itislikely that virgniamycin-resistant E. faecium will spread to humans viathefood
chain. It is not known whether the resistance is spread through colonisation of
humans with animd strains, or viathe transfer of resistance genes from anima to
human enterococci in the human gut.

e EAGAR recommended that virgniamycin beincluded in Schedul e 4 of the SUSDP
for dl species, including cattle based on the fact that y ounger animals and some older
cattlemay carry E.faecium. Segregetion of younger and older cattleis not dways
possible, and therefore exposure of cavesto in-feed virgniamycin may occur with
some freguency .
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Pre-meeting correspondence was received from- X X XX XXX XX, X X XXX XXX X
objected to therestriction of virgniamycin products for usein cattle and sheep onthe
basis that it can be avery vauable product in times of drought such as those being
currently experienced. Virginiamycin is added to high-grain rations for between one and
two weeksto prevent the development in thase animds of |actic acid poisoning following
too-rapid ingestion of grain in high feed concentrations. If virginiamycin was included in
Schedule 4, this could result in animal wefare being compromised as many farmers do
not have adequate access to veterinary surgeons from whom they would need authority to
purchase theseproducts. X X XXX XXX X proposed two aternate scheduling options tha
would accommodate this usein cattle and sheep for the treatment of feed-related acidosis.

The NRA advised virgniamy cin was not the only treatment availabl e for feed-related
acidosis. Other substances including someionophores may aso be used for the treatment
for acidosis and are currently included in Schedul e 5.

Another member noted that virginiamycin is restricted inits usein New Zedand. It can
be used when the organism is susceptible only to virgniamycin and to no other agent.

M embers noted that the inclusion of al uses of virgniamycinin Schedule 4 would result
in harmonisation with New Zeaand.

DECISION 2003/37 - 13

The Committee agreed to include virgniamycin for all uses in Schedule 4 of the SUSDP
on the basis that continued unrestricted use poses an unacceptable risk to human hedth
from the development and transfer of organisms resistant tothis class of antibioticsin
food animals. Additionaly, inclusion of virginiamycin in Schedul e 4 of the SUSDP
would be consistent with the Government reponseto JET ACAR Recommendation 6 and
advicereceived from EAGAR.

Schedule 4 - Amendment

VIRGINIAM YCIN — amend entry to read:
VIRGINIAM YCIN.

Schedule 5 — Amendment

VIRGINIAM YCIN — deleteentry.

8.2 BACITRACIN

PURPOSE

The Committee considered the scheduling of bacitracin.

BACKGROUND
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Bacitracin is classed as apoly peotide antibiotic. It is used as afeed premix as a growth
promotant and as atrestment for necrotic enteritis in poultry. It iswiddy used for the
treatment of eye and ear infections and skin infections in animals generdly.

Bacitracin was first scheduled prior to 1968 under the generic entry for antibiotics.
Bacitracin was included as an individua entry in Schedule4 a theM ay 1978 meeting.
The scheduling of this substance has been reviewed periodicaly, and has essentialy
remained unchanged since its initid inclusion in the standard.

DISCUSSION

A pre-meeting submission was received from X X X X XXX XX. The submission
concluded that bacitracin poses anegigblethreat in regard to antibiotic resistance and as
such, XXX XXXXXX reguested no changes to the current scheduling of bacitracin.

The Expert Advisory Group on Antimicrobial Resistance (EAGAR) provided a
scheduling assessment which recommended that al uses of bacitracin be scheduled as $A.
EAGAR believed that scheduling outside of 4 would pose an unacceptable risk of
promoting antimicrobia resistance as continued non-prescription (unregulated) use will
raise the likelihood of escadating resistance when used thergpeuticaly in animals.
Experimentd evidence linking bacitracin to vancomycin resistance is equivocal.
Bacitracin is listed by JETACAR as acategory A antibiotic (essentia antibiotics for
treatment or prevention of anima infections where there are few or no dternatives for
many infections) for meat chickens and lay er hens for prevention of necrotic enteritis.
While there are human uses for bacitracin, it is not considered to be an important
antibiotic and areasonable number of alternative agents in different classes are available
to treat these infections.

The EAGAR concluded that the continued use of bacitracin as a growth promotant could
compromiseits effectiveness as atreatment of necrotic enteritisin poultry.

The Committee noted the EAGAR had reviewed and considered the pre-meseting
submission from X XX XXX XXX when recommending bacitracin beincluded in <4 for
al uses.

DECISION 2003/37 - 14

The Committee agreed to include bacitracin for all uses in Schedule 4 of the SUSDP on
the basis that use outside of $4 poses an unacceptablerisk of promating antimicrobial
resistance and would raise the likelihood of escalating resistance when used
thergpeuticdly in animas. Additiondly, inclusion of bacitracin in Schedule 4 of the
SUSDP would be consistent withthe Government responseto JETACAR
Recommendation 6 and advicereceived from EAGAR.

Schedule 4 — Amendment
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BACITRACIN —amend entry to read
BACITRACIN.

Schedule 6 — Amendment
BACITRACIN —ddeteentry.

8.3 CUPRIMY XIN

PURPOSE

The Committee considered the scheduling of cuprimyxin.

BACKGROUND

Cuprimyxin is abroad-spectrum antibacteria and antifungd agent. It was used for the
topical treatment of superficid infections in horses, dogs, and cats caused by bacteria,
dermatophytes andyeast affectingthe skin, hair, and external mucosae.

The Committee first considered cuprimyxinin M ay 1977 and it was included in Schedule
5 of the SUSDP.

DISCUSSION

It was outlined that the Expert Advisory Group on Arntimicrobial Resistance (EAGAR)
recommended the remova of the S5 cuprimyxin entry as there are currently no regstered
products containing cuprimyxin. EAGAR indicated it would consider cuprimyxin should
aproduct be submitted for regstration.

The Committee noted that the exclusion of cuprimyxin from the SU SDP would remove
regulatory controls currently in place. Theinclusion of cuprimyxin into Schedule 4 of the
SUSDP would provide afurther measure of control for the persona importation of
therapeutic goods under the T hergpeutic Goods legslation. A written authority issued by
amedicd practitioner regstered under alaw of a State or Territory is required for
Schedule 4 substances, except where the goods are carried by the importer as a passenger
on aship or aeroplane.

DECISION 2003/37 - 15

The Committee agreed to include cuprimyxin for all uses in Schedule 4 of the SUSDP on
the basis of EAGAR'’s recommendation. Additionally, it was notedthat inclusion of
cuprimyxin in Schedul e 4 of the SUSDP would be consistent with the Government
responseto JETACAR Recommendation 6.
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Schedule 5 - Amendment

CUPRIM YXIN — delete entry.

Schedule 4 — New entry

CUPRIM YXIN.
8.4 ERYTHROMYCIN
PURPOSE

The Committee considered the scheduling of erythromycin.

BACKGROUND

Erythromycin was first scheduled prior to 1968. Erythromycin is amacrolide antibiotic
with awide spectrum of activity that is used in thetreatment of awide variety of
infections in cattle, sheep and poultry.

DISCUSSION

The Expert Advisory Group on Artimicrobid Resistance (EAGAR) provided an
assessment of erythromycin. The Committee noted that while the human importance of
erythromycinis low, it is generally regarded as asecond to third line agent for many
human infections caused by susceptible microorganisms. Increasingresistance will
further reduce the utility of macrolides, but aternatives exist. Accordingy, EAGAR
recommended that al uses of erythromycin be scheduled as S4. Therationalefor this
recommendation was as follows:

It poses an unacceptable resistance risk outside Schedule 4 because:

e Erythromycin resistance can be generated in animals and spread to humans, addingto
the macrolide resistance burden in both groups.

e It can encourage co-selection of resistance to unrelated cl asses of antibiotics, and
sometimes to classes with the same mechanism of action such as the lincosamides and
streptogramins B.

e Itisanimportat thergoeutic agent in some anima species (the JETACAR ratingfor
animals is high for some species).

DECISION 2003/37 - 16

The Committee agreed to include erythromycin for al uses in Schedule 4 of the SUSDP
on the basis of EAGAR’s recommendation that use outside of $4 poses an unacceptable
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risk of promoting antimicrobia resistance and the transfer of this resistance from animals
to humans. Additiondly, inclusion of erythromycin in Schedule 4 of the SUSDP would
be consistent with the Government regponse to JET ACAR Recommendation 6.

Schedule 4 — Amendment
ERYTHROM YCIN —amend entry to read:
ERYTHROM YCIN.

Schedule 6 — Amendment

ERYTHROM YCIN —delete entry.
8.5 HYGROMYCIN

PURPOSE

The Committee considered the scheduling of hy gromycin.
BACKGROUND

Hygromycin was first scheduled in 1968 and included in Schedule 4 of the SU SDP.
Hygomycin B is an aminogy coside antibiotic that inhibits protein synthesis in bacteria
and fungi. It was used as an anthelmintic in veterinary medicinefor the trestment of
nematode infections.

DISCUSSION

The Expert Advisory Group on Antimicrobia Resistance (EAGAR) had provided the
Committee with interim advicethat al uses as hygromycin beincluded in $4 asthis
anitmicrobi a sd ects for cross-resistance to aminogly cosides of human importance.

DECISION 2003/37 - 17

The Committee agreed to include hygromycin for al uses in Schedul e 4 of the SUSDP on
the basis of EAGAR’s recommendation that use outside of $4 poses an unacceptable risk
of promoting cross resistance to aminogly cosides of human importance. Additiondly,
theinclusion of hygromycinin Schedule 4 of the SU SDP would be consistent withthe
Government responseto JETACAR Recommendation 6.

Schedule 4 — Amendment

HYGROM YCIN —amend to read:
HYGROM YCIN.
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Schedule 6 — Amendment

HYGROM YCIN —dédete entry.

8.6 NALIDIXIC ACID

PURPOSE

The Committee considered the scheduling of nalidixic acid.

BACKGROUND

Nalidixic acid is a4-quinolone antibacterid used in the treatment of uncomplicated lower
urinary tract infections due to Gram-negetive bacteria other than Pseudomonas spp. It
has also been used to treat shigdlosis.

The Committee first considered nadidixic acid a the July 1965 meetingand it was
included in Schedul e 4 of the SUSDP. Nadidixic acid was reviewed again a the
November 1985 meeting and the Committee included anew Schedule 6 entry for this
substance when packed and label led for the treetment of ornamental fish.

DISCUSSION

The Expert Advisory Group on Antimicrobid Resistance (EAGAR) provided the
Committee with interim advicethat al uses of nadadixic acid beincluded in $4 asthis
therapeutic class is importart in human medi cine.

DECISION 2003/37 - 18

The Committee agreed to include naidixi c acid for al uses in Schedul e 4 of the SUSDP
onthebasisthat it belongs to athergpeutic class which isimportant in human medicine.
Additionaly, inclusion of naidixic acid in Schedule 4 of the SU SDP would be consistent
with the Government reponseto JETACAR Recommendation 6.

Schedule 4 — Amendment

NALIDIXIC ACID —amend entry to read

NALIDIXICACID.

Schedule 6 — Amendment
NALIDIXIC ACID —ddeteentry.

8.7 NISIN
PURPOSE
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The Committee considered the schedul ing of nisin.

BACKGROUND

Nisin is apolypeptide antibiotic produced by Streptococcus lactis, anaturaly occurring
milk bacterium, is gpproved as afood additivein Austraiaand used as afood
biopreservative in awide range of food products including dairy, fermented bever ages,
dressings and sauces, frozen desserts and high moisture/reduced fat foods. Nisin inhibits
many Gram-positive foodborne pathogens, including Clostridium botulinum and Listeria
monocytogenes. In these bacteria, nisin acts on the cytgplasmic membrane of nisin-
sensitive cdl by binding, insertingand forming pores. This leads to efflux of intracellular
compounds, energy depletion, praton motive force dissipation, and ultimately cell death.
Nisin was classified "Generdly Regarded as Safe’ (GRAYS) inthe United States in April
1988, and is aso gpproved as anaturd food preservative by more than 40 countries as
well as with the Food and Agricultura Organisation of the World Hedth Organisation
and European Union.

TheMay 1978 M ediing agreed to exclude nisin, which was consider ed exempt from
scheduling a thetime, from the generic entry for 'antibiotics' in Schedule 4. In
November 1998, the NZ M CC agreed to adopt the $4 generic statement for antibiotic
substances but did nat adopt the exemption for nisin athough no reason was stated in the
M CCM inues.

DISCUSSION

The Expert Advisory Group of Antimicrobid Resistance (EAGAR) Secretariat has
advised that there are no resistance issues associated with nisin as thisis aclass that has
no human analogues or cross resistance issues. However, arecent study published under
the auspices of the United States Department of Agriculture, Agri culture Resear ch

Sarvice (ARYS), has reported tha the rumina bacterium, Streptococcus bovis, could
deveop nisin resistance after only ashort period of exposure. This was gated to be due
to an dteration in lipoteichoic acids, and this change also caused an increasein ampicillin
resistance (Applied and Environmenta M icrobiology, February 2001).

OUTCOME

The Committee agreed that the unscheduled status of nisin remains appropriate and to
reconsider the matter followingreceipt of the EAGAR assessment.

8.8 SPIRAM YCIN

PURPOSE

The Committee considered the scheduling of spiramycin.
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BACKGROUND

Spiramy cin was first scheduled prior to 1978. Spiramycin is amacrolide antibiotic that
has been used similarly to erythromycin in the treatment of susceptible bacteria
infections. It has aso been used in the protozoa infections, cry ptosporidiosis and
toxoplasmosis.

DISCUSSION

The Expert Advisory Group on Antimicrobid Resistance (EAGAR) provided an
assessment which recommended that al uses of spiramycin be scheduled as $4. The
rationade for this recommendation was as follows:

Scheduling outside $4 would pose an unacceptable risk of promoting antimicrobia
resistance because of :

e Known resistance problems in similar 16-membered macrolides in animds; and

e Itscapacity to co-select for resistancein 14-, 15- and 16-membered macrolide,
lincosamide and streptogramin B antimicrobi as.

DECISION 2003/37 - 19

The Committee agreed to include spiramycin for al uses in Schedule 4 of the SUSDP on
the basis of EAGAR'’s recommendation that use outside of $4 poses an unacceptable risk
of promoting antimicrobi a resistance. Additionally, inclusion of spiramycinin Schedule
4 of the SUSDP would be consistent with the Government regponseto JETACAR
Recommendation 6.

Schedule 4 — Amendment

SPIRAM YCIN — amend entry to read:

SPIRAM YCIN.

Schedule 6 — Amendment

SPIRAM YCIN — delete entry .

8.9 AVOPARCIN

PURPOSE

The Committee considered the scheduling of avoparcin.

BACKGROUND
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Avoparcin is agy copeptide antibiotic that has been incorporated into anima feedstuffs
to promote growth.

The Committeefirst considered avoparcin in 1976 and it was included in Schedule 4 of
the SUSDP. Subsequently at the February 1990 meeting the Committee amended the
entry to aso exempt anima feeds asintended. Inthelate 1990's the NRA initiated a
review of avoparcin which was suspended when the regstrants withdrew the produd
from the market. Regstration and gpprova ceased on the 30 June 2000.

DISCUSSION

The Expert Advisory Group on Antimicrobial Resistance (EA GAR) assessed avoparcin
and recommended that it could be removed from the SUSDP as the product had been
withdrawn worldwide and was no longer regstered in Austrdia. If the NDPSC wanted to
continue the scheduling of this antibiotic, EA GAR recommended it be scheduled as 4 as
its selection for resistance to antibiotics in humans is of high importance (vancomycin).

The Committee noted that the removal of avoparcin from $4 would permit persona
importation and use without control.

DECISION 2003/37 - 20

The Committee agreed to include avoparcin for all uses in Schedule 4 of the SUSDP on
the basis that use outside of $4 poses an unacceptablerisk of promating resistance to
antibiotics of high human importance (vancomycin). Additiondly, inclusion of
avoparcin in Schedule 4 of the SUSDP would be consistent with the Government
responseto JETACAR Recommendation 6.

Schedule 4 — Amendments
AVOPARCIN —amend entry to reed:

AVOPARCIN.

9. OTHER MATTERS FOR CONSIDERATION

Therewere no items considered.

10. INITIAL REVIEW AND/OR FORMAL OPINIONS (AG/VET,
INDUSTRIAL & DOMESTIC CHEMICALS)

Therewere no items considered.
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11. INFORMATION ITEMS (AG/VET, INDUSTRIAL & DOMESTIC
CHEM ICALS)

Therewere no items considered.
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PHARMACEUTICALS

12. MATTERS ARISING FROM THEMINUT ES OF THE PREVIOUS
MEETING (CONSIDERATION OF POST-MEET ING
SUBMISSIONS UNDER 42ZC2)

121 AZADIRACHTA INDICA (NEEM)
PURPOSE

The Committee considered the post-meeting comments received in re aion to the
October 2002 decision to schedule Azadir achta indica (neem).

BACKGROUND

The October 2002 NDPSC M eeting considered the scheduling of Azadirachta indica
(neem), followingan initid review of dataand related literature a the February 2002
meeting. At the October 2002 meseting, the Committee remained concerned over the
paentia toxicological hazards from ora and derma exposureto neem and its extracts
and derivatives. Theevidencereviewed by the Committee included reports of serious
poisonings in children and embry otoxic, abortifacient and antiandrogenic eff ects in
laboratory animas. On these grounds, the Committee agreed that the availability and
presentaion of certain neem products for saeto thepublic warranted restrictions in order
toprotect public hedth and safety. Hence, the Committee recommended that
preparations containing neem or its extracts or its derivatives for human interna use be
prohibited in Audrdia, except those containing 'debitterised’ neem seed oil. 'Debitterised’
neem seed oil was excluded from scheduling action as it was not of toxicologica

concern. The Committee however agreed that some neem products could remain
avallablefor saleto the public provided they are appropriately labeled and packaged.

DISCUSSION

The Committee noted the following points raised in the October 2002 paost-meeting
submissions:

o XXXXXXXXX acknowledged the decision to schedule Azadirachta Indica
derivatives in Schedule 6 with severa exemptions but also raised the following
points:

- Theexemption should include cold pressed neem seed oil for agricultura use at
an on farm dilution containing 0.5% or | ess of cold pressed neem seed ail.

- Neem seed oil was preferred to acoholi c or agueous neem extracts in terms of
efficacy in agricultura use and was asafer alternative to poisonous chemicals.

- Based on availabl e evidence, cold pressed neem seed oil should be exempt from
scheduling and amaximum alowable af latoxin level be established.
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(Secretariat Note: The proposals to also exempt from scheduling 0.5%-1% cold-
pressed neem seed oil for usein agriculture appeared to be based on the end-use or
‘on farm'’ final dilution of a concentrated product containing cold pressed neem seed

ail.)

XXXXXXXXX firg submission, on behaf of X XXXXXXXX, gated tha whilst they
agreed with much of the Committee s findings, the propaosed scheduling of cold
pressed neem oil as a Schedule 6 poison was not suypported. This assertion was made
on the basis that they believed there was sufficient evidenceto warrant inclusion of
cold-pressed neem seed oil in Schedule 5. In addition, it was argued that the
appropriate exemption leve for preparations for human derma use containing cold
pressed neem oil should be 2% at minimum, not 1%.

XXXXXXXXX provided additional comments in a second submission which raised
thefollowing points:

The staement in the October 2002 M eeting Record of the Reasons "No further
evidence was provided to support the assertions made that aflatoxins or other
contamination and not neem itself caused the reported acute effects” was not
valid. XXXXXXXXX clamed that datahad dready been provided to theTGA,
demonstratingthat cold pressed neem seed ail is not acutely toxic by the dermal
and inhd aion routes. On this basis, ay neem oil showing significantly worse
acutetoxicity was mog probably contaminated with sometoxic foreign materia
and in addition, the safety of cold pressed neem seed oil was supported by along
history of usein India(>4000 years).

The acute ora LDsy values determined for neem oil from the three studies
provided previously tothe TGA (CNPM Branch) are:

> 5g/kg (rats) for cold-pressed neem oil;

11.8gkg((rats) traditiona neem oil;

20.2 gkg (rabbits) traditiona neem oil;

1.57 gkgfor XX XXXXXXX, aneem seed polar solvent extract; and
> 5 gkgfor XXXXXXXXX neem seed (methanolic) extract.

On the basis of thesetoxicity vaues, as well as the evidence of traditional use,
cold pressed neem ail should beincluded in Schedule 5, as well as neem seed
extracts, extracted using water, methanol or ethanol.

XXXXXXXXX gopreciated the reasons for the Committee' s recommendations
reatingto preparaions for derma use, gven the concerns on reproductive
toxicity. However, theproducts for which the company isseeking TGA
gpprova contain 2% cold-pressed neem oil in ahead lice shampoo or head lice
spray presentaion. X X XXXXXXX argued that it was nat feasibleto put child-
resistant closures on shampoo battles or on trigger-pack spray containers and
that the 2% leve, although long established as effi cacious for head lice, would
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become Schedule 6 poisons. The cut-off leve set a 2% cold-pressed neem ol
rather than 1% still provided a50-fold safety margn.

XXXXXXXXX supported theproposed new Schedule5 & 6 entries for Azadirachta
indica extracts.

XXX XXXXXX sought reconsideration of October 2002 decision based on the
following grounds:

Inconsistency of Scheduling Decision. The separation of neem extracts and its
derivatives into different categories, i.e. exempt from scheduling, Schedule 5
and 6, was inconsistent and arbitrary, and had no scientific basis. Whilst
XXXXXXXXX did not agree with the decision to schedule neem derivatives for
agicultura use, it recommended that al neem derivatives should be subject to a
consistent scheduling decision and that al neem derivatives for agricultura use
be either exempt from schedulingor included in Schedule 5.

XXX XX XXX X agreed with CM EC tha cold pressed neem seed oil should not
be scheduled. If the cold pressed neem seed derivative was consider ed 'saf€ for
human dermal application, where it was applied in concentrated form, then there
was no scientific basis for this very same substance to become 'toxic’ when used
inavery diluted form (0.5%) for agricultura purposes.

Unbalanced Approach To Evidence: The NDPSC's October 2002 M eeting
Recor d of the Reasons gave undue wei ghtingto unsubstartiated clams as to the
putativetoxicity of neem derivatives, which relied on two discredited case
studies. In XXXXXXXXX submission tothe NDPSC, it provided argument to
suggest that the alleged 'acute ora toxicity' of neem derivatives was not
supported by scientific evidence. The Committee appeared to have disregarded
these arguments and failed to provide any valid scientifi c evidence supporting
the casefor the scheduling of neem derivatives for agricultura purposes.

XXX XXXXXX urged the NDPSC to reconsider its decision and exempt neem
derivatives for usein agriculture, which would be consistent with the broader
scientific, epidemiolog ca and public health data. With the exception of neem
used in interna human applications, there were insufficient grounds to support
the scheduling of neem derivatives as either Schedule 5 or 6 substances.

XXXXXXXXX firg submission gated tha there was no higorica basis for the acute
toxicity effects associated with neem or its extracts in humans or mammals nor was
there any evidence of reproductive imparment.

XXXXXX XXX and XXX XXX XXX raised the following points in a second
submission:

The Committee did not attermpt to clarify why asimilar exemption had not been
extended to 1% neem ail for agricultural use.
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- Qudity gandards had not been established to ensure purity of neem seed oil
imports, which should include arequirement for Aflatoxin-Free Assurance
Certificate.

XXXXXXXXX opposedthe proposed scheduling of neem as atoxic or poisonous
substance when it was beneficial to humanity when used sensibly and responsibly .
The submission claimed that neem derivatives could be used in every state of the
USA for crop protection and the FDA regarded neem as a'saf € substance while the
Committee regarded it as apoison.

In asecond submission, XX XX XXX XX staed that whilst they were opposedto the
October 2002 decisions on neem, it aso recognised that the NDPSC would draw its
own conclusions and X X X XX XX X X would abide by those decisions. However, to
facilitate compliance, X X X X XXX XX sought an extension of theimplementation
datefrom 1 M ay 2003 to 1 September 2003, to dlow sufficient time for the industry
to manage the necessary changes.

XXXXXXXXX agreed that theregistration of al extracts for agricultura and
veterinary use should be dedt with through the NRA, gven that such produds
contained high percentages of azadirachtins and other limonoids. X X X X X XXX X
was opposed tothe scheduling of neem for human use, on the grounds that Ay urvedic
medicine continued to use the bitters of the neem seed as well as the neem leavesin
combatinginfection, internal and externd.

XXXXXXXXX supported the decision and considered the Committee objective in its
findings.

The Committee also noted the following additiona comments received:

XXXXXXXXX sought asix-month extension of the implementation dateto sdll his
remaining stocks.

XXXXXXXXX supported and welcomed the Committee's decision to exempt from
scheduling cold pressed neem seed oil a 1 % for human dermal use but requested that
this exemption be extended to include preparations for agri culturd use diluted to
contain 1 % cold pressed neem seed oil.

XX XXX XXX X welcomed the Committeg's decision to exempt from scheduling cold
pressed neem seed oil at 1% for human dermal use but aso proposed to exempt cold
pressed neem seed oil for agricultura use, to bediluted on afarm at aratio of 1:200
(0.5%).

Other issues raised in pog-meeting submissions included:

Cold pressed neem seed ail is an efficacious pesticide for agricultura use and abetter
product compared to agueous or methanolic extracts from neem.

Economi ¢ consider ations.
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o Lack of expertisein theareaof agricultura science within the NDPSC to make sound
scheduling decisions on neem.

e Clamsthat the Committee did not consider al public submissions provided at
October 2002 mesting.

e Theschedulingof neemin Austraiawas contrary tothe gobal attitude where the use
of natura productsin lieu of synthetic chemicals was being actively encouraged.

e TheNDPSC did not provide sufficient evidenceto the public to support its scheduling
decision.

M embers noted that whilst the mgjority of thepog-meeting comments received disagr eed
with the scheduling of neem, no new data or infor mation were provided to address the
grounds underpinning the October 2002 decisions on Azadirachta indica stated in the
Record of the Reasons. The Committee noted that a subgantia amount of information
includingthe expert evauations prepared for the NDPSC and CM EC, and their
supporting bibliographies, was made available to the public viathe NDPSC website to
assist gdakeholders in addressingthe toxicity issues raised. However, members stated tha
the concerns in re aion to reproductive and antiandrogenic eff ects and foetotoxicity, and
the patentid for acutetoxicity in children remained unresolved. Furthermore, the
Committee pointed out that scheduling decisions were based on public hedth and safety
matters set out in s.52E of the Therapeutic Goods Act 1989 (the Act) and not on
economic grounds.

M embers noted that the significant potertia for adverse reproductive and fertility effects
associated with neem exposure were not considered a serious public heath concern by
some pog-meeting respondents, based on the claim that these were reversible effects
therefore, not apermanent impairment. The Committee highlighted that neem products
currently available on the market were required to be regstered to ensure appropriate
controls to minimise therisks to public heath. The Committee again expressed its
concern in regard to the genera perception that products derived from 'naturad’ sources
should not attract any resrictions similar to those impased by scheduling, on the beli ef
that they wereinherently 'safe.

The prgposd by XXXXXXXXX to extend the cut-off to 2% for dermd preparationswas
not supported. Theexisting 1% cut-off was based on a minimum 100-fold saf ety factor
from the neat cold pressed neem seed oil, which was aready considered to bean
extrapolation to the limits of the available meagre information. Therefore, the Committee
was not prepared to reduce this safety margn until such timethat neem and its extracts
werefully characterised and thetoxicology fully understood, and data became available
to demonstrate safety & theproposed 2% leved.

The proposd that products containing 0.5-1% cold pressed neem seed oil for usein
agiculture be exempt from schedulingwas aso not supported. The Committee found no
compéling argument to amend the recommended scheduling of neemto dlow the
exemption of such produds asthere was no impact on existing regstered products for
agicultura use. The Committee clarified for the benefit of many respondents tha the
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scheduling of a substance and cut-offs for exemption secified in the Schedul e entries of
the Standard for the Uniform Scheduling of Drugs and Poisons (SUSDP) applied to
products packaged for sae in the domestic mark et, not to dilutepreparations derived
from such products for on-farm use.

The Committee noted that no grounds other than economic hardship were provided to
warrant adday in theimplementation date of the October 2002 decision on neem. Inthe
absence of any argument fulfillingthe criteriaset out in s.52 of the Act, the Committee
considered the seven-month interva between making the decision (October 2002) and the
date of effect, i.e.1 May 2003, wassufficient to allow the necessary labelling changes to
take place.

M embers noted that the neem scheduling propasa contained no requirement for Schedule
5 and 6 neem products to befitted with a Child-Resistant Closure (CRC) specified in Part
2 of the SUSDP. It was agreed that this was inconsistent withtheintent of the
Committee and that the inclusion of arequirement for CRC on containers for Schedule 6
neem products in liquid form should be forma ly considered a the June 2003 mesting.
The Committee did not support theproposa to require CRC on Schedule 5 products, on
the grounds that agricultura products included in Schedul e 5 were unlikely to be used in
the home setting and unlikely to be available in smadl volumes typica of products for
domestic use.

OUTCOME

The Committee agreed to foreshadow, for consideration at the June 2003 meeting, the
inclusion of arequirement for CRC in Part 2 of the SUSDP for Azadirachta indica
(neem) including its extracts or its derivatives in liquid form when included in Schedule 6
of the SUSDP to dlow adequate time for public consultation.

FORESHADOW
Part 2, Section 25(1) of the SUSDP — New entry

Azadirachta indi ca (neem) including its extracts or its derivatives 2 litres or less
in liquid form when included in Schedule 6.

DECISION 2003/37 - 21, Confirmation of DECISION 2002/36 — 15.

The Committee confirmed its October 2002 decision that Azadirachta indica (neem) or
its extracts or its derivatives:

() inpreparaions for human interna use except 'debitterised neem seed ail* be
included in Appendix C of the SU SDP;

(i) beincluded in Schedule 6 (base Schedule);

(i) when 'debitterised’ be exempt from scheduling;
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(iv) in preparaions containing cold pressed neem seed oil for human dermal use,
label led with the recommended warning statements and fitted with achild resistant
closure be exempt from scheduling;

(v) inpreparaions for human derma use containing 1% or less of cold pressed neem
seed oil be exempt from scheduling;

(vi) preparations when included in Schedule 6 should be labelled with Appendix F
Warning Satement 67 (Do not useif pregnant or likely to become pregnant); and

(vii) extracted from seed kernels usingwater, methanol or ethanol contained in

preparations for agricultural use containing 5 per cent or less of tota limonoids be
included in Schedul e 5.

The Committee confirmed that the decision was based on the followingrationde:

(i)

(ii)

(iii)

(iv)

(v)

Therewas clear evidence of reproductivetoxicity and antiandrogeni c effectsin
experimenta animals, and acutetoxicity in humans to warrant prohibition of al
human interna use of neem products until sufficient evidenceis availableto
characterise the substance(s) responsible for thetoxicity.

Thetoxicity profileincluding acute, reproductive and foeta toxicity which was
seen generally over arange of preparations and extracts based on the neem tree,
was gppropriate for inclusion in Schedul e 6 of the SUSDP for all other uses.

The Committee agreed to exempt 'debitterised’ neem seed oil from schedulingon
the basis that highly purified neem oil containingonly fatty acids and gy cerides of
fatty acidsis unlikely to causetoxicity. This conclusion was supported inpart by
toxicity datardatingto highly purified neem seed oil which showed no adverse
effects.

The Committee accepted CM EC's recommendation relating to products cortaining
cold pressed neem seed oil for topical use on the skin, and was of the view that
there was scope for exempting such products. However, the Committee has
remained sufficiently concerned over the potentid for derma absorption and the
possible reproductive and foetotoxic eff ects from dermal exposure, that it has

ag eed to exempt such produds only when labelled with "Do not useif pregnant or
likely to become pregnant”. This labd would bein addition to CM EC's
recommended | abel warnings and requirement for CRC on products.

Thereproductivetoxicity of concern to the Committee was associated withthe 4-
5% non-lipid fraction of the cold pressed neem seed oil. The Committeeis
confident that dlowing an exemption for derma products containing 1% or less of
the cold pressed neem seed oil should provide an adequate safety margin against
reproductive toxicity, based on the further 1:100 or greater dilution of the neat cold
pressed neem seed oil in such products. Other extracts from the neem seed or other
parts of the neem tree were not gven asimilar exemption tothe cold pressed neem
seed oil, dueto concerns that the uncharacterised reproductive toxicants may be
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(vi)

(vii)

inadvertently concentrated during processing of such extracts. No adequate
compositiona and toxicologcd dataon extracts and preparations ather than cold
pressed neem seed oil were availableto the Committeeto alow further
consideration of the other extracts or other parts of the neem tree.

The Committee has agreed that Azadirachta indica (neem) or its extracts or its
derivatives in Schedule 6 should be labelled with Appendix F Warning Statement
67, based on neem's reproductive, antifertility and foetotoxic effectsin
experimenta animals and humans.

Based on the avail able acute toxi colog ca dataand in-furrow use which minimised
operator exposure, the Committee confirmed inclusion in Schedule 5 of
Azadirachta indi ca extracts, extracted from neem seed kernels using water,
methanol or ethanol, in preparations containing 5 per cent or less of tota limonoids,
for agricultura use.

Appendix C —New entry

AZADIRACHTA INDICA (neem) includingits extracts or its derivatives, in preparations

for human internal use except debitterised neem seed oil.

Schedule 6 - New entry

AZADIRACHTA INDICA (neem) includingits extracts or its derivatives except:

(@ inpreparaions for human interna use;
(b) whenincluded in Schedule 5;
(©) 'debitterised neem seed oil’;

(d) inpreparaions for human derma thergpeutic use containing
cold pressed neem seed oil, when in a container fitted with a
child resistant closure and | abel led with the statements:

" Not to be taken"
"Keep out of the reach of children"”
"Do not useif pregnant or likely to become pregnant”; or

(e inother pregarations for derma use containing 1 per cent or
less of cold pressed neem seed ail.

Schedule 5 - New entry
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AZADIRACHTA INDICA EXTRACT S (neem extracts), extracted from neem seed
kernels usingwater, methanol or ethanol, in preparations containing5 per cent
or less of tota limonoids, for agricultura use.

Appendix E, Part 2—New entry

AZADIRACHTA INDICA (neem) includingits extracts or its derivatives when included
in Schedule 6.

Sandad Satement ... A VEL
Appendix F, Part 3—New entry

AZADIRACHTA INDICA (neem) includingits extracts or its derivatives when included
in Schedule 6.

Warning Statement ..........oceovviiiiiiii e 67
Part 1, Interpretation — New entry

"Debitterised neem seed oil" means highly purified neem oil containingonly fatty acids
and gly cerides of fatty acids.

12.2 POLYACRYLAM IDE
PURPOSE

The Committee considered post-meeting comment concerningthe decision made at the
October 2002 meeting to include poly acrylamidein Schedule 4 ($4) of the SUSDP.

BACKGROUND

The October 2002 NDPSC M eeting agreed to include poly acry lamidein preparations for
injection or implantation for tissue augmentation or cosmetic usein $4. This decision
was made in order to minimise the potentia public health hazard arising from use of such
products, by requiring:

e professiona examination and counsellingprior to use

e medicd supervision of technique, procedures and siting during use; and

e medicd monitoring of post-procedura outcomes, adverse effects and longterm
sequelae.

DISCUSSION
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The Committee noted thepog-October 2002 meeting comments from X XX XXX XXX
which claimed its submission was not fully and reasonably considered by the NDPSC at
the October 2002 meeting and raised the following points in support of reconsideration:

e Polyacrylamideis not adrug nor apoison and no adverse effects have been reported
for its subcutaneous implantaion in accordance with the instructions for use.

e Such medical devices have been approved for entry tothe ARTG and therefore, the
Secretary is satisfied tha they are safefor their intended purpose.

e |f the NDPSC has evidence of harm caused by polyacrylamide or any other product
used for tissue augmentation in accordance with the manufacturer's instructions, the
appropriate course of action would befor this to be drawn tothe atertion of those
responsible for medical deviceregulation inthe TGA.

e |f deemed appropriate, conditions could be gpplied to produds for injection or
implantation for tissue augmentation or for cosmetic use on the ART G which limit
ther sale and use to medica practitioners.

e Theramifications of the scheduling of polyacrylamide for amedical device supplier
aremajor and unreasonable. For example, the need to obtain aNSW poisons license
and the establishment of secure storage and distribution for a product that is neither
harmful, poisonous nor dangerous.

e Many products are sold which claim to, or do, penetrate the skin for the same
indications as the products for which the NDPSC is pursuing scheduling

e Subcutaneous injection does not necessarily make a substance more hazardous than
those tha permesate through the skin.

e TheNDPSC isrequested to provide the evidence to support the basis for scheduling,
i.e. that polyacrylamide represents ahazard.

The Committee noted that poly acrylamide is alistable excipient in sunscreen preparations
and is dso included in devices in the Austraian Regster of Therapeutic Goods (ARTG).

The Committee accepted that the toxicolog ca profile might be appropriate for an
unscheduled product. However the Committee emphasised that much more than the
toxicological profile was considered in scheduling a substance, includingits praoposed
use, theway it is used, and thepotentid for adverse eff ects.

The Committee was advised that the regulatory options under the regstration schemeto
restrict the availabil ity and advertising of injectable dermal fillers were limited where the
product is unscheduled. However, appropriate controls were availabl e once a product
was scheduled.

The Committee was aware that poly acrylamide in preparations for injection or
implantation for tissue augmentation or cosmetic use was administered usingaphysicaly
invasive technique and had concerns with the level of knowledge and trainingwith
respect to injection/implantation techniques, the apprapriate use of infection control
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procedures, the degree of patient follow-up undertaken, and the monitoring and treat ment
of any adverse effects. The members noted that a present, medicaly unqudified persons
were ableto supply and administer theseproductstothe consumers. Therisk of
uncontrolled administration viainvasive procedures was judged by the Committeeto bea
serious patentid public hedth hazard and the Committee considered it gppraopriateto
limit the procedure to medical professionas. M embers aso noted the"Instrudions for
Use" found on the X XX XXX XXX Internet site dated tha aloca anaesthetic might be
required before the introduction of the produd supportingthe view that safe use requires
use by medical professionds.

The Committee reaffirmed its view that professional examination and counsel lingwere
essentia prior to use. Further, patientswere unlikely to be able to objectively baancethe
advantages against any risks for thispaticular treetment. The Committee agreed that this
rendered dir ect-to-consumer advertising highly undesirable.

The Committee noted that the Internet information on theproduct X XXX XXX XX staed
there were no serious adverse events arisingfrom an interim clinicd trid report in
Europe. However the Committee observed that adequate avenues for reportingtoxicity
mi ght not be available for an unscheduled product. Again the Committeereterated that it
was not the inherent toxicity of the subsance that was & issue but theway it was being
used and the patentid for adverse reactions that were the mgor concerns. The
Committee agreed that the use by medicaly unqualified persons would likely result in an
under-reporting of any adverse events and therefore limit the ability of the manufacturer
and regulatory bodies to become aware of adverse events associated with the use of
product. These concerns were supported by the information contained in the " Consent
Form™" and "Instructions for Use" on the XX XXXXXXX Internet site.

Overdl the Committeereiterated that poly acry lamidein preparations for injection or
implantation for tissue augmentation or cosmetic use clearly met the classification criteria
for inclusion in Schedule4. Whilethe Committee was avare of X XXXXXXXX
argument in relaion to the economic restraints that inclusion in $4 may incur, members
noted this was nat amatter required to be taken into account in the scheduling of a
substance.

DECISION 2003/37 - 22

The Committee confirmed the Decision 2002/36-16 from the October 2002 meetingto
include in Schedul e 4 poly acrylamide in preparations for injection or implantation for
tissue augmentation or cosmetic in order to protect public hedth by takinginto account:

e thepadentia hazards associated withthe use of this substance;
e theextent and patterns of use of asubgance; and

e therisksof injury or illness resultingfrom its use.
The Committee agreed the product:
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e requires professiona examination and counselling prior to use;
e requires medical supervision of technique, procedures and sitingduring use;

e requires medical monitoring of post procedura outcomes, adverse eff ects and long
term sequelae; and

e should not be advertised direct-to-consumer.

The Committee confirmed the overdl classification profile was appraopriate for inclusion
in Schedule 4.

Schedule 4 - New entry
POLYACRYLAMIDE in preparations for injection or implantation:
(8 for tissue augmentation; or

(b) for cosmetic use.

13. OTHER OUTSTANDING MATTERS FROM PREVIOUS
MEETINGS

131 CLOBETASONE, ALCLOMET ASONEAND HYDROCORTISONE

PURPOSE

The Committee reviewed the Schedul e 3 (S3) entries for clobetasone and aclometasone
in relation to whether these entries should be limited to single activeingredients only.

BACKGROUND

Hy drocortisone and hy drocortisone acetate was firg included in S3 at a concentration of
0.5% or less when present asthe only thergpeuticaly active substance at the August 1985
meeting. The February 1999 meeting amended the S3 entry to include preparations
containing 1% or less of hydrocortisone either done, or in combination with an
antifungal. The Committee did not support theproposd to dlow al combination
products containing hy drocortisone as hy drocortisone can increase the derma absorption
of other thergpewtic agents.

TheM arch 1980 meetingfirst included clobetasonein $4. The February 2002 meeting
ag eed to include clobetasone when in preparations for derma use containing 0.05% or
less of clobetasone in packs containing 30 gor less in Schedule 3 on the basis of its safety
profile.

TheM ay 1988 meetingfirst included alclometasonein $4. The February 2000 meeting
ag eed to reschedul e d clometasone in preparations for derma use containing 0.05 per
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cent or less of dclometasone in packs containing 30 gor less of such pregparationsto S3
on the basis of its safety profile.

Therelative potencies of clobetasone and alclometasone are comparable and the safety
profile and efficacy of 0.05 per cent aclometasoneis similar to 1 per cent hy drocortisone.
Following the October 2002 meeting the Secretariat noted adiscrepancy in regard to
limitations placed on S3 combination products for hy drocortisone, clobetasone and
aclometasone.

DISCUSSION

A member recdled that safety daafor combination products was nat considered in the
scheduling of clobetasone and alclometasone at recent meetings. The member preferred
to discourage combination products as atibacterid /steroid useis recommended only
when necessary and not on aregular basis. The member aso considered it appropriateto
limit the entries to singe-active formulations only and suggested that if other ingredi ents
areto beincluded, asponsor should justify the safety of these combinations and
interested paties could be gven the opportunity to comment. M embers expressed
concern over some of the potertia combinations.

The Committee noted there were two registered products containing aclometasone as a
sing e active ingredient and no regstered products containing clobetasone on the ARTG.
The Committee expected no adverse commercia impact or regulatory impact if the
clobetasone and alclometasone S3 entries were limited to sing e active ingredi ents.

The NZ member outlined NZ'sposition to classify combination produds based on the
highest scheduled ingredient, unless there was evidence that the combination of
ingredients increased toxi city or interaction, or increased absorption or changed the safety
profile or may lead to ingppropriate use. M embers noted there was not a high degree of
accuracy in the diagnosis of fungal infections either by medical practitioners or
pharmacists, and often the combination preparation was selected as being the most
appropriate. The Committee noted the Indudry representative supported the NZ
gpproach. The NZ member regarded safety and efficacy as aregistration issue rather than
ascheduling matter.

M embers were concerned that combination products could effect the safety profile gven
the modifying effect of corticosteroid on other pregparations and ther potertial for
ingppropriate use.

DECISION 2003/37 - 23

The Committee agreed to amend the Schedule 3 entries for clobetasone and
adclometasoneto limit them to sing e active ingredi ent formulations only, takinginto
account their existing saf ety profile. The Committee expressed aconcern over the
absence of safety dataof combination products and considered it gppropriate for future
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gpplicants to provide adequate evidence of safety and efficacy to dlow such combination
products to be considered for inclusion in Schedule 3.

Schedule 3 - Amendments
CLOBETASONE — amend entry to read:

CLOBETASONE (clobetasone-17-butyrae) as the only thergpeuticaly active substance
in preparations for dermal use containing 0.05 per cent or less of clobetasonein
packs containing 30g or less of the preparation.

ALCLOM ETASONE — amend entry to read:

ACLOM ETASONE asthe only therapeuticdly active substance in preparations for
derma use containing 0.05 per cent or less of adclometasonein packs containing
30 gor less of the preparation.

13.2 PSEUDOEPHEDRINE

PURPOSE

The Committee continued its consideration of the scheduling of pseudoephedrinein
undivided, combination and slow release preparations in Schedule 2 (S2) of the SUSDP.

BACKGROUND

The June 2002 M eeting agreed to reschedule al OT C single-activeimmedi ate release
preparations from 2 to S3, to help address the on-going problem of diversion of these
products totheillicit drugtrade, and foreshadowed consideration of the scheduling of
remaining &2 formulations at the October 2002 M eeting. However, the information
avail able at the October meeting was consider ed inadeguate to support scheduling action
and members agreed to defer further consideration to the February 2003 meeting, and
await the outcome of investigations on the extractability of al OT C pseudoephedrine
products being coordinated by X XXXXXXXX. It was recognised that the datafrom
these investigations would be critica in developing abetter understanding of the
extractability of pseudoephedrine from undivided, combination and slow release
preparationsin &. 1n addition, the October 2002 M eeting dso agreed that sponsors be
asked to advise of their plans for existingand future product lines, particularly in relaion
to 'bilayer' formulations, dueto concerns that theproduct presentaion could make them
atractivefor diversion.

DISCUSSION

The Committee noted that pre-meeting submissions had been received from the
following:
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XXXXXXXXX advised that aNaionad Working Group on Diversion of Chemica
Precursors (NWG) convened in November 2002, had identified two areas which were
considered crucial in addressing illicit purchase activity, i.e. consistency of bes
practice across dl pharmacies in Australiaand research into the ease of
pseudogohedrine extraction/conversion. It was indicated that aresearch plan to
determine the differences in the extractability of pseudoephedrine from various
presentaions had been developed and theinvestigation was anticipated to be
completed by mid-2003. X X XXXXXXX staed that any changein scheduling a this
time would be premature and that sufficient time should be gven to dlow changesin
pharmacy behaviour to occur.

In responseto the NDPSC's concerns on bi-layer preparations, X X XX XXX XX requested
that no scheduling action be taken on this formulation at this time gven the lack of robust
evidence of specific risk represented by XXX XXX XXX. XXX XXX XXX aso arqued
that the bilay er nature of the produd was nat communicated in any promationa material,
and unlike some similar products, thetwo lay erswere not visualy discernible.

XXXXXXXXX opposed any changes to the current scheduling of pseudoephedrine
on the grounds that scheduling was not the appropriate mechanism for solvingthe
diversion problem and that access to pseudogohedrine products mus be maintained
for legtimate users. X XXX XXX XX aso gatedthat there was no evidence
identifyingthe pharmacy as thepoint of diversion to support any changes to the
scheduling of pseudoephedrine.

XXXXXXXXX adso gated tha it was nat aware of any datato support the contertion
that 'bilayer' preparations were being tar geted for diversion, dueto the ease by which
pseudogohedrine could be extracted, and it would be premature to make any rescheduling
decisions based solely on preiminary data.

XXXXXXXXX opposed any further resrictions on pseudoephedrine-containing
products and considered the June 2002 meeting decision to restrict access to singe-
activeingredient products flawed. X XX XXX XXX gated tha it had no plans of
modifying X X X XXX XXX formulation based on economic grounds, and advised that
the produd was nat considered a'bilay er' preparation. In addition, it was indicated
that the sales datafor X X XXX XXX X did not suggest that it was beingtargeted for
diversion.

XXXXXXXXX reaffirmed its earlier statement that further scheduling of
pseudogphedrine was ingppropriate a thistime, and stated that the nationd strateges

and initiatives currently being undertaken should be given an opportunity totake
effect.

XXXXXXXXX supported rescheduling of dl remaining pseudoephedrine containing
products in 2 to S3, to ensure such products were stored out of the reach of the
public. In addition, X XXXXXXXX gated tha this goproach would provide an
opportunity for consumers to be guided by thepharmacist in selectingthe appropriate
pseudogphedrine product.
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o XXXXXXXXX datedthat the S2 availability of pseudoephedrine combination
products tothe legtimate consumer should be maintained on the interim however,
additiona controls should aso be adopted. X XXX XXX XX recommended that
pseudogphedrine combination products should be stored behind the counter and
dispensed under pharmacist supervision a al times, and photo-identification be asked
from consumers wishing to purchase such produds. In addition, X XXXXXXXX aso
recommended that the Victorian approach relatingto sale of pseudoephedrine
products be adopted nationdly .

o XXXXXXXXX reiterated its view that rescheduling of single-active pseudoephedrine
preparations to S3 should be gpplied to dl remaining products in &, including al
modified release and combination products, and that any scheduling decisions should
be evidence based. XX XXXXXXX gated tha restricted access was being arbitrarily
imposed on some combination products whilst similar products remained unrestricted
due to confusion within community pharmacies. It wasindicated that these
arrangements lead to commer cial inequity dueto differentid restrictions being
imposed on combination products, which could only be compounded by the
separation of pseudoephedrine-containing products into different Schedul es.
XXXXXXXXX argued that unless direct evidence was availableto show tha a
specific combination with other active ingredients directly inhibited the extraction of
pseudogohedrine, combination products should be treated similarly to singe-
ingredient products.

XXXXXXXXX aso advised that they had noplans to reformulate X X XXX XXXX,
gven that there was no evidenceto suggest this formulation was beingtargeted for
diversion.

The Committee noted that the X XX XXX XXX had recently endorsed a Code of Practice,
which applied tothe handling of dl products containing pseudoephedrine. It was dated
that the Code was designed to ensure that pharmacists continued to provide the most
appropriate medicines and therapeutic advice to patients, without inadvertently
contributing to the continuing problem of diversion of pseudoephedrine-containing
products.

The Committee was advised that the XXXXXXXXX supported the view tha the NDPSC
should provide sufficient opportunity for nationa initiatives to take effect beforetaking
further scheduling action.

The XXXXXXXXX advised tha interim authorisation for the implementation of the
ASM | Code of Conduct was granted by the ACCC on 13 February 2003. The member
aso stated tha X XXX XXX XX would be providing regular updates to the Committee
regarding the implementation of the Code of Conduct and its impact onthe problem of
diversion of pseudoephedrine-containing products.

M embers informed the Committee that purchases of pseudoephedrine products by
pharmacies and bulk sales made by pharmacists were being monitored in the
jurisdictions, as part of on-going initiatives to help identify the point of diversion.
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However, members felt that the dataavailable at the time was insuffici ent from which to
draw unequivocal conclusions.

Severd jurisdictions again reported tha combination products continued to be found in
clandestine | aboratories dthough it could not be established whether pseudoephedrine
was extracted successfully from such products.

A member raised the issue of whether the current dose levels of pseudoephedrine for
OTC indications were necessary to achieve thergpeutic efficacy. It was arqued that if it
was established that lower dose levels were efficacious in OT C indications, then there
may be grounds for requiring OT C produdsto be reformulated to contain lower amounts
of pseudogohedrine, thus making them less attractive for diversion.

OUTCOME

The Committee agreed to defer further consideration of the scheduling of remaining
pseudogohedrine-containing preparations in Schedul e 2 to the June 2003 meeting. The
Committee considered that more time was required to allow for thefindings of the
investigations currently being undertaken to determine the extractability of
pseudogohedrine from various OT C formulations to become avail able.

The Committee agreed that previous submissions reatingto this matter will be carried
forward to the June 2003 meeting and the persons who made the submissions will be
eligbleto comment on any decisions made a the June 2003 meeting.

The Committee also agreed to seek advice from M EC on the effectiveness of the current
dose levels of pseudoephedrinein OT C indications and whether such doses could be
reduced to achieve the same level of efficacy.

13.3 COLLAGEN, HYALURONIC ACID, POLYLACTIC ACID

PURPOSE

The Committee considered amending the Schedule 4 ($4) entries for collagen, hy aduronic
acid and polylactic acid to include preparations for implantation.

BACKGROUND

The October 2002 meeting agreed to include poly acrylamide in preparations for injection
for tissue augmentation or cosmetic use in $4 of the SUSDP. This was based on the view
that minimisation of the patentia public hedth hazard associated with use of the produa

requires:

e professiona examination and counsellingprior to use
e medicd supervision of technique, procedures and siting during use; and
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¢ medicd monitoring of post-procedura outcomes, adverse effects and longterm
sequelee.

The Committee was also advised that similar substances for tissue augmentation and
cosmetic use might be either injected or implanted. The Committee agreed to dlarify the
intent of $4 entries for substances used in tissue augmentation or cosmetic use, to
encompass preparations for injection or implantation (collagen, hyauronic acid and
polylactic acid).

DISCUSSION

The Committee noted that apre-meeting submission had been received from the
XXXXXXXXX which reiterated its interes in ensuring that the scheduling of polylactic
acid does not impact on existingtopica and cosmetic products.

The Committee also noted the current produds included in the ARTG for usein tissue
augmentation were 4 products and that the proposed amendments to include
preparations for implantation would have no regul atory impact.

DECISION 2003/37 - 24

The Committee agreed to amend the entries for collagen, hyauronic acid and polylactic
acid in Schedule 4 to clarify theintent that preparations for injection or implantation for
tissue augmentation or cosmetic use areincluded in Schedul e 4.

Schedule 4 — Amendments

COLLAGEN —amend entry to read:
COLLAGEN in preparations for injection or implantation:
(@ for tissue augmentation; or
(b) for cosmetic use
HYALURONIC ACID — amend entry to read:
HYALURONIC ACID inpreparations for injection or implantation:
(8 for tissue augmentation; or
(b) for cosmetic use
POLYLACTIC ACID —amend entry to read:

POLYLACTIC ACID inpreparations for injection or implantation:
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(& for tissue augmentation; or
(b) for cosmetic use
134 IRON COMPOUNDS

PURPOSE
The Committee considered amendingthe Schedule 2 (S2) entry for iron compoundsto
clarify the cut-off for exemption for iron oxides when present as an excipient.

BACKGROUND

The October 2002 NDPSC M eseting considered arequest for clarification relatingto the
X entry for iron compounds, specificdly in reation to iron oxides when present as an
excipient. The Committee noted that the existing S2 cut-off for exemption for iron
oxides only applied topreparations containing less than 10mgof tota iron oxidesin
divided preparations, or less than 1% of tota iron oxides in undivided preparations.

M embers agreed that the existingwording did not reflect the intent of the Committeeto
apply the cut-off for exemption for iron oxides to preparations containing exactly 10 mg
of iron oxides (divided preparations) and 1% of iron oxides (undivided preparations).
The Committee agreed to gazette theprgposa to amend the &2 entry for iron compounds
to address this inconsigency for consideration at the February 2003 meeting.

DISCUSSION

The Committee noted thepre-meeting submission X X XX XXX XX gatingthat they did
not object theproposed amendment to the S2 entry for iron compounds to clarify the cut-
off for iron oxides when present as an excipient.

DECISION 2003/37 — 25

The Committee agreed to amend the Schedule 2 entry for iron compounds to clarify the
Committee's intent to goply the exemption for iron oxides when present as an excipient in
divided preparations containing 10mg or less of totd iron oxides per dosage unit and
undivided preparations containing 1 per cent or less of tota iron oxides.

Schedule 2 — Amendment
IRON COMPOUNDS- amend entry to read:

IRON COMPOUNDS (excludingiron oxides when present as an excipient, in divided
preparations containing 10mgor less of tota iron oxides per dosage unit or in
undivided preparations containing 1 per cent or less of tota iron oxides) for
human interna use except:

(@ whenincluded in Schedul e 4; or
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(b) when labdled with arecommended daily dose of 24mgor
less of iron:

0] in undivided preparations supplied in packs each
containing 600mgor | ess of iron; or

(i) in divided preparations:

(A) containingmorethan 5Smgof iron per dosage
unit in packs each containing 600mgor less
of iron; or

(B) containing5mgor less of iron per dosage
unit.

135 (DELET ED)

13.6 OXEDRINE
PURPOSE
The Committee findised its consideration of the scheduling of oxedrine. (Synephrine).

BACKGROUND

Oxedrine (syn. syngohrine) is a sy mpathomimetic amine occurring naturaly in some
Citrus species including Citrus aurantium, Citrus sinensis and Citrus limon, and in some
cacti, e.g. Coryphantha macromeris and Dolichotele spp. Oxedrine has asimilar
pharmacology to gphedrine but is devoid of centrd nervous system (CNS) effects. The
vasoconstrictor effect of synephrineis knownto be dueto activation of o.-adrenoceptors.

The February 2002 NDPSC M eeting was requested to consider the scheduling of
oxedrine and was advised that produds containing si gnificant amounts of oxedrine from
Citrus aurantium and its extracts were being adv ertised on the Internet making
therapeutic clams. These productswere being mark eted as diet supplements claimed to
support metabolism, burn body fat and for weight loss. The NDPSC subsequently
referred the matter back to the Office of Complementary M edicines (OCM ) for further
investigation and advice.

The October 2002 NDPSC M eeting considered the scheduling of oxedrine following
receipt of advicefrom OCM staingthat there were gpproximately 1000 complementary
products listed on the Austrdian Register for Therapeutic Goods (ARTG) containing
possible anounts of oxedrinein the recommended daily dose ranges of 2 ugto over 31
mg. At this meeting, the Committee expressed a concern with the risks associated with
oxedrine as asy mpathomimetic agent and its patential to cause cardiovascular toxicity .
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However, the NDPSC deferred the scheduling of oxedrineto the February 2003 meeting
to permit comment and provision of information on which a cut-off to exempt produds
could be based. Accordindy, the Committee agreed to seek the following information
from stakeholders for consideration at the February 2003 meeting:

the extent to which oxedrineis beingused as an active ingredi ent;
e thepumoses for which oxedrineis being used;

e therdationship of oxedrine dosewith risk of toxicity including cardiovascul ar
effects; and

e theoverdl pharmacology of oxedrine.

DISCUSSION

The Committee noted that X XXX XXX XX raised the following points in its pre-meeting
comments:

e Oxedrine gppeared in alarge number of complementary medicine products for both
interna and external use. Therewas no evidence to suggest that pure oxedrine was
used in the manufacture of products but rather, extracts of citrus aurantium and other
citrus gpecies werebeingused. Oneraw material supplier in the United Sates was
known to offer extracts containing oxedrine at 4%, 6%, 10%, 30% and more.

e Themain use of oxedrinewas in over the counter health supplements and weight loss
products.

e Withregard to dosevs. risk of toxicity, M artindale described the thergpeutic dose in
treatment of hypotensive gates as "about 100 mgthreetimes daily”. Therewsas little
evidence of harmful effects at the dosage levels achieved in products of 30 mgin
divided dose daily or below. The XXXXXXXXX once listed oxedrine as asubstance
banned for use in sport, however X XX XXX XXX understoodthat oxedrine was
recently removed from the X X XXX XXX X prohibited list.

e Any sympahomimetic agent (even caffeine) had the potentia to cause adverse effects
on certain individuas. Peoplewith severe hy pertension, cardiac disorders,
d aucomas, and those taking some medi cations (e.g. M AO inhibitors and
pseudogphedrine cough and cold preparations) should avoid consumption of
oxedrine. These concerns could be addressed by including warning statements on
labels, and the CM EC was the appropriate body to consider such statements including
the pharmacology of herba sources of oxedrine.

o XXXXXXXXX recommended that oxedrinein products for interna use be exempted
from poisons scheduling when present in raw herbs and herba extracts used in the
manufacture of thergpeutic goods up to aconcentration of 10%, where the maximum
permittedtotal daily dosewas 30 mgor less. In addition, oxedrinein products for
external use be exempted completely (it waspresent in essentia oils of citrus which
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were used in aromatherapy, cosmetics and toiletry preparations and other topical
products).

The OCM advised the Committeein itspre-meeting comment that:

e OCM was aware of only four herba species currently included in the ARTG as listed
medicines where there was more definitive evidence that one or more parts of the
plant may corntain oxedrine (synephrine). These gpecies were Citrus aurantium
(bitter orange or seville orange), Citrus sinensis (orange), Citrus limon (lemon) and
Citrus unshiu (chinpi). OCM dso advised that there were reports of some
psy choactive cacti, Coryphantha macromeris, and severd species of Doli chothele
which may aso contain sy nephrine and/or akaoids of sy ngphrine however, none of
these gpecies were contained in existing products listed onthe ARTG.

e Most of the herbs/plants listed had along history of safe use however, it was apparent
that newer and more nove preparations of theseplantswere becoming more popular,
particularly those preparations which had thepotertia to concentrate certain
components of the plant.

e Any scheduling of oxedrinein products for thergpeutic use, includingtopicd and oral
administration, without limit on concentration had implications for over 1000
products currently liged onthe ARTG. Whilst it may be appropriate to schedule
oxedrine for therapeutic use, there was aneed for consideration of an appropriate cut-
off, perhgps combined with identification of, or exemption of, paticular species or
plant parts where synephrine was nat knownto be presert.

The Committee noted that there was inadequate data availabl e a the meetingto fully
understand thepharmacolog cd profile of oxedrine. M embers aso noted the datafrom
an Itdian study [G. Cdapa e d, Fitateragpia 70 (1999) 586-592] indicated that the lowest
observable eff ect level (LOEL) for oxedrine a which mortdity/cardiotoxicity were seen
was 2.5 mgkg/day p.ointherat. Theestimated exposure of humans to oxedrine as a
flavouring agent in extemporaneously preﬁared mixtures based on monographs in the
Australian Pharmaceutical Formulary (17" Edition) was calcul ated to be 0.16-
1.6ugkg/day oxedrine per day .

M embers highlighted that dthough there was no direct dataavail able a the meetingto
corrdlate the gpproximate dose of oxedrine and the likely adverse effects in humans, there
was sufficient evidence to suggest the significant potertia for oxedrineto cause
cardiotoxicity at low doselevels. Furthermore, the Committee dso noted that a 28-year
old Australian man suffered alarge myocardial infar ction while abusing oxedrine tabl ets,
athough no data on the dosage | evel was provided in the casereport.

A member proposedthat acut-off of 30 mgof totd daily dose of oxedrine be adopted
based on the value suggested by XXXXXXXXX. The Committee notedthat the
therapeutic dose gven in M artindae was gpproximately 300 mg per day of oxedrine and
that a 30 mg cut-off would provide aten-fold safety factor.

DECISION 2003/37 - 26
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The Committee agreed to include oxedrine for internal human use in Schedule 4 of the
SUSDP except when thetatd daily doseis 30 mgor | ess of oxedrine, based on the
following public health and safety grounds:

e Wadl-documented sy mpathomimetic nature of oxedrine and evidenceto suggest that
therewas asignificant potentid for oxedrine to cause cardiotoxicity at low dose
levels.

e Therewas inadegquate data available a the meetingto demonstrate oxedrine's long
term safety, gven the paentid for the subsance to be taken for extended periods of
time by consumers, e.g. herba wel ght control preparations.

e The Committee was concerned with the patentia public hedth risks associated with
the uncontrolled availability of products containing increasing amounts of oxedrine.

e Thecut-off to exempt products a 30 mgtota daily dose of oxedrine should provide
an adequate safety margin based on human clinica data

Schedule 4 - New entry

OXEDRINE for human interna use except in preparations labeled with arecommended
daily dose of 30 mgor less of oxedrine.

14. PROPOSED CHANGES/ADDITIONS TO THE STANDARD FOR
THE UNIFORM SCHEDULING OF DRUGS AND POISONS.

141 SUSDP, PART 4

1411 LANSOPRAZOLE

PURPOSE

The Committee considered the scheduling of lansoprazole.
BACKGROUND

Lansoprazoleis apraton pump inhibitor similar to omeprazole ($4) and pantgprazole
($4). It binds irreversibly to theproton punp onthe mucosa membrane of the gastric
parieta cedls which inhibits gastric acid secretion, reduces the pH (acidity) of the gastric
fluid reducingthe pain associated with the reflux of gastric fluid into the lower
oesophagus.

Lansoprazole was first considered for scheduling at the April 1994 meeting, when it was
included in Schedul e 4.

DISCUSSION
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XXXXXXXXX submitted an gpplication to reschedule lansoprazole ora dose forms
containing not more than 30mg from $4 to S3 for therelief of symptoms of gastro-
oesophaged reflux (heartburn) and acid-related dy spepsia (indigestion) in packs
containing not more than 14 day s supply from Schedule 4 to Schedule 3. In addition,
inclusion in Appendix H of the SUSDP was sought.

The Committee noted the following points which the applicant highlighted in support of
the proposd:

e Heartburn and indigestion are commonly experienced symptoms inthe genera
population and can be easily recognised by sufferers. For many years, patients
suffering heartburn and indi gestion have sdf-medicated with OT C antacids and
histamine-2 receptor antagonists (H,RA). The safety and efficacy profile of
lansoprazole represents a better choice compared to the other OT C trestment gptions

e Lansoprazole has no serious adverse events associated with its use based on large
clinical trials and post-marketingdata. The common adv erse events such as
headache, nausea and diarrhoea are sdf-limiting, easily managed and reversible. The
absence of overdosereportsintheliterature and in post-marketing reports
demonstrates lansoprazol€ s wide thergpeutic window, therefore harmful effects from
accidentd or intentiona overdose are unlikely. In addition, lansoprazole has alow
drug-druginteraction risk.

e Therisk of lansoprazole masking aserious diseaseis essentia ly no different to the
risk associated with the OT C H,RA produds such as ranitidine and famotidine. By
limitingthe OT C pack sizeto no greater than 14 doses, serious conditions are
unlikely to be masked, and their recurring sy mptoms are likely to pronmpt thepatient
to consult adoctor.

o XXXXXXXXX suggested two warning statements on the OT C |abd of lansoprazole
products, on the grounds that it is not recommended for usein children or in women
who are pregnant and bresstfeeding. The proposed warning statements are;

Seek medical advice before taking this product if you have liver disease, are
pregnant, breastfeeding a baby or are hyper sensitive to any of theingredientsin
Zoton..

Caution: this product is for therdief of minor and temporary aliments, and
should be used strictly as directed. |f symptoms persist, consult your doctor or
phar macist.

e Inclusionin Appendix H would alow advertising of lansoprazole which would create
an awareness of the availability of an effective and safer dternativeto the current
range of OT C thergpies. In addition, theproposed indication complies with the
Thergpeutic Goods Advertising Code.
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Additiondly, letters of endorsement from XX XXX XXX X, X XXXXXXXX and
XX XXX XXX X were received.

The Committee noted the following points from the evauation report:

Proton punmp inhibitors are the most effective and most efficacious drugs for the
initial and maintenance therapy of individuals with gastro-oesophaged reflux disease
(GORD). Paients with GORD generally require chronic maintenance therapy and
on-going medica supervision. Intermittent synptoms of acid-related dy pgpsiaand
gestro-oesophageal reflux is acommon problem in the community, however these
sy mptoms do not fulfil the definition of GORD.

Thedata, review material, guidelines and opinion contained in the gpplication focused
on theissue of GORD, but included little data on the proposed indication (dy pepsia
and heartburn). Theevauator was not convinced that thereis aneed for proton pump
inhibitors to be available over the counter for short-term self-medi cation.

Independent reviews (Cochrane, NICE) showed no evidenceto support the Satement
that praton pump inhibitors have any advantage over H,RA in the proposed
indication.

Guidelines from the X XX XXX XXX do nat support the use of praton pump inhibitors
in individuals whose sy mptoms are not severe enough to meet the definition of
GORD. Theevaduator suggests that if the NDPSC considers the gpprovd of this
gpplication, that the NDPSC may wishto consult with the XXXXXXXXX in order to
ascertain its opinion of the gppraopriaeness of the rescheduling of proton punp
inhibitors to dlow OTC use.

Given lansoprazol€'s efficiency in severe GORD, there may be arisk of masking
significant disease requiring medica management than the dternative preparations
availablefor dyspepsia. If gpproved, it is suggested that the CM | be amended to
include“ d arm symptoms” that carry ahigher risk of upper Gl maignancy to reduce
thisrisk. There should aso be an additiona warningthat if three consecutive daily
dosesfail to providerdief of upper Gl symptoms, then medical advice should be
sought.

The presence of food was associated with a50% reduction in peak serum levels, a
delay of 3.7 hours in achieving peak concentration and areduction 27% in the extent

of absorption of lansoprazole. To achieve optimd efficacy, lansoprazole should be
administered on an empty gomach. This information should be included on both the
label and the CM |, however it was only included in the proposed CM | and the
information provided was inadequate.

The benefits clamed for lansoprazole over the currently available OT C preparations
concerning the absence of interactions with other drugs or food were not supported by
the evidence provided and the benefit of rapidity of onset was nat demonstraed for
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the proposed indication. Thelongduration of action was seen as inappropriatefor a
drug used for intermittent management of symptoms likely to last only afew hours.

Lansoprazole has afavourable saf ety profile, is not subject to abuse and is unlikely to
cause si gnificant consequences if misused. There were no specific safety concerns
related to the drugitsef in regard to rescheduling

Little evidence was submitted to support the inclusion of lansoprazolein Appendix H
of the SUSDP other than gatements used to support the rescheduling such as the
clinical superiority of lansoprazole over H,RA, the benefits of early trestment to
prevent progression of reflux diseaseto erosive oesophagtis and the low risk of
masking si gnificant disease. Therewas no specific information provided to support
that there would be abenefit to consumers, or to public hedth as awhole, as aresult
of inclusion of lansoprazolein Appendix H of the SUSDP.

Theevauator did not support the gpplication for the rescheduling of lansoprazole
from $A to S3 and recommends that it beretained in 4 for al uses.

However, if the Committee considers the approvd of this goplication, that the
Committee consider amendingthe proposed S3 entry to include the dose limit (30mg)
and restrict the entry to divided orad dose forms only.

The Committee noted the following pre-meeting comments:

XXXXXXXXX supported the inclusion of lansoprazolein Schedule 3 as GORD isa
reasonably commonly encountered complaint in the community pharmacy setingand
there are resources avail able to pharmacists about GORD and related conditions as
well as on the use of proton punp inhibitors (PPl). X XXXXXXXX aso highlighted
that it is vita for the gponsor to assi in disseminating current evidence-based
information to the pharmacy profession, particularly in relation to the use of
lansoprazole, if gven S3 status. X X XXX XXX X did nat support an Appendix H entry
asthereis currently no dataor information concerning OT C use of this class in
Austrdia

XXXXXXXXX objected tothe rescheduling of lansoprazole on the grounds that it
may mask more serious disease and believed that to reschedule this substance would
be premature a thistime.

XXXXXXXXX opposedthe rescheduling of lansoprazole until a self-diagnosis
study, ausage study, amulticultura study, acomprehensive labd study and a
pharmacy education program are completed. The company aso dated tha there
should be at least oneyear of pharmacy-only experience before inclusion in Appendix
H.

XXXXXXXXX did not consider theindications for lansoprazole appropriate for any
form of sdf-diagnosis and requires medical management. X X X XXX XXX considered
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the rescheduling of |ansoprazole premature until such timethat bath the indication for
3 listingand an appropriate complementary education drategy are defined and
developed. Listingof lansoprazolein Appendix H was aso not supported.

XXX XXXXXX was concerned that consumers may nat receive adequate on-going
medical supervision if the product was available as an S3 medicine. The M ember aso
raised concerns that consumers may delay seekingmedica advice if takinglansoprazole
and that theinclusion of the darm symptoms in the CM | would nat be sufficient to
counter this. Although it was agreed that the terms indigestion, heartburn and reflux
disease were used interchangeably by consumers, there was no evidence to suggest that
consumers can appropriately sef-diagnose, with the assistance of apharmacist, to
determinethat lansoprazoleis the most gopropriate trestment when compared with other
avall abletreatments. Both the rescheduling of lansoprazoleto S3 and itsinclusion in
Appendix H were not supported by XXXXXXXXX.

The Committee noted that dl praton pump inhibitors are currently included in Schedule 4
inthe SUSDP, therefore the reschedul ing of lansoprazole would be thefirst rescheduling
of this class of compounds.

The S3 indication sought by X XXXXXXXX is similar to theindication for the H,RA’s
(famotidine, nizatidine, ranitidine and cimetidine) iefor therdief of symptoms of gastro-
oesophaged reflux in packs containing not more than 14 day s supply .

The &2 and S3 entries for the H,RA’ s dl require the warning statements 35, 68, 69 and
70. The Committee considered these warning statements in relation to the proposed
rescheduling of lansoprazoleto S3 for the proposed indication. The warning statements
arelisted below:

35. CAUTION - Thispreparation is fortherdief of minor and temporary
alments and should be used strictly as directed. Prolonged use without
medical supervision could be harmful.

or

CAUTION - Thispreparation isfor therdief of minor and temporary
adiments and should be used strictly as directed. Prolonged or excessive
use without medicd supervision could be harmful.

68. If symptomspersist beyond 5 day's consult adoctor.

69.  If symptoms recur within twoweeks of completing the course, consult a
doctor.

70. Useonly under medical supervision if you are taking other medi cines.

TheM embers agreed that patients can not dways accurately diagnose these types of
symptoms. It was notedthat when alay person describes their symptoms and say it is
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acid or dy spepsiaor indigestion, the may actualy be describing GORD. Thereisdso a
differencein thelay use of thelanguage compared with the technica use of the language.

A M ember observed that the Committee has previously alowed products into S3 that
require a medi cal diagnosis, on the basis that they be made availabl e through a
pharmacist once medica diagnosis had been made and atreatment reg me started eg
antifungal vagna preps, sdbutamol metered dose aerosols.

The Committee agreed that the evidence submitted by the soonsor showed tha
lansoprazoleis effective when used in patients with proven GORD under medica
supervision. However, the soonsor had not provided any datato support the OT C use of
lansoprazole in cases where GORD has not been medically diagnosed. Thiswasin
distinct contrag tothe H,RA’s where trids had been provided demonstrating
effectiveness under OTC use. A conflict was dso noted between the proposed dosage
directionsin the CM | and theproposed usage. The proposa for reschedulingwas for
symptomatic relief, however the CM | ingructsthepatient to take the medication with
breskfast, not when they are symptomatic. Thiswould be gppropriateto preventative
rather than symptomatic treetment. Further, where the data has shown relief, onset of
relief was not immediate and may take up to 4-5 days. The Committee agreed that this
was not gopraopriate for ashort-term, sy mptomatic rdief indication.

The datawere submitted by the gponsor was inadequate to demonstrate efficacy for
symptomatic relief of indigestion or heartburn. Although evidence of efficacy is
primarily aregistration issue, the Committee must take into account the purpose for
which the substance will be used when assessing if it will be appropriately used if
rescheduled.

The Committee expressed concerns that appropriate darm sy mptoms were not adequately
outlined in the CM | which it considers asafety issuewith regard to the OT C use of this
product.

OUTCOME

The Committee agreed that inclusion of |ansoprazole in Schedule 4 remained appropriate
a thistime as:

e Based on the data submitted, the Committee accepted tha thepaentid for adverse
events was low following trestment of GORD with lansoprazole and that it was
unlikely that the safety profile would be significantly atered when used asan OTC
medicine with the wider indications. However, the Committee noted that no safety
datawas submitted for OT C use for these wider indications including heartburn and

dy spepsia

e The Committee was not provided with sufficient evidence of efficacy for usein
treatment of the symptoms of heartburn and dyspepsia as opposedto thetreatment of
GORD.
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e Theproposed indications for use, onset and duration of action were more gppropriate
to theprevention of symptoms rather than intermittent treatment of, or relief from,

sy mptoms.

e Therewas aneed to address appropriate darm sy mptoms requiring medi ca
investigation rather than ongoingintermittent self-medication.

14.1.2 KETOPROFEN

PURPOSE

The Committee considered an application seekingto exempt ketgprofen inpreparations
for derma use from schedul ing requirements.

BACKGROUND

Ketgprofen is anon-steroidad anti-inflammatory drug (NSAID) which has been marketed
for the treetment of rheumatoid arthritis and ogteoarthritis in various forms (standard
release cgpsules, sustained release capsules, suppositories and topicd gels) since 1981.

XXX XXX XXX markets XXX XXX XXX containing 2.5% 25mg/gketoprofen for the
short-term (up to 7 days) treatment of musculo-skdeta inflammation and injury, such as
sports injuries, Prans, tendonitis, musculotendinous contusions, swelling and post-
traumatic pain.

The August 1999 NDPSC meeting agreed to rescheduled k etoprofen in preparations for
derma use from Schedul e 4 (4) to Schedule 2 (S2) to harmonise with New Zedand.
Smilar NSAIDs in preparations for dermad use, diclofenac, piroxicam and ibuprofen,
have been exempted from scheduling a the February 2000 meeting, M ay 2000 meeting
and October 2002 meeting respectively .

DISCUSSION

The Committee noted the following arguments wereraised by X XXXXXXXX
gpplication to exempt ketgprofen inpreparations for derma use from scheduling:

o XXXXXXXXX (ketgprofen) has been regstered in Austraiasince 1994 providinga
loca experience with the use of the product of over 8years, exhibitingan excellent
safety profilefor thisproduct over thisperiod.

e Both diclofenac and piroxi cam were exempted from scheduling for dermal use based
on their safety profile and indications. The safety profile of topica ketoprofenis
equiva ent to these substances and the useis the same as for diclofenac and
piroxicam.
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The conditions included in the indications X XX XX XXX X are of ashort term and
sdf-limiting nature and are suitabl e for self-sd ection. They are easily identified by
the consumer and may be successfully treated without the need for professional
advice.

The adverse events reported for XX XXXXXXX are predominantly non-serious loca
reactions of limited extent, in contrast to the adverse events for ora NSAID therapy .

Accumulation of ketoprofen is not knownto occur and sy gemic exposure when
topicaly administered is around one hundred times lower than loca exposure.

The abuse patentid is extremdy low. Ketoprofen is not associated with any
stimulating or euphoric eff ects and the entire contents of atube areinsufficient to
cause alife-threstening adv erse event.

The Committee noted from the evauation report of the goplicant's submission that:

Ketgprofen, when administered topicdly, has avery low sysemic bioavailability and
causes very few adverse effects, which were also, the case for diclofenac and
piroxicam. Ketoprofen has avery low to absent patentia for abuse. Inappropriate
topicd useis extremely unlikely to result in any sysgemic adverse events.

Theindication for topica administration of ketgprofen is suitable for self-
identification and treatment without professiond advice.

Topica piroxicam and diclofenac products have been exempt from scheduling for
agpproximately 2 years with no significant safety issues arisingover that time. It is
unlikely that the exemption of ketgprofen for topica use would cause any additiona
clinical problems.

Thereis considerabl e mark eting experience with derma ketoprofen within Audrdia
and the spontaneous reporting of adverse events has been very low. Pos-marketing
surveillance suggests that thetopica preparation is very safein over the counter use.

Theremay be acasefor includingwarnings on the labe ling concerning use by
persons dlergcto NSAID’s or at risk of NSAID-induced exacerbation of asthma,
athough these warning are included on the propased CM 1.

There are no public health considerations in rel aion to the exemption of topical
ketoprofen, gven the current availability of tgpicd NSAID’s with very similar
characteristics in norma use.

The evauator recommended that ketoprofen for derma use be exempt from the
conditions of scheduling.
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The Committee concurred with the evaluation report of the gpplicant’'s submission. The
Committee accepted tha theproduct's indication is suitable for sdf-identification and
sdf-treatment withou professiond advice, and that the safety profileindicated there
would not be any significant risk to consumers. The Committee acknowledged that
interactions with other drugs, paticularly anticoagulants such as warfarin, may be
significant with ketoprofen when administered ordly, however the consensus amongst
members was that as plasmalevels followingdermal administration of ketoprofen are
low, interactions are unlikey to beclinicdly significant.

The Committee recognised that ketoprofen when administered topically has avery low
systemic bioavailability, avery low to absent abusepotertia and few adverse events
from considerable post-marketing experience. Further the lack of significant adverse
events following the descheduling of similar topical NSAID supported the Committee
view that exempting ketoprofen would not lead to signifi cant problems.

A jurisdictionad member highlighted that when similar topica NSAID products were
made exempt from scheduling, ingppropriate X labelled products was found in
supermarkets, up to ayear followingthe date of effect of the exemption. The Committee
strongy supported thepositionthat only appropriatey labeled product and not 2

label led product should be avail ableto the public in unrestricted outlets. Furthermore
any advertising of the product should aso be gppropriady labdled. Jurisdictiona
members indicated the situation would be monitored.

DECISION 2003/37 - 27

The Committee agreed to exempt ketgprofen in preparations for derma use based on:

e theindications arefor the minor allments or sy mptoms capable of easy recognition,
sdf treatment and monitoring by the consumer and does not require medi ca
diagnosis or management;

e itisconsidered safefor usewithout the need for pharmacist advice or counselling;

e itsacceptable safety profile with considerable loca post-marketing experience; and

e it hasvery low to absent abusepotertid and inappropriate useis unlikely to result in
any sysemic adverse events.

Schedule 2 — Amendment
KETOPROFEN —deete entry.

Schedule 4 — Amendment

KETOPROFEN — amend entry to read:
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KETOPROFEN except:
(@ inpreparations for dermal use; or
(b)  whenincluded in Schedule 3.
14.1.3 DEXT ROM ETHORPHAN
PURPOSE

The Committee considered an application seeking to reschedule sustained rel ease (SR)
liquid preparations containing 0.6% or | ess of dextromethorphan with arecommended
dose not exceeding 60 mg, from Schedul e 4 to Schedule 2.

BACKGROUND

The Schedul e Review Panel reviewed the scheduling of opiates and other subgances in
Schedule 2 in 1986 to limit the amount of dextromethorphan per dose unit in divided
preparations, thepercentage of the active ingredient in divided preparations and the
maximum recommended dosage of both divided and undivided preparations.
Accordingy, the February 1987 M eeting adopted in Schedule 2 adose limit of 30 mgor
less dextromethorphan for both, divided preparations containing 30 mgor less
dextromethorphan per dose unit and undivided preparations containing 0.3% or less
dextromethorphan, when compounded with one or more therapeuticaly active
substances.

The November 1997 NDPSC M eeting agreed to include singe-active undivided
preparations containing 0.3% or less of dextromethorphan in Schedule 3, when labelled
with arecommended dose not exceeding 30 mg of dextromethorphan, in packs containing
not more than 600 mg of dextromethorphan. However, the February 1998 M eeting set
aside this decision and amended the Schedule 2 entry to adlow the same controls for

sing e-active and compounded preparations, while retainingthe existinglimits. The
Committee was of the view that it was unlikely that registration of singe-active products
as Schedule 3 medicines would be sought by sponsors, as a Schedule 2 availability would
be preferred. This scheduling had remained current to this time.

A proposd to reschedule a SR liquid formul ation from $4 to 2 was considered a the
November 1998 meeting However, the Committee did not support the prgposal on the
grounds that there were no products of thistyperegstered on the ART G therefore, no
product evaluation was undertaken by the TGA inthepad to dlow arisk assessment of
patentia public hedth issues. The gponsor was subsequently advised that it would be
more gppropriate for the NDPSC to consider the scheduling of dextromethorphan SR
formulation followingthe approva of the produd for regstration by the TGA.
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CONSIDERATION

XXXXXXXXX proposedto reschedule from $A4 to &2, a R liquid preparation
XXXXXXXXX. Thisproduct was designed to deliver dextromethorphan over an
extended period of time, which alowed dosing on a 12-hourly basis. The proposed
product X X XX XXXXX.

DISCUSSION

The Committee noted that X X XX XXX XX raised the following points in support of its
proposal:

e The SR formulation offered additional choi ce and convenienceto the sdf-treating
patient with the advantages of | ess frequent dosing for added convenience and greater
coverage of cough reief to help increase compliance therefore optimise the effect of
thedrug.

e Themaximum daily dosefor the SR product wasthe same as IR preparations
XX XXX XXX X, and was within the recommended dosage guidelines for
dextromethorphan for the treetment of non{productive cough. T he higher
concentration of dextromethorphan HBr in the SR liquid formul ation X XXX XXXXX
dlowed the product X XXXXXXXX adult dose normaly associated with liquid
cough/cold preparations.

e The pharmacological/toxicological profile of dextromethorphan was well understood
and the drug was recognised as asafe and effective antitussive agent. Adverse effects
associated with dextromethorphan wererare, dthough nausea and/or Gl disturbances,
neurologca and cardiovascular disturbances, slight drowsiness and dizzinesswere
noted to occur. The drug produced no significant anal gesic and addictive effects and
produced negighble CNSdepression dthough excitation, confusion, and respiratory
depression could occur after an overdose.

e Dextromethorphan was widdy available worldwide without prescription for over 40
years and its safety profile was well established in the OT C environment.
XX XXX XXX X marketed an undivided SR liquid dextromethorphan preparation in
Canada since August 1997, and post-marketing data suggested that there was no
differencein the sefety profile between IR and SR formulations. In addition, no
unexpected adverse events were reported withthe SR product.

e Coughisavery common sy mptom experienced by consumers, usualy in associaion
with colds, and consumers are capable of recognising and treatingthis sy mptom
without pharmacist intervention. Theproposed product had the same indication as
existing OTC IR products. Dextromethorphan was nat recommended for chronic,
recurrent cough therapy and labellingfor the SR product would clearly advise
consumer's to discontinue using the product should coughing persist.

e Although dextromethorphan is the dextro-isomer of levorphanol, no chira conversion
of dextromethorphan to opioid levomethorphan occured in humans. All experimenta
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and clinical dataindicated that the dependencerisk patentid for dextromethorphan
was low. Allowing SR dextromethorphan in &2 would not increase the avail ability of
the drug and there was no evidence to suggest that its availability would pose a
greater risk than currently availabl e dextromethorphan produds, from an abuse
pergective.

The primary target for abuse was generally thetablet or powder dosage form of
dextromethorphan as cough syrupswere bulkier, and contained ingredients that may
cause vomiting when taken in large enough quantities. Theliquid preparations were
aso less concentrated than tablets (15 mg/teaspoon of syrup vs. 30 mg/tablet) and not
al the dextromethorphan was immediately bio-availabletherefore, a greater quantity
of the preparation (at agreater cost) needs to be taken by the abuser to get the desired
effect.

XXXXXXXXX believed that theproposed inclusion of dextromethorphan SR liquid
preparations in &2 should not lead to additional safety or abuse implications for use
by the generd public beyond those aready experienced with currently available IR
preparations.

The Committee noted the evduation report highlighted the following points:

The proposed slow release (SR) liquid product was ye to be evauated by the TGA.
The submission contained inadequate information about the prgposed product and a
proper assessment of the merits of the argument for rescheduling may be possible
followingthe evauation of the registration submission.

Theindication of both SR and IR formulation were the same thereforeit may be
aopropriateto dlow both formulationsin 2.

Dextromethorphan had amoderate potentia for abuse and psy cholog ca dependence
had been reported.

The recommended tota daily dose of the progposed SR product would have twicethe
concentration (60mg/10mls) of the current IR liquid product. This could posea
greater risk for harm following ingppropriate use, paticularly accidental ingestion by
children. The higher concentration may aso incresse its attractivenessto
dextromethorphan abusers.

A reasonable argument was made to suggest that, when used as directed, the SR
formulation would not provide an increased risk to consumers compared with
currently available IR formul aions. However, the argument regardingits safety
followinginappraopriate use was less convincing.

No detail was provided concerning the proposed packagngand labelling, e.g
requirement for CRC.

There was no marketing experience within Austraiafor the new SR preparation (not
yet goproved) and limited experience oversess (only marketed in Canada). The
spontaneous reporting rate of adverse events was low and paost-marketing surveill ance
suggested that thepreparation was safein over the counter use however, there were
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someinteresting and unexplained diff erences in the pattern of adverse effects with the
SR formulation compared to the IR.

e Thepublic heath argument for the need for this product was not ouweighed at this
stage by the concerns on the patentid for misuse and harm from accidenta ingestion.

e Theevauator recommended that existing schedulingfor dextromethorphan be
retained in terms of the strength and dosage dlowed in Schedule 2, and further
consideration of the proposd could be deferred until more detail was available
concerning the proposed product.

The Committee noted the following pre-meeting comments were received:

o XXXXXXXXX supported theprgposa to modify the Schedule 2 entry to alow for
undivided preparations with arecommended dose of greater than 30 mg of
dextromethorphan in asustained release format.

o XXXXXXXXX was agponsor of products cortaining dextromethorphan and
indicated its interest in any decisions taken affecting the scheduling of this substance,

M embers noted the reports of serious dextromethorphan poisoningin children, aged 1 to
4 years, involving combination dextromethorphan products aswdll as sustained-release
preparations at doses rangngfrom 5 to 21 mg/k g dextromethorphan (75 mgto 315 mg
dextromethorphan for a 15-kg child). [ Vet Human Toxicol 30 (4) August 1988]. The
Journa of Toxicology (38, 2000) reported that moderate to severe sy mptoms of
dextromethorphan poisoning could occur a doses of 10.3-24.2 mg/kg (14-33 mgkg
dextromethorphan hy drobromide or 700-1650 mgfor a50-kgindividud). Severe

sy mptoms cited included seizures, comaand multiple seizures. A member also pointed
out tha the USP Drug Information monogr gph indicated that toxic psy chosis was
reported after ingestion of as little as 300mg of dextromethorphan (50mls of SR liquid).

The Committee was informed that severd PICs around Austrdiaadvised that cases of
overdoserdatingto dextromethorphan could not be differentiated from cases relatingto
other cough/cold medication as the active ingredient(s) in implicated products were not
recorded. The XXXXXXXXX aso advised that it adopted the POISNDEX treatment
quideline of referring children who were sy mptomatic and those who ingested along-
acting dextromethorphan preparationto ahedthcarefacility for evduation. The
quideline dso recommended that children who ingested less than 10 mgkg of regular
dextromethorphan may be managed a home.

The Committee noted that the Adverse Drug Reactions Advisory Committee (ADRAC)
report showed avery low incidence of adverse reactions associated with
dextromethorphan sing e-active preparations in Austraia. M embers aso noted tha the
evauator indicated that there were no safety concerns associated withthe SR products
based on the sportaneous reporting rate of adverse events and overseas pos-marketing
surveillance which aso supported safety in over the counter use. However, the evaluator
noted that there were unexplained differences in the pattern of adverse effects withthe
SR formulation compared to the IR, i.e. SR causingrd atively fewer cardiovascular
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effects and skin reactions but relatively more nervous sy stem effects, particularly
insomniaand nervousness.

A member highlighted that the gponsor's submission did not addressthe patentia for
children ingesting larger amounts of dextromethorphan dueto higher concentration of
activein the SR preparation and that there was asrong case for requiring child-resistant
closures (CRC) on such products. The Committee agreed that there may be acasefor
requiring CRC on SR dextromethorphan produds, however this issue would be dedt with
a produd regstration. In addition, the Committee noted that PICs gppeared to dready
have an existing management protocol in placefor cases of dextromethorphan overdose
particularly for children, which took into account a modified approach for SR
preparations.

A member raised aconcern that the SR formulation could become the preferred product
for abuse, as asmd ler volume of the product would be required to achievethe desired
effects. The Committee noted that the adoption of apack sizelimit of 600 mg
dextromethorphan in &2, adecision made under agendaitem 16.1 of this meeting, should
ensurethat SR products would not have an increased potentia for abusein comparison to
existing IR products.

A member proposedto replace the limit on the recommended dosage in &2 with alimit
onthetata daily dosage of 120 mgdextromethorphan, in addition to the new pack size
limit of 600 mgdextromethorphan. The member stated that this should help minimisethe
patentia for ingppropriate use or accidenta overdose by keepingthetota daily intake
uniform, irrespective of the type of formulation.

OUTCOME

The Committee agreed to foreshadow the decision to replace the existing &2 limit on the
recommended dosage with atotd daily dose limit of 120 mgdextromethorphan for al
preparations, in order to minimise the potential for ingppraopriate use or accidenta
overdosage. In addition, the Committee was of the view that this goproach should aso
ensure that the SR format would not pose agregter risk compared to thetraditiona IR
formulation by ensuringauniform tota daily dose for both formulations.

FORESHADOWED (for consideration at the June 2003 mesting)

Schedule 2 - amendment

DEXTROM ETHORPHAN - amend entry to read:

DEXTROM ETHORPHAN when supplied in apack containing 600mg or | ess of

dextromethorphan and with arecommended daily dose of 120mgor less of
dextromethorphan.
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DECISION 2003/37 - 28

The Committee agreed that it would be appropriateto include al modified rel ease
undivided preparations containing 0.6 per cent or less of dextromethorphan with a
recommended daily dose of 120mg or less of dextromethorphan in Schedule 2. This
decision was based on the following:

Theindication and recommended daily dosage of the sustained-re ease (SR) format
was the same as theimmedi ate-release (IR) formul ation aready in Schedule 2. The
Committee agreed that there was adequate evidence to suggest the safety of the SR
formulation as 2 medicine, based on the Adverse Drug Reactions Advisory
Committee (ADRAC) report and overseas post-marketing surveillance datain OTC
use.

The Committee was of theview that limitingthe pack size (decision under agenda
item 16.1) to 600 mg dextromethorphan should address the problem associated with
the drugs potertia for abuse. It was agreed that maintainingapack sizelimit on al
preparations in & should ensure that the SR formulation would not become a
preferred product for abuse or diversion as a consequence of the higher
dextromethorphan concentration in this formulation.

The recommended tota daily dose of 120 mg dextromethorphan for undivided,
modified release preparations was consigent withthe recommended daily dose of
currently available IR preparationsin S2. M embers agreed that specifyingauniform
maximum daily doselimit for both SR undivided preparations which was consistent
with tha of IR preparations in Schedule 2 should address the patentia for accidenta
overdose from ingppropriate dosing. Furthermore, this approach should aso ensure
that there were no additiona saf ety concerns arising from ingppropriae use dueto the
modified dosing regmen and modified release format of the SR formulation.

Schedule 2 - Amendment

DEXTROM ETHORPHAN - amend entry to read:

DEXTROM ETHORPHAN when supplied in apack containing 600mgor | ess of

dextromethorphan:

(@ individed preparations containing 30mg or less of
dextromethorphan per dosage unit and with arecommended
dose of 30mgor less of dextromethorphan; or

(b) inundivided preparations containing 0.6 per cent or less of
dextromethorphan with arecommended daily dose of
120mgor less of dextromethorphan.



Nationd Drugs and Poisons Schedule Committee

Record of the Reasons M eeting 37 - February 2003 94
1414 ORLISTAT
PURPOSE

The Committee considered the scheduling of orlistat.
BACKGROUND

Orlistat is apotent, gecific and reversible long-acting gestric and pancreatic lipase
inhibitor that limits the absorption of dietary fat. It is used in conjunction with dietary
modification in the management of obesity.

XXX XXX XXX markets XXX XXX XXX containing 120mg per cgpsule of orlistat for the
treatment of obese paients with aBody M ass Index (BM 1) of >30 and overweight
patients with aBM | >27 in thepresence of other risk factors, in conjunction with amildly
hypocaoric diet. Orlistat wasfirst considered by the August 1999 NDPSC meeting and
included in Schedule 4 of the SUSDP. A submission submitted by X XXXXXXXX to
reschedule orlistat from $4 to S3 was considered at the June 2002 NDPSC meeting,
however the Committee agreed that the current 4 schedulingfor orlistat remained

appropriate.
DISCUSSION

The XXXXXXXXX declared apotentia conflict of interest for thisitem. TheM ember
had been involved in negotiations on behaf of X XXXXXXXX for a“ fee-for-service”
ag eement for orlistat management and counselling. The M ember |eft the room whilst
the Committee discussed this declaration. The Committee considered that this activity
was not aconflict of interest and agreed that theM ember could continueto participate
with voting rights.

The applicant highlighted thefollowing points in support of itssubmission:

o XXXXXXXXX has been used extensively for over 5 years and has been registered in
Austraiasince M ay 2000. It has an estimated worldwide paient exposure of
XXXXXXXXX patient tresetments. Theincidence of serious adverse eventsis very
low (0.009% patient trestments) and equa to placebo.

e Obesity puts millions of lives at risk and has been identified as a mgjor risk factor in
the development of non-insulin dependent diabetes, impaired gucose tolerance,
hyperinsulinaemi g, hy perlipidaemiaand hy pertension. M oderate weight loss
improves morbidity and mortality .

e Oirlistat has consigently achieved more wel ght loss compared with placebo as well as
maintainingwei ght loss and preventingwei ght gain. Impaired gucose tolerance and
hyperlipidaemiawere aso improved. Thereis minimal risk of masking serious
disease by the use of orlistat.
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o Effective sustained wel ght loss in obese patients will lead to decreased hedth care
coststo the community. The Audrdian Institute of Hedlth and Welfarein 1989-90
estimated the hedth care costs of obesity related diseases a 1.3 hillion dollars. The
appropriate use of orlistat as an S3 medicine will result in improved access for
overwei ght patients and will help reverse the current trend of theincreasing
prevaence of obesity in Austrdia

e Theindication for X XX XXXXXX meetsthe criteriafor an S3 medicine. Obesity and
overwe ght are easily diagnosed by the pharmacist and confirmed usingthe patients
hei ght and wei ght and aBM | index chart or BM | cdculator.

e Close medica monitoringis not required as orlistat is safe, weight loss is gradud,
supply of orlista as an S3 agent will beregulated by the pharmacist, druginteractions
areminimal and side effects are mostly mild, transient and self-limitingand are
related to the mechanism of action.

e Longtermsafety datais available and confirms that orlistat issafe. The most
common adv erse events occur when excessivefat is ingested dongwith orlistat and
decrease with time as the patient implements thepractice of reducingfat intakein
their diet. Dueto thelocdised mode of action, side eff ects are generdly avoidable.

In clinica trails, very commonly observed side effects were generd ly mild and
transient and occurred early in treatment (within 3 months) and most patients
experienced only one episode. Only 3% of patients experienced more than 2 episodes
of any one adverse event.

e Druginteractions with orlistat arerare. Reported druginteractions include
cyclosporin, ord hypody caemics, warfarin and fat-soluble vitamins which can be
identified by the pharmacist and thepatient can bereferred to their GP if needed.
Orlistat does nat interact with common agents such as dcohol, ora contraceptives,
nifedipine, phenytoin, digoxin and pravastatin.

e Thepaentia for misuse of orlistat islow because the use of orlistat in thepresence of
ahigh dietary fat intake will lead to unacceptable GI synptoms. Inthe caseof a
patient with bulimia, the pharmacist would recognisethat the preserting person had a
norma to low BM | and would therefore not supply the produd. Orlista has no
clinica effect in the absence of food, is only minutely absorbed and has no sy semic
effect so could not be misused by anorexics.

e Contraindications are listed for chronic pancreatitis and pancreatic enzy me defici ency
and chronic mal absorption syndrome. Thesepatients are unlikely to presert to a
pharmacist for treatment. If they did use orlista, the drugwould be ineffective dueto
reduced levels of intestina lipase due to the underlying condition. Orlistat inhibits
lipase activity and is not active in the absence of lipase.

e Obese patients should be assessed for co-morbid conditions, however this assessment
should not be conditiona to treatment for weight reduction. Weight reduction itself
will benefit or prevent co-morbid conditions such as hypertension, type 2 diabetes
mdlitus and hyperlipidaemia. The potentid for adverse sequelae associated with co-
morbid conditions is reduced with effective wel ght reduction. The pharmacist has a
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roleto refer dl patientsto their GP for regular health checks, regardless of their
weight status.

e Thepharmacist will encourage the use of diet and exercise and other lif estyle changes
as first-linetherapy for weight loss. Theavailability of X XXXXXXXX a pharmacy
level will increase patient-pharmacist contact and will dlow early professional
intervention rather than unsupervised use of the unproven pharmacologc agents that
are currently used.

o A four year XXXXXXXXX gudy confirmed eerlier efficacy findings that patients on
acontrolled diet and exercise reg men will loose we ght. The study aso confirmed
that the addition of X X XXXXXXX will doubletheweight loss over afour year
period.

o XXXXXXXXX trestment focuses on lifestyle changes as integrd to successful
welght loss. It is not promoted in the absence of lifestyle changes. The
XX XXX XXX X weight management program is an integral part of successful and
sustained weight loss. Thisprogram is avail ableto patients a no additiona cost. The
program reinfor ces the need for lifestyle changes and has been shown to significantly
improve patient outcomes and increase patient satisfaction withtreatment. It is
considered by pharmacists as the gold standard of patient support programs.

e The XXXXXXXXX Weight M anagement Program provides substantid dietary and
exercise advice. Dieticians, exercise physiologsts and nutritionists are avalable to
spesk tothepatient as often as required. The patient is aso freeto seek advice from
their own dietician and exercise physiologsts outside theprogram. The need for
psy chological counsd ling can be discussed and the pharmacist can refer them back to
their GP if necessary. Thepatient will return a least monthly to purchase the product
which provides agood opportunity to review treatment concordance, wei ght loss
progress and discuss lifestyle changes.

e Orlistat meets al S3 classification criteria low potertid for abuse, low potential for
harm from ingpprapriate use, low incidence of severe adverse effects, side effects
unlikely to require medical intervention, few druginteractions, medium to wide
therapeutic index and few contraindications.

e Oirlistat is nat recommended during pregnancy or lactation and as such, pharmacists
will not supply XXXXXXXXX topregnant or breastfeedingwomen. Orlistat has
been gven apregnancy classification of B1 (drugs which have been taken by only a
limited number of pregnant women and women of child-bearing age, without an
increase in the frequency of malformation or other direct or indirect harmful effects
on the human foetus having been observed). In contrast, NSAID’s have a pregnancy
classification of C and nicotine replacement therapy products have apregnancy
classification of D, both of which are available & the pharmacy levd.

The Committee noted the followingissues from the evaluation report:

e To optimisethe successful treatment of obesity, pharmacotherapy should beinitiated
only after dietary modification, exercise and behavioura therapy have been formaly
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and rigorously undertaken for at least several months. Non-pharmacologic therapies
can be successful in up to 50% of patients in controlled clinical trids.

Thewider avail ability of orlista as an S3 product will impart the wrong public hedth
message that freer availability of this agent suggests earlier pharmacotherapy is
appropriate, even though exercise, dietary and behavioura approaches by relevant
experts, undertaken for at least several months, may alone be efficacious.

The 4-year placebo controlled study submitted by the sponsor showed areduction in
the development of typell diabetes in thosepatientswith impaired gucose tolerance
a basdine. This change may occur with weight loss aone through non-
pharmacologic measures. Furthermore, there was asteady decreasein attributable
weight loss over the 4-year clinica trial period. That is, there was evidence of
decressing efficacy with time.

There was no quantitative dataprovided on thefalsin leves of fat soluble vitamins
seen in theclinical trids. Furthermore, it was stated that patients may have received
vitamin supplementation therapy duringthe study, however relative percentages of
patients recelving supplementation in the orlistat vsplacebo group were not provided.

Despitelargeinternationa sales over 5 years, there has been as y et no demonstrable
public hedth benefits with orlistat.

The sponsor argues that thepharmacist providing S3 orlistat is ableto refer the
patient totheir doctor for co-morbidity screening, however screening must occur in
al patients with BM 1’ s above 27 and would routinely occur if the patient presented at
their doctor for treetment of weight loss.

The evauator supportsthe retention of orlistat in $4 due to the complexity and saged
gpproached to obesity management which is the current accepted “ gold standard” of
cae.

Pre-meeting submissions were received from the following:

XXXXXXXXX supported the rescheduling of orlistat to S3 as it meets the safety
criteriafor an S3 medicine accordingto the NDPSC guiddines. It is subgantidly
safein use, has alow incidence of severe adverse effects or side effects which are
likely to require medical intervention and the condition is capable of being monitored
by the consumer with assistance from apharmacist. Community pharmacists have a
vitd rolein assisting customers to seek gppropriate treetment which includes referral
to amedical practitioner. Theinclusion of orlistat in Appendix H was not supported
as it may encourage customers to seek thergpeutic intervention as afirst-line
treatment without consultaion with ahedth care professiond.

XXXXXXXXX supported the inclusion of orlistat in Schedul e 3 of the SUSDP, but
did not support its inclusion in Appendix H. The submission highlighted that
pharmacists are well qudified to provide support and monitoring for people taking
orlistat which may produce considerabl e health benefits for individuals at risk of
cardiovascular disease and type |l diabetes. It dso highlighted that the advertising of
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such aproduct may induce those with eating disorders associated with anorexia and
bulimiato use orlistat ingppropriately.

o XXXXXXXXX did not support the rescheduling of orlistat prior tothe June 2002
meeting. It was concerned about the limited post-marketing experience and the
appropriateness of the use of orlista as anon-prescription medicine. X X X XXX XXX
highlighted the issues associated with the use of orlistat in patients with endocrine
disorders, fat-soluble vitamins and calcium supplementation, and concomitant drug
administration. X X X XXX XXX recommended the rescheduling of orlistat be deferred
until more comprehensive, rigorous and up-to-date information about theproduct is
avallableto pharmacists. Inther pre-February 2003 submission, X X XXX XXX X
stated that their concerns have largely been addressed and therefore now support the
inclusion of orlistat in Schedule 3, but do not support theinclusion of orlistat in
Appendix H.

The Committee noted that anumber of tesimonials in favour of S3 avail ability for
orlistat were received from individuas, pharmacists and medical practitioners.

The XXXXXXXXX did nat support the rescheduling of orlistat to S3 nor its inclusion in
Appendix H. TheM ember expressed concerns that the S3 availability of orlistat would
place an onerous responsibility on pharmacists and as agenerd rule, pharmacists are not
equipped for this levd of counsdling. Also, long-term counsellingwould be difficult to
sustain as consumers may not stay with one pharmacist, therefore the continuity of care
would be disjointed. The M ember noted that consumer organisations have been
concerned over some of the sponsor’s consumer promotiond activities while orlistat has
been included in $4, as wei ght management, obesity and weight loss are areas which
many consumers are vulner able to persuasive advertising and promotiona activities. The
M ember fet that rescheduling orlistat waspremature at thistime and that further
evidence of its use and efficacy was needed.

The Committee noted the NHMRC draft report onthe Nationd Clinical Guidd ines for
Weight Control and Obesity M anagement in Adults (draft report released September
2002 —find report duein August 2003). Thereport listed athreetiered approach to
weight control and obesity management. Thefirst was education which is amed at
overwel ght or obeseindividuds, the second was cognitive behaviour changewhich is
amed at overwei ght or obese individuas with disordered esting patterns or cognition and
the third was surgery or drugs combined with very low energy diets which is amed at
morbidly obeseindividuds.

The Committee noted the following evidence statement and recommendation in the
NHM RC dr&ft report:

Evidence Satement: Orlistat combined with a low-energy, low-fat diet can lead to a
weight loss of 8.5kg (6-13kg), or about 8.6%), and improve some co-mor bid factor s after
oneto two years of treatment. Two-thirds of this weight loss is the result of diet
modification. The safety of prolonged (more than two year s) ther apeutic use of orlistat
has, however, not been demonstr ated.
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Recommendation: Phar macother apy can be a useful adjunct to lifestyle changeto induce
weight loss in some pati ents with a BMI greater than 30 and in pati ents with a BMI
greater than 27 with co-morbidities. Itis, however, clear that the medication is effective
only whileit is being taken and, in the absence of long-term (mor e than two years) data,
the long-ter m risk-benefit ratio of new drugs (such as sibutramine and orlistat) cannot be
predicted. Drugs should be used only under careful medical supervision and in the
context of a long-term treatment strategy.

M embers noted that the NHM RC draft report recommended that medication should be
considered only for patientswhose hedlth is severdy impaired because of their excess
weight and who have been unsuccessful losingwel ght in other ways. Thereport aso
highlighted that obesity should be considered and managed as a chronic il Iness and
pharmaceutical treatment may be necessary in carefully selected obese individuals if the
hedlth benefits outweigh the potentia risks of thetreatment. M embers strongy supported
the view expressed in the draft report that drugs should not be necessary inthe treatment
of moderately overwe ght individuals where an increase in physica activity should be
sufficient to ded with the problem.

The Committee noted that the findings of the X X XXXXXXX Sudy quoted in the
sponsor's goplication showed margnal effectiveness and that counsellingwas included as
part of thetreatment plan. Given that there was no breakdown of staistical dataor full
details of the study provided in the ponsor's goplication, members were unableto
determine the frequency at which counsdlingwas gven to subjects in the duration of the

study.

M embers aso raised the concern that whilst orlistat may assig weight loss by reducing
the absorption of dietary fa, thistrestment option would be ineffective for obese patients
who have high sugar or high carbohydrate diet.

The Committee identified obesity as beingunlike other Schedule 3 indications in that the
preferred first-line treetment for such a condition are non-pharmacologc therapies such
as dietary and lifestyle changes. M embers were of theview that increasingthe
avallability of orlista could significantly increase the potentid for orlistat to be used
routinely as apreferred second-line treatment instead of behavioura counsellingunder
the supervision of amedica practitioner, in cases where patients refuseto make the
necessary lifestyle changes. The Committee recognised that pharmacologc intervention
including treatment with orlistat is appropriate for the treetment of refractory obesity
where dl non-pharmacolog ¢ options available had been attempted without success.

M embers agreed that pharmacolog c intervention should not be routinely used (safety not
withganding) where there was apotentia for non-pharmacolog c therapies to work
successfully on alongterm basis. On this basis, the Committee agreed that patients may
be unable to determine which trestment option is mog appropriate without the advice and
on-going monitoring of amedica practitioner.

Notwithganding the intervention of apharmacist a thepoint of sale, some members still
expressed concern regarding the potentia for abuse by individuas who have an eating
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disorder and currently use laxatives to reduce wei ght gain after eating. The sponsor
clamed that the undesirable Gl effects would deter abuse. TheseM embers noted that if
laxatives are currently being used, the Gl effects are precisely the effect theseindividuals
areamingfor. Orlistat could be seen as an dternative to laxatives and/or vomiting
followingamed which was amajor concern for the Committee. This may bring undue
pressure on pharmacists to supply orligat for ingppropriate use. Nevertheless, the
Committee noted the gponsor’ sstaement that individuas would be screened by
pharmacists and that individuas with aBM | below 27 would not be gven access to
orlistat.

M embers acknowledged that whilst the sponsor provided responses to some of the
Committee's concerns from the June 2002 meeting, members agreed that the gpplication
did not provide adequate grounds to support rescheduling of orlistat. Inrelation to the
specific answers provided by the gponsor in regponseto the Committee s initial concerns
raised a the June 2002 meeting, the Committee made the following observations:

e The Committee agreed that based on the mode of action of orlistat, it was likely that
the mgjor side eff ects are mainly gestrointestinal in nature, which are both predictable
and manageable. However, the mgjor issue of potertid for induction of fat soluble
vitamin deficiencies and concomitant metabolic bone disease remains. This issue was
not satisfactorily addressed based on the available information from the
XXXXXXXXX gudy and therefore remains unresolved.

e The Committee noted that while it may be possible for pharmacists to refer paientsto
doctors for pre-screening for co-morbidities prior to supply of orlistat, members felt
that this is essentid and was best initiated and coordinated by the medica
professional, not the pharmacist.

e The Committee acknowledged that some pharmaci es have active counseling
programs currently runningand are successful in providing ahigh leved of
counsdlingto overwe ght patients. However, members did not believethat al
pharmacists are generdly equipped or trained to provide the high level of counseling
and ongoing support that was employed in the efficacy studies. Thereis no clinica
information showingwhat commitment the pharmacist needs to make in order for the
treatment with X X XXXXX XX to be successful over aperiod of time, i.e. theleve
and frequency of counselling necessary for sugainable wei ght loss.

e The Committee acknowledged that alack of pharmacy assistant trainingwas not a
reason to refuse re-scheduling and had not been used as such. The clarification by the
sponsor with regard to training programs was noted by the Committee.

The applicant highlighted the followingpointsin support of itsprgposd to include
orlistat for thetreatment of obesity and overweight in Appendix H:

e Obesity isamgor public health issuethat warrants the active promation of weight
reduction. Active promotion will result in benefits to theindividua as well asthe
Austraian community at large.
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e Reduction in obesity associated disorders such as cardiovascul ar disease, type 2
diabetes and certain cancers will reduce mortdity, morbidity, health care costs and
improve qudlity of life.

e Consumers benefit from the ability to make informed choices about their own
hedthcare. Awareness of treatment gptions may prompt consumers to act on
conditions that are difficult to treat, for example obesity. The advertising of
XXXXXXXXX hasthe patentia to impact significantly on the hedth of Augrdians
by prompting those individuas in need of weight loss to consult a hedth professiond.

e Raedistic and baanced representation of their condition and possible treatments is
needed for consumers to take the correct action, and this is ensured by requirements
for advertisers of thergpeutic goods to adhereto the TGAC as well as stae and
commonwealth legslation.

e Thepharmacist will be ableto offer gppraopriate advice and treatment of wel ght loss,
and encourage the patient to seether doctor sothat ather associated illness may be
identified, and receive gppraopriate care and treatment.

Theevaduation report of theproposa to include orlistat for thetreatment of obesity and
overwe ght in Appendix H stated tha as the rescheduling of orlistat to S3 was not
supported by the evduator, theinclusion of orlistat in Appendix H was aso not
supported.

The Committee noted the soonsor’s argument that the advertising of X X XXXXXXX
would not lead to inappropriate paterns of medication use. However, the sponsor only
commented on the lack of availability of the medicineto abulimic or anorexic person -
pharmacists would not supply the medication to individuals who did not meet the BM |
requirements - not the possibility that these types of pegple would actively seek out this
medication once adv ertised placing undue pressure on pharmacists to supply orligat.

In support of theinclusion of orlistat in Appendix H, the sponsor cited public hedth
benefits such as areduction in the number of obese individuas and areduction in
associated hedth costs. Whilst successful and longterm wei ght loss in obese patients is
desirable and has undoubted hedth benefits for the community, the Committee remained
unconvinced that advertising of orlistat would not increase the potertia for ingppropriate
use of the subgtance by vulnerableindividuals.

The Committee raised concerns that advertising of orlistat could si gnificantly impact on
the public's acceptance of lifestyle changes as afirst option and promote unreasonable
expectations of the effectiveness of pharmacotherapy in weight loss. This may inturn
produce a negative impact on public hedth as substitution of effective forms of first-line
thergpies with orligat may decrease the overdl success in controlling obesity .

OUTCOME
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The Committee' s concerns raised at the June 2002 meeting had, in the main, not been
dispdled by the sponsor’s lates submission. The Committee agreed that retention of
orlistat in Schedul e 4 remained appropriate due tothe following:

e Obesity was nat ashort-term, sdf-limiting disease - rather there was aneed for long
term intervention to successfully manage obesity. Promation of pharmacotherapy
may lead to unreasonable expectations of effectivenessin what may be vulnerable
target groups. A multi-disciplinary approach was required to successfully treat
obesity (GP, dietician and a counsellor/psychologist). In the absence of medical
assessment of progress and regular monitoringfor co-morbidities of patients
undergoing pharmacotherapy with orlistat, long-term OT C treatment of this condition
was undesirablein public hedth terms.

e Therewas no OTC experiencewith orlistat anywherein theworld. Theragpeutic
weight loss productsshould only be used as alast option. Lifestyle changes such as a
controlled diet and regular exercise should dways be attempted first. The efficacy of
orlistat was based on highly controlled clinica studies and there was no adeguate
evidenceto demonstrate that orligat was efficacious in sustaining long-term wel ght
loss in the absence of dietary restraint, therefore reinforcingthe point tha lifestyle
changes should be encouraged as afirst-line trestment.

e Theneed for dietary supplementation with fat-soluble vitamins and the influence of
orlistat trestment on nutritiona staus remains unresolved.

e Pharmacistsin thetraditional pharmacy settingwere not equipped to screen for the
associated conditions (diabetes etc) or the potertiad adverse eff ects and were not set
up to handle the high level of counsdlingand on-going support needed for effective
utilisation of orlistat in aweight loss regmen.

The Committee agreed that any further rescheduling proposa should provide sufficient
evidenceto support the clamthat orlistat is efficacious, safe and appropriate for long
term weight loss outside the controlled environment of clinicad trials.

14.1.5 NABILONE

PURPOSE

The Committee considered the scheduling of nabilone.
BACKGROUND

Nabiloneis asynthetic cannabinoid used as an anti-emetic in the trestment of nausea and
vomiting caused by chemothergpy primarily for paients who are not regporsiveto
conventional anti-emetic treatments. Nabilonewas included in Schedule 8 in M ay 1984
because of its class (synthetic cannabinoid) to ensureit was effectively controlled
following genera marketing approva by ADEC for 1 and 2 mg capsules. The approved
indication was “ for the control of nauseaand vomiting caused by chemotherapeutic
agents used in the treatment of cancer”. The recommended dosage was 1 to 2 mg bd with



Nationd Drugs and Poisons Schedule Committee
Record of the Reasons M eeting 37 - February 2003 103

amaxi mum dose of 5Smgdaily. The product gopears not the have been mark eted in
Austrdia

Nabilone has been marketed in the UK since 1983 as a* hospita only” trestment and has
been recently reclassified to “ prescription only” medicinein April 2002. Nabilone is how
avallable inthe UK in hospitas and specidist clinics and viaaprescription from an
appropriate specidist such as apdliaive care specialist or an oncologst.

Patients in Audralia can access nabilone through the TGA’s Soecid Access Scheme
(SAS).

DISCUSSION
XXXXXXXXX submitted an application seeking to reschedule nabilone from S8 to 4.
The applicant highlighted the following points in support of itsproposed rescheduling

e Moreand more cancer treatments are being modified to encourage home-based
treatments and community care of cancer patients. S gnificant advantages would be
gained by making nabilone avai labl e as acommunity -based trestment whereit will be
avail able in hospitas or on prescription by speciadist physicians. Therisk to benefit
ratio of this approach is acceptable gven its safety record in hogita use and reflects
atrend of closer supervision of cancer patients in the community .

e Enabling less traumatic chemothergpy with Generd Practitioner (GP) supervision of
symptoms is apowerful way of desigmatising cancer trestment.

e By reschedulingnabiloneto $4, it will become much easier to store and supply dueto
less restriction and pgoerwork which will in turn reduce costs and make it chegper for
the paient.

e Nabiloneisnot listed in Schedulel or Il of the WHO Sing e Convention on narcotic
Drugs (INCB —yélow list), nor isit listed in Schedule Il or I11 of the WHO
Convention on Psychotropic Substances (INCB — green list).

e Nabiloneis not likely topresent asubstantid risk of abuse, dependence or misuse for
illega purposes. Although, as acannabinoid, it has the potertid for abuse, it would
only be used on prescription and under restrictive circumstances for ashort time for
patients who are not reponsive to conventiona anti-emetic treatments.

The Committee noted the following from the evduation report:

e Thedinica expert report and literature survey of clinical trias provided by the
applicant suggested that nabiloneis superior to prochlorperazinein its anti-emetic
activity dthough it has high degrees of drowsiness, vertigo, “ highs” and dry mouth
compared with prochlorperazine.
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e Nabilone, like marijuana, acts on the CBI receptor, which is present only on centra
and periphera neurons and thus has habituation potertia, dthough it appears to have
less habituation patentia than THC. Euphoriais seen as aside effect a therapeutic
doses of nabilone, however not to the same degree as ddtaTHC gven by similar
route.

e Theevauator's recommendation that the rescheduling of nabilone from S8 to $4 be
withhdd until the clinica trid dataset can be evaluated with the regstration
submission to theTGA. Of particular concern areits benefit to risk in terms of
antiemesis vs adverse event profile and its patentia for habituation and misuse.

Aninternet search did not yield significant reports of abuse or overdose of nabilone and
there was no evidence of promotion of nabilone as a substance of abuse. The Committee
remained concerned however at nabilone s abuse potential and noted the lack of dataon
thisissue.

The Committee noted, as acomparison, the current status of dronabinol - adelta9-THC
derived cannabinoid used for nausea and vomiting associ ated with cancer chemotherapy
in patientswho havefailed to respond adequately to conventiona anti-emetic treatments
and for the treatment of anorexi aassociated with wel ght loss paients with AIDS
Dronabinoal is currently included in Schedulell in thelist of psychotropic drugs (the
geen list). The World Hedth Organisation (WHO) Expert Committee on Drug
Dependence had recommended dronabinol to be reschedul ed from Schedulell to
Schedule 1 V. If adopted, this rescheduling would mean the relaxation of control with
respect to theimport and export documentation requirements and the leve of detail and
frequency of statigica reporting. Austraiaprovides the same leve of reports for
Schedulelll and IV substances as Schedule |1 substances on avoluntary basis.
Dronabinol is currently included in Schedul e 8 of the SUSDP while dl other THC
substances areincluded in Schedule 9. The Committee has previously notedthat
nabilone was not an analogue of THC.

The Committee acknowledged that if nabilone was rescheduled to Schedule 4, the storage
and record keeping requirements would be less onerous for the wholesaler and the
pharmacist. However, theM embers noted tha there would be no significant differences
in terms of the access of nabilone for patients, either as an S8 or as an S4 medicine.

The Committee concurred with the evaluator’s opinion that the consideration of the
rescheduling of nabilone should be def erred until the clinica trid dataset has been
evaluated as part of aregistration gpplication.

A M ember noted that cancer patientswould be likely to be taking other Schedule 8
medicines as part of ther trestment regme and as such, the current Schedule 8
classification would not unfairly disadvantage these patients.

OUTCOME
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The Committee agreed that theinclusion of nabilonein Schedule 8 remained appropriate
a thistime as the application for rescheduling did not provide adequate evidence on
abuse potertia and did not provide aclear proposed patern of use. The Committee aso
noted that reention of nabilone in Schedule 8 rather than Schedul e 4 of the SUSDP did
not disadvantage patients in terms of access and had no impact with regard to the Special
Access Scheme.

14.1.6 BECLOMETHASONE

PURPOSE

The Committee considered an application seeking reschedul ing of beclomethasone
intranasd preparations.

BACKGROUND

Beclomethasone is a corticosteroid with mainly glucocorticoid activity. It isused as a
nasa spray inthe prophylaxis and treatment of seasond and perennial dlerg c rhinitis.

XXX XXX XXX markets XXX XXX XXX containing 50 mi crograms of beclomethasone
dipropionate per goray for the short-term (3-6 months) praphylaxis or trestment of
seasond dlerg crhinitis and perennial rhinitis in adults and children aged 12 years and
over.

Beclomethasone was listed as Schedule 4 ($4) in 1991. At the 1998 NDPSC mesting it
was rescheduled to Schedule 3 (S3) for the treatment of seasona alerg c rhinitis on the
basis of Trans-Tasman scheduling harmonisation with New Zedand. The S3 entry for
beclomethasone was extended to include perennial dlergcrhinitis at the November 2001
meeting.

DISCUSSION

The Committee noted the following ar guments were raised by X XXXXXXXX
application to reschedule intranasal beclomethasone dipropionate for theprevention or
treatment of dlergc rhinitis from S3 to Schedule 2 (S2):

e Used correctly, intranasa corticosteroid sprays cortrol symptoms more completely
than antihistamine tablets, providing consumers with asuperior trestment gption and
promoting the quaity use of medicines.

e Thereis extensive experience with the use of beclomethasone dipropionatein the
treatment of dlergc rhinitis and the data demonstrates intranasa beclomethasoneto
be safe with minimal risk of sy stemic side effects.

e Thelabelingof XXXXXXXXX will be redesi gned to enhance readability and
provide adequate information for use.



Nationd Drugs and Poisons Schedule Committee
Record of the Reasons M eeting 37 - February 2003 106

The produd meets the NDPSC Guiddines for & listing.
e Intranasal corticosteroids are effective when used on an as needed basis.

e Thecost-effectiveness considerations favour intranasal corticosteroids over
antihistamines.

e Theapplication does not proposeto extend theperiod of usage beyond the currently
agpproved maximum of 6 months for alerg c rhinitis.

The Committee noted from the evauation report of the gpplicant's submission :

e Theextensivelocd and overseas experience with intranasa beclomethasone used for
thetreatment of dlergic rhinitis demonstrated it's efficacious for this condition.
There appears to be minima local or sysemic risk based on substantia pod-
marketing data.

e Allergcrhinitis meets the NDPSC guidelines for listingin S2, as it does not require
ongoingor close medica diagnosis or management. It can be easily recognised by
the consumer and is amenabl e to self-monitoring by the consumer, with advice and
counsdlling if necessary. It is aso unlikely to mask amore serious underlying
disease.

e Thedraft labd for XXX XXXXXX isintended to enhance the readability and
assimilation of information, providing adequate infor mation for use.

e Theevauator could not differentiate pharmacist only medicine, pharmacy medicine
and general sdes from the substantia overseas safety profiles with OT C use of
intranasa beclomethasone.

e Theevauator recommended the rescheduling of beclomethasoneto 2.

The Committee noted thepre-meeting submission from X X X XX XXX X opposingthe
rescheduling of beclomethasoneto Schedule 2 dueto its unfavourable pharmacokinetic
profile. Theargument presented was beclomethasone has ardatively high bioavailability
compared with other intranasal corticosteroids such as fluticasone and mometasone and
can therefore be ddivered into the circulation and exert systemic effects. X X X XXX XXX
proposed the additiona supervision of apharmacist was still warranted dueto the
patentia of systemic exposure with intranasa beclomethasone dipropionate.

The Committee was not aware of any periodic safety data gecificaly comparing
pharmacist only medicine, pharmacy medicine and generd sd es with OT C use of
intranasa beclomethasone. The Committee noted that beclomethasone dipropionate
aqueous nasa spray was descheduled to general sdes classification in the UK, which
may produce information relevant to resolvingthisissue. Further the Committee
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considered it gppropriateto ask ADRACto keep aprogpective watch on adverse events
associated with the trestment of children y ounger than 12 years old.

A member was concerned that repeated use of theproduct might cause nosebleeds and
aso the possible long-term sy gemic effects retarding growth rates of children. The
Committee noted the proposed produd labe and Consumer M edicine Information (CM I)
incorporate aspecific warning statement concerning nosebl eeds. There was aso some
datafor children 6-9 years old with growth retardation but insufficient datafor children
10 years old and over to draw any vdid conclusion in relation to usein children under 12
years old. Further,the Committee considered the theoretica argument of bioavail ability
raised in pre-meeting comment was not supported with evidence of the long-term clinica
effects.

The Committee noted theproposed labd was performance based for clarity. The
company's goplication included aCM | dthough thisis not required for a2 product. The
Committee aso noted the regulation of advertisingthis product as an 2 thergpeutic good
would be dedt with through the Thergpeutic Goods Advertising Code.

The Committee was advised that the XX XXXXXXX had considered asimilar application
to reschedule beclomethasone. The XXXXXXXXX reected the application because the
periodic safety updates for OT C use of beclomethasone was limited to 18 year olds and
above and had not included adequate data on the 12 to 18 year olds age groups. M embers
noted the datain this gplication included 12 y ear olds and above.

The Committee was advised that in Augraiathere aretwo products, X X XX XXX XX and
XXXXXXXXX which contain two different active ingredients, fluticasone propionate
and beclomethasone dipropionate repectively. The Committee considered this close
similarity in naming undesirabl e and agreed this concern be conveyed to TGA M edicines
Evduation Committee (M EC).

A member strongy expressed the view theproduct should nat be used by children under
12 years old except on medica advice and that astatement like "may cause growth
retardation in children under 12 years old" should be included in thelabd ling of all
beclomethasone preparations. The Committee thought it proper to raise the matter with
theM EC for consideration at registration.

On baance the Committee agreed to reschedule beclomethasone for short-term
prevention and treatment of dlergic rhinitisto 2 as it was satisfied tha theproduct was
substartialy safe when used as directed for consumers, provided it is appropriately

label led and used accordingly.

DECISION 2003/37 - 29

The Committee agreed to include beclomethasone for prevention and treatment of
dlergic rhinitisin adults and children aged 12 years and over in Schedul e 2 based on:
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e Extensive local and overseas experience of intranasd beclomethasone, which
demonstrates it's effective for the treatment of dlerg c rhinitis;

e Allergcrhinitis does not require medical diagnosis, is readily diagnosed by the
consumer, and is unlikely to mask more serious underlying disease;

e Allergcrhinitisis amenableto sef-monitoring while pharmacist advice or
counsdlingwould be available if necessary;

e Avallableinformation supportsthe conclusion that intranasal beclomethasoneis
substartidly safein usein adults and children 12 years old and over.

Schedule 2 — New entry

BECLOM ETHASONE in agueous nasa sprays delivering 50 micrograms or less of
beclomethasone per actuation when the maxi mum recommended daily doseis
no greater than 400 micrograms and when packed in aprimary pack containing
200 actuations or less, for thepraphylaxis or treatment of dlergc rhinitis for up
to 6 months in adults and children 12 years and over.

Schedule 3 - Amendment
BECLOM ETHASONE — ddlete entry.

Appendix H — Amendment
BECLOM ETHASONE — ddlete entry.

14.1.7 MITRAGYNINE

PURPOSE

The Committee considered the scheduling of mitragy nine.
BACKGROUND

M itragy nine (dlso known as Kratom) is one of the dkaoids found in the leaves of the
South-East Asian tree Mitragyna speciosa, which is used extensively in Thailand to
increase work output andtolerance of direct sunlight. M itragy nine has psy choactive
properties and has aso been used as an opium substitute. Kratom leaves are usualy
chewed, smoked or drunk as teato achievethe desired affect. Mitragyna speciosa is
regulated in the sameway as cocaine and heroin in Thailand and carries the same
restrictions and penalties as cocaine. There have dso been reports of use of mitragy nine
in M alaysia. Poisindex indicates that in adults, adose of 50 mg of pure mitragy nine has
produced motor excitement, rombergsm, gddiness and tremors of the face, extremities
and tongue. In 1975, astudy of 30 Thai Kratom users considered chronic (morethan 5
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years) notedthat the leaves were chewed threetimes to 10 times aday, with simulant
effects occurring after five minutes to 10 minutes.

Animd experiments with mitragy nine have shown that it possesses pain threshold-
eevaingand antitussive properties. Unlike narcotic ana gesi cs, mitragy nine has little
effect on gastric mobility, is nat antagonised by naoxone, has no opiate-like dependence
and has only wesk respiratory depressant action. Preclinicd trials in humans with
mitragy nine were conducted by X XXXXXXXX intheearly 1970s, but gpparently

reved ed some unacceptable acute eff ects. It has been speculated tha apassible reason
for thisis the different pharmacolog ca profiles of pure mitragy nine and the unprocessed
leaf, the latter containing severd other dkaoids that may modify the effects of the pure
drug.

DISCUSSION

The Committee noted that the DSEB had received an inquiry from an Australian resident
wishingto import mitragynine. Mitragynineis not currently listed in the Cusoms
(Prohibited Imports) Regulations 1956, thereforeits importation does not require an
import permit.

The Committee noted that asearch of Augralian web sites reved ed no sites or chat
rooms actively promoting or discussing the use of mitragynine. However, aworldwide
search revealed some studies on the anal gesic properties of mitragy nine and possible use
in treating heroin addicts. Therewere no reports of widespread thergpeutic use.
However, there were at least two Austrdian web sites marketing the plant Mitragyna
speciosa (Kratom).

A M ember noted that there were many plantsthat contained halucinogenic or

psy charagphic dkaoids that were not currently scheduled and that mitragy nineis not
currently listed in any WHO schedule. Also, there was no evidence of abusein Austrdia
and the need for the Committee to include mitragy ninein the SUSDP at this timewas
guestioned.

While it was agreed that there may be acase not to schedule mitragy nine at this time,

M embers were reminded that when a substanceis brought to the Committee under these
circumstances, that the Committee should act pro-actively, egpecidly when the substance
clearly fitsthe requirements of Schedule 9 and wherethereis a clear potentia for abuse.

It was suggested that the Secretariat contact X X X XXX XXX to seeif the company can
provide any documentation associated withthe X X XXX XXX X mitragyninetrid, in
particular the unacceptable acute effects.

TheM embers noted that if the Committee voted to include mitragy ninein Schedule 9 at
this meeting, there would be no opportunity for any post-meeting comments to be
considered as no pre-meeting submissions wererecelved. The M embers agreed to
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foreshadow the inclusion of mitragy ninein Schedule 9 to alow further opportunity for
the public to comment on the scheduling action propased by the Committee.

OUTCOME

The Committee agreed to foreshadow the inclusion of mitragyninein Schedule 9 of the
SUSDP dueto itspharmacolog ca profile and potentid for abuse.

FORESHADOW
Schedule 9 — New entries
M ITRAGYNINE.

MITRAGYNA SPECIOXA.

14.2 SUSDP, PART 5
1421 APPENDIXH
14211 SODIUM PHOSPHATE

PURPOSE

The Committee considered an application seeking to include oral preparations of sodium
phosphae for bowd cleansing in Appendix H of the Standard for Uniform Scheduling of
Drugs and Poisons (SUSDP).

BACKGROUND

The June 2002 meeting considered an application to include macrogol 3350 and sodium
picosulfate for laxative usein Schedule 4, for consistency with sodium phosphate, and list
al three substances for bowel cleansingin Appendix H of the SUSDP. The Committee
assessed the submitted information to be inadequate on which to base a scheduling
decision and agreed to foreshadow for consideration at the October 2002 meeting the
inclusion of these substances in Schedule 4 when in preparations for laxative use. In
relation to the proposd to include sodium phosphae, sodium picosulfate and macrogol
3350 for usein bowd cleansingin Appendix H, the Committee did not support this
change on the basis that the use goecified in Schedule 3 - "bowe cleansing' was not
appropriate for advertising on the following grounds:

e The Committee noted that no signifi cant case was madein the submission to support
the proposd to list sodiumphosphate, sodiumpicosulfate and macrogol 3350 in
Appendix H.
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e The Committee had previously agreed a the August 2000 meetingin relation to the
decision not to include macrogol 3350 in Appendix H that "there appeared to be no
public hedth benefit associated with including macrogol 3350 in Appendix H", a
requirement that mus be fulfilled under the NCCTG Guidelines for Brand
Advertising of Substances Included in Schedul e 3 of the Standard for Uniform
Scheduling of Drugs and Poisons (SUSDP) - November 2000.

The October 2002 meeting considered the foreshadowed inclusion of macrogol 3350 and
sodium picosulfate for laxative usein Schedule 4 but agreed that the unscheduled status
of these subgtances remained gppraopriate. This decision was made on the basis of
information, which supported the conclusion that the unrestricted availability of these
substances for laxative use in Austraiahad not led to reports of serious adverse events. In
addition, there was no evidence of misuse.

DISCUSSION

M embers were informed that X X XXX XXX X, actingon behalf of XX XXXXXXX, had
submitted afurther submission dated December 2002 in support of an Appendix H entry
for sodium phogphateto permit advertising of the bowd cleansing product

XXX XXXXXX.

M embers were reminded of the history precedingthis agpplication. It was outlined that
XXX XX XXX X, through X XX XXX XXX, had been invited to make anew gpplication in
relation to theinclusion of sodium phosphaein Appendix H. The Committee agreed that
the current submission would be considered as a completely new submission. M embers'
attention was drawntothe copy of "Guiddines for Brand Advertising of Substances
Included in Schedul e 3 of the Sandard for Uniform Scheduling of Drugs and Poisons
(SUSDP) - November 2000" (NCCT G Guiddines) included in the papers.

The Committee noted in the first ingance the "Issues of Process” raised by the applicant.
With regard to the contention tha "...it isincorrect to regard these 10 (the NCCTG S3
advertising Guidedline criteria) as ‘requirements’.” as well as the assertion that these
"...quiddines aredirectory, not mandatory.”, the Committee was advised that the use of
theword "must" in subsections 52E(1) and (2) makes their gpplication mandatory by bath
the Committee and applicants. The Committee was further informed that it isthe
gpplicant's responsibility to provide the necessary information to address the matters set
out in NCCTG Guidelines.

In relation to theissue of competition and the goplication of the Council of Austrdian
Governments (COAG) guiddines in respect of competition, the Committee was advised
that itspowers under Section 52D(2) of the Act are governed by the objects of the Act in
Section 4. Section 4 dictates that safe handling and uniform approach to control the
avail ability and accessibility of poisonsin Audraiashould be the main consideration by
the Committeein the exercise of its powers. The Committee agreed that whilethe
COAG guiddines make it clear that any regul ation should restrict competition no more
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than public benefit requires, this must be considered in light of the objects of the Act.
Conseguently, the Committee did not accept the assertion of the applicant tha ".the
Committee must assumethat advertising of a S3 medicinewill confer apublic headth
benefit unless it can satisfy itsdf that it will not, and not thereverse.”. The Committee
concluded that the applicant must demonstrate an actud or patentia public health benefit
from direct to consumer advertisingin accord with the NCCT G Guidelines.

In assessing the gpplication for the inclusion of abowe cleansing preparation containing
sodium phosphate in Appendix H, the Committee has taken into account the arguments
presented by the Applicant in its submission dated December 2002. The Applicant's

submission was considered by the Committee against the relevant criteriacontained in
the NCCTG Guidelines.

The Committee proceeded to consider each of the coreissues ("The ten criteria")
contained in the gpplication.

A. Potential Public Hedth Benefit

The Committee noted that the applicant submitted “ ... that there are si gnificant potential
public benefits for X X X XXX XXX to be advertised to thepublic.” and that “It isin the
publicinterest tha information of the kind set out inthe X XXX XXXXX Consumer

M edicine Information (CM I) should be avallableto people.”. The applicant provided
argument under three major points: more apprapriate use of scarce health resources; a
better-informed community and fewer side effects.

It wasthe Committee' s view that bowe cleansingis required not as atreatment for a
medica condition but is anecessary pre-condition for certain invasive medica
procedures, including colonoscopy, bowe surgery and rectal examination. As such, a
patient has dready visitedthe relevant specidist and been advised of the need for this
preparation. The selection of the appropriateproduct to use often had adready occurred as
part of the broader consultation withthe specidist and therefore the Committee did not
ag eetha advertising could lead to any better use of hedth resources.

Further, the Committee contended that there was aneed to take into account and weigh a
complex range of factors including the nature and timing of the procedure, the age,
physica condition and medical history of the paient, and the appraopriate dose form and
route of administration for the paient, prior to selectingabowe cleansing product. The
Committee was in complete agreement that thesewere NOT matters gopropriately
discussed in direct-to-consumer (DT C) advertising, nor werethey capable of appropriate
assessment by thepatient ontheir own. Accordingy the Committee agreed that the
selection of abowe-cleansing agent required a high level of professiona advice and
counsdling and that it was nat appropriatefor any leve of self-se ection on the part of
the paient. The Committee noted that this was primarily ensured through inclusion in
Schedule 3 while at the same time maximising access without recourse to prescription.
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Finally, gven the above points, the issue of patentia side effects was aso one of the
many factors for professiona consideration prior to the recommendation of aproduct.
The Committee noted that advertising direct to professionalsin relation to al of these
factors including side effects was permitted for Schedule 3 substances.

B. Inappropriate patterns of medication use.

M embers accepted the goplicant’s contention in relation to their proposed advertising
campai gn beingdesigned to reinforce dl the principles of quaity use of medicines.

However, the Committee remained seriously concerned over the inadvertent promotion of
misuse. The CM | for the applicant's product, does nat gatethat it may be used for
laxative use, however, it does refer to alaxative action in anumber of places. Likewise
the applicant clamed that apermissible representation in relation to advertising for their
product would beto "Promote body's dimination functions.”. The Committee agreed that
both of these sources of information if widely disseminated and promoted publicly, were
easily misinterpreted to mean "laxative use" by those predigposedto abuse laxatives.
Considering the proven patentid for serious side effects if so abused, the Committee

ag eed that wide public promotion of such information through advertising was highly
undesirable,

C. The wider regulatory system.

The Committee accepted that the applicant would not intertionaly breach the
Therapeutic Goods Advertising Code or other rdevant legslation.

D. Advertising for other than an approved indication.

The Committee accepted that the applicant would only advertise bowe cleansingto
consumers and not any other ungpproved indication.

E. Responsibility of Pharmacists.

The Committee noted that theproposed advertisingwould stress the role of pharmacists.
The Committee remained concerned that advertising may foster the development of
improper expectations regardingthe product (tha is use as alaxative) in susceptible
sectors of thepublic, leadingto undue pressure on pharmacists to supply for uses other
than bowd cleansing.

F. Available consumer medicineinformation.

The Committee noted the availability of CM | and tha thepossible impact had been
discussed under "B" above.

G. Patient Education.
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The Committee accepted that patients have ageneral right to information regardingtheir
medication. However, the provision of product-comparative information to thepatient is
only important wherethepatient is actualy making the choice of product. The
Committee agreed that this had been adequately explored under "A" above. Further the
Committee agreed that any specific information regarding use or potentid side effects
was best discussed by the paient in the context of professiona advice and sd ection of an
appropriate produd. For these reasons the Committee disagreed with the applicant's
contention that there was a place for direct-to-consumer advertising of sodium phosphae
for bowe cleansingto supplement the information normaly provided by the gpecidist,
the pharmacist and the CM I. In addition, the Committee noted that where the choice of
product was predetermined by the medical specialist, there was aso the possibility that
consumer advertising that suggested there may be some choi ce of product may in fact
lead to grester patient confusion rather than better understanding of the product to be
used.

H. Patients managing their own medication

The Committee accepted that patients are willingto accept much more persona
responsibility for medication and the trestment of their conditions. However, in this case
patients were not involved in trestinga medica condition but rather preparingfor a
medica procedure. It is highly unlikely that any paient would wishto change a
professional recommendation in such circumstances and any event the Committee
rgjected the suggestion that such an outcome was desirable or should be promoted where
aspecidist had ordered the use of a particular preparation for bowel cleansing.

|. Pharmaci sts advi ce.

The Committee accepted that the applicant would include the statement ™Y our
pharmacist's adviceis required.” in any advertising materia as required by the
Therapeutic Goods Advertising Code. The Committee dso observed that while a
pharmacist may advise apatient that aproduct is available for other uses on prescription
where these uses have been gpproved by the TGA, this would be in the context of the
need for intervention by amedica practitioner and theimmediate avail ability of suitable
OTC dternatives.

OUTCOME

The Committeergjected the gpplicant’ sproposad to include sodium phosphatein
Appendix H of the SUSDP based on the followingrationd e

e Theapplicant had not demonstrated an actua or patentia public hedth benefit arising
from the direct-to-consumer advertising of sodium phosphae for bowd cleansing
when included in Schedul e 3.
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e Thesdection of an appraopriate bowe cleansing product requires professiond advice

and recommendation. This was unlikely to be amatter for consumer choice and
therefore ingpprapriate for direct-to-consumer advertising.

e Direct-to-consumer advertising of sodium phosphate for bowe cleansing also may':

- inadvertently promote the ingppraopriate use of such Schedule 3 products as a
laxative with potertia for serious side effects if misused;

- place pharmacists under undue pressure to supply such Schedul e 3 products for
uses other than bowel cleansing; and

- lead to patient confusion where theproduct choice was predetermined by a

medical specidist.
15. MATTERS REFERRED BY THE AUSTRALIAN DRUG
EVALUATION COMMITTEE (ADEC)
151 NEW SUBSTANCES
15.1.1 TADALAFIL
PURPOSE

The Committee considered the scheduling of tadalafil, anew medicine.
BACKGROUND

Tadddfil is asdective phogphodiesterase (PDE) type 5 inhibitor similar to sildendfil
XXX XXX XXX.

The ADEC August 2002 meeting recommended the gpprova of X XXX XXX XX
containing 10mgand 20mgtaddafil for the treetment of erectile dy sfunction in adult
males. X XXX XXXXX isnat indicated for use by women.

DISCUSSION

The Committee noted that tadalafil was classified as 'prescription medicine’ in New
Zedand.

DECISION 2003/37 - 30

The Committee agreed to includetadaafil in Schedule 4 of the SUSDP on the grounds
that the condition beingtreated necessitated apprapriate diagnosis and the use of this
medicine required patient management and monitoring by amedica professional.

Schedule 4 - New entry

TADALAFIL.
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15.1.2 ETORICOXIB
PURPOSE

The Committee considered the scheduling of etoricoxib, anew medicine.
BACKGROUND

Etoricoxib is anon-steroidal anti-inflammatory drug (NSAID) reported to be asdective
inhibitor of cyclo-oxygenase-2 (COX-2).

The ADEC August 2002 meeting recommended the gpprova of X XXXXXXXX
containing 60mg, 90mg and 120mg of etoricoxib for the treatment of symptoms and signs
of osteoarthritis (OA), treetment of acute gouty arthritis, treatment of primary

dy smenorrhoea and reli ef of acute pain rel ated to minor denta procedures.

DISCUSSION

The Committee noted that eoricoxib was classified as ‘prescription medicine in New
Zedand.

DECISION 2003/37 - 31

The Committee agreed to include etoricoxib in Schedul e 4 of the SUSDP on the grounds
that the conditions being trested necessitated appropriate diagnosis and the use of the
medicine required patient management and monitoringby amedica professional.

Schedule 4 - New entry

ETORICOXIB.
15.1.3 VALDECOXIB

PURPOSE

The Committee considered the scheduling of vadecoxib, anew medicine.
BACKGROUND

Vadecoxib is anon-steroidd anti-inflammatory drug (NSAID) reportedto be aseective
inhibitor of cyclooxygenase-2 (COX-2). Valdecoxib is the active form of the parentera
agent parecoxib and is structuradly related to celecoxib and rofecoxib. These medicines
wereincluded in Schedule 4 when considered.

The ADEC August 2002 meeting recommended the gpprova of X XXX XXX XX
containing 10mg, 20mg and 40mg of valdecoxib. The recommended indication was for
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the symptomatic trestment of ogeoarthritis and rheumatoid arthritis, treatment of acute
pan, includingthat related to primary dy smenorrhoea and minor denta procedures, and
treatment of mild to moderate pos-gperative pain.

DISCUSSION

The Committee noted that vadecoxib was classified as 'prescription medicine in New
Zedand.

DECISION 2003/37 - 32

The Committee agreed to include vadecoxib in Schedul e 4 of the SUSDP on the grounds
that the conditions being treated necessitated appropriate diagnosis and the use of this
medicine required patient management and monitoringby amedica professional.

Schedule 4 - New entry

VALDECOXIB.
1514 PEGFILGRASTIM
PURPOSE

The Committee considered the schedul ing of pegfil grastim, amedicine,
BACKGROUND

Pedfilgrastimis acovaent conjugate of recombinant methiony| human granulocyte
colony-stimulating factor (fil grastim, $4) and monomethoxy poly ethy lene gy col
providing neutrophil support inpatientswith non-myeloid maignancies receiving
chemotherapy.

The ADEC August 2002 meeting recommended the gpprova of X XXXXXXXX
containing pegfil grastim (rbe) 6 mg/0.6 mL in aready-to-use syringe. The recommended
indication was for the treatment of paients with cancer following chemotherapy to
decrease the duration of severe neutropeniaand so reduce the incidence of infection as
manifested by febrile neutropenia

DISCUSSION

The Committee noted that pegfil grastim was not a classified medicine in New Zedand.

DECISION 2003/37 - 33
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The Committee agreed to include pegfil grastim in Schedule 4 of the SUSDP on the
grounds that the condition being treated necessitated appropriae diagnosis and the use of
this medicine required patient management and monitoring by amedica professional.

Schedule 4 - New entry
PEGFILGRASTIM.
15.15 TELITHROMYCIN

PURPOSE

The Committee considered the schedul ing of telithromycin, anew medicine.

BACKGROUND

Tdithromycin (HM R 3647) is abroad-gpectrum antibiotic and thefirst in anew family
cdled ketolides' which exhibits greater antibacteria activity than macrolides. The
ketolides belongto anew class of semi-synthetic 14-membered ring antibacteria
compounds withinthe macrolide family.

The ADEC October 2002 meeting recommended the goprova of X XXX XX XXX
containing telithromy cin 400mg. The recommended indication was for the treatment in
patients 18 years and older of community acquired pneumonia and for the treatment of
acute exacerbations of chronic bronchitis, where there is demonstrated resistance to
penicillins and/or macrolides in the pathogen-causing inf ection, or trestment failure after
use of afirst-line agent.

DISCUSSION

A member advised that the TGA, in line with the Commonwedth Government's response
to the JETACAR Reort, required arisk assessment of the patentid for resistance
development to beincluded in regstration gpplications for products containing anew
antibiotic substance. The member also stated tha this requirement was aso being
applied to new produds containing aready approved antibiotics where the use patern
was modified. The Committeewas informed that such risk assessmentswere routindy
referred to the Expert Advisory Group on Antimicrobial Resistance (EAGAR) for their
expert opinion.

(Paragraph deleted)

The Committee was advised that teithromycin was classified as 'prescription medicine' in
New Zedand.
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DECISION 2003/37 - 34

The Committee agreed to include telithromycin in Schedul e 4 of the SUSDP on the
grounds that the conditions being treated necessitated appropriate diagnosis and the use
of this medicine required patient management and monitoring by amedica professiond.

Schedule 4 - New entry

TELITHROM YCIN.

15.1.6 BOSENTAN

PURPOSE

The Committee considered the scheduling of bosentan, anew medicine.
BACKGROUND

Bosentan is a cardiovascular agent that belongs to anew group of compounds known as
endothelin-receptor antagonists and has atwo-fold higher affinity for ETA receptors than
ETB receptors. By blocking both receptors, bosentan reduces the effect of endothelin 1
and improves pulmonary haemody namics in anima models of pulmonary hypertension,
decreasing pulmonary pressure and reducingthe proliferation of pulmonary vascular
smooth muscle.

The ADEC October 2002 meeting recommended the gpprova of X XXX XX XXX
containing bosentan (as the monohydrate) 62.5 mgand 125 mgfor the treatment of
primary pulmonary hypertension or pulmonary hypertension associated with scleroderma
in adults with WHO Class 11 or IV symptoms.

DISCUSSION

M embers noted the ADEC October 2002 M eeting raised teratogenicity as asignificant
issue. The ADEC minutes gated tha athough there were no documented instances of
teratogenicity of bosentan in humans, animal toxicity studies showed that therisk of birth
defects occurringin thefirst 4-5 weeks of pregnancy was likely at exposures to effective
dose leves. Consegquently, the ADEC recommended that the registration of bosentan
must be conditiona upon theinclusion of aboxed warning statement advisingthat
bosentan is contraindicated in pregnancy and that contraception must be used when
takingthis drug.

A member stated that bosentan would likely be prescribed by amedical specidist given
the complexity of the medical condition to betreated, and the drugs potentia
contraindications and side effects, which included hepatoxicity and anaemia, required
ongoing monitoring. M embers also noted that hormonal contraceptives may fall if
administered with bosentan due to drug-to-druginteraction, and agreed it was essentid
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for clear guidanceto be given to patients regarding the use of gppraopriae contraceptive
methods. On these grounds, the Committee, whilst supporting inclusion of bosentan in
Schedule 4, considered the need for further controls under Appendix D and listing in
Appendix F to alow label lingwith appropriatepregnancy warning statements.

The Committee supported the inclusion of bosentan in Appendix D to limit the
prescribing of bosentan to medicd specidists only, gvenits high potentia to cause birth
defects and the likel ihood that bosentan would be prescribed to women of child-bearing
age. In addition, the Committee was of the view that requiring pregnancy warning
statements onthe label would optimise communi cation of potentid hazards associated
with the use of bosentan during pregnancy topatients.

The Committee also noted that the approved Product Information (PI) for
XXXXXXXXX warned tha "women must nat become pregnant for at least three months
after stopping treatment with XXXXXXXXX ™.

The Committee was advised that bosentan was nat aclassified medicinein New Zedand.
DECISION 2003/37 - 35

The Committee agreed to include bosentan in Schedul e 4 and Appendix D of the SUSDP,
on the grounds that the condition beingtreated necessitated appraopriate diagnosis and the
use of this medicinerequired patient management and monitoring by amedica specialist.
In addition, the Committee also agreed that the inclusion of pregnancy warning
statements in Appendix F of the SUSDP was necessary to dert women tothe high
patentia for birth defects to occur from exposure to bosentan during pregnancy .

Schedule 4 - New entry

#BOSENTAN.

Appendix D, Part 6 - New entry

6.  Poisons available only from or on the prescription or order of a specidist
physician and for which the prescriber must, where the patient is a woman of

child-bearing age:

@ ensurethat thepossibility of pregnancy has been excluded prior to
commencement of treatment; and

(b) advise the patient to avoid becoming pregnant duringand for aperiod of 3
months after completion of treatment.

BOSENTAN for human use.

Appendix F, Part 3 - New entry
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Bosentan
Warning Satements.........cooviiicie i e e e 7,62, 76
15.1.7 DUTASTERIDE

PURPOSE

The Committee considered the scheduling of dutasteride, anew medicine.

BACKGROUND

Dutagerideis an inhibitor of type 1 and 2 testosterone-5a.-reductase and acts in asimilar
way to finasteride, which isindicated for the trestment and control of symptomatic
beni gn prostaic hypeplasia(BPH), and the only ather approved thergpeutic agent in this
classin Austrdia

The ADEC October 2002 meeting recommended the gpprova of X XXX XX XXX
containing 500u g of dutasteride for the trestment of patients with symptomatic benign
progatic hypertrophy (BPH) with an enlarged prostate.

DISCUSSION

The Committee noted that dutagerideis contraindicated for use in women based on
preclinical data suggesting that the suppression of circulatinglevels of

dihy drotesogerone may inhibit the development of the externa genita organsin amae
foetus carried by awoman exposed to dutasteride.

The Committee considered the proposd to include pregnancy warning statementsin
Appendix F of the SUSDP, gven that the Product Information (PI) for dutaseride aso
carried aprecaution that the drug is absorbed through the skin, and that women and
children must avoid contact with leaking capsules. However, members noted that the
drugwas not indicated for usein women and therisk of accidenta exposuretothe
product by women and children was insi gnifi cant, based on the experience with
finasteride. In addition, it was aso noted that theproduct presentation, i.e. capsulesin
blister packs, should help to minimise the potentid for accidenta exposuretothe drug.

The Committee noted that dutasteride was classified as ‘prescription medicing in New
Zedand.

DECISION 2003/37 - 36

The Committee agreed to include dutasteride in Schedul e 4 of the SUSDP, on the
grounds that the condition beingtreated necessitated appraopriate diagnosis and the use of
this medicine required patient management and monitoring by amedica professiond.
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Schedule 4 - New entry

DUTASTERIDE.

152 FORINFORMATION (SUBSTANCES ALREADY SCHEDULED)

Therewere no items considered.

16. OTHER MATTERS FOR CONSIDERATION
16.1 DEXTROM ETHORPHAN
PURPOSE

The Committee reconsidered Trans-Tasman Harmonisation Working Party (TTHWP)
Recommendation 13/6 to include apack size limit of 600 mgdextromethorphan in
Schedule 2 (S2) of the Sandard for the Uniform Scheduling of Drugs and Poisons
(SUSDP).

BACKGROUND

The July 2000 TTHWP M eeting recommended that New Zedland (NZ) and Audraia
adopt TTHWP Recommendation 13/6, fol lowingthe rescheduling of singe-active
preparations from $4 to 2 in February 1998. This amendment alowed in &2, both
compounded and single-active preparations containing 30 mgor | ess of
dextromethorphan for divided preparations and 0.3% or less of dextromethorphan for
undivided preparaions, when labelled with arecommended dose not exceeding 30 mg of
dextromethorphan. Recommendation 13/6 was based on the view that imposing apack
sizerestriction of 600 mgin S2 was necessary to minimise the abuse and misuse potentia
associated with dextromethorphan produds, particularly withthe OT C availability of
sing e-active preparations.

The February 2001 NDPSC M eeting endorsed TTHWP Recommendation 13/6 and
recommended that NZ-M CC consider adopting this recommendation to harmonise with
Austrdia. However, the NDPSC omittedto take further action to adopt TTHWP
Recommendation 13/6 into the SUSDP and the Schedul e 2 entry for dextromethorphan
remained unchanged.

TheM ay 2002 M CCM eeting considered TTHWP Recommendation 13/6 but did not

ag eeto adopt this recommendation on the basis that abuse of dextromethorphan was not
anissuein NZ, even for Generd Sale preparations. The Odober 2002 NDPSC M eeting
noted theM ay 2002 M CC M inutes and agreed to reconsider TTHWP Recommendation
13/6 a the February 2003 meeting.
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DISCUSSION

The Committee noted thepre-meeting comments from X X X XXX XXX gpposing any
further restrictions on dextromethorphan such asthose, which aimed to restrict thepack
sizein Schedule 2 in the absence of evidence of abusein Austraia On these grounds,
XXXXXXXXX supported harmonisation of the scheduling of dextromethorphan with
NZ.

The Committee was advised that there was no evidence of abuse of 'generd sale
dextromethorphan products in New Zealand such as lozenges containing 15 mg
dextromethorphan and undivided preparations containing 0.25% dextromethorphan. This
member aso stated that if there was no evidence of dextromethorphan abuse in Austrdia
then this could be the basis for harmonising the scheduling of dextromethorphan in the
two countries.

A member stated that forensic evidence was avail ableto show that dextromethorphan
products including lozenges continued to be atar get for abuse and diversion to theillicit
drugtradein some jurisdictions, athough diversion of dextromethorphan was not as
widespread as that of pseudoephedrine. M embers noted the extensive promotion of abuse
of dextromethorphan on the Internet, which included credible and highly detalled
information on how to extract the drug from various types of cough medicines.

The Committee did not support harmonisation withNZ onthe view that it was
ingppraopriateto make productswith along history of being abused or misused available
without any controls on availability .

The Committee was advised that areview of products liged on the ART G suggested that
al products, i.e. divided and undivided, currently listed on the ART G contained less than
600 mg of total dextromethorphan per pack. On this basis, there was no expected
regulatory impact on existing products should apack size limit of 600 mg
dextromethorphan be adopted.

DECISION 2003/37 - 37

The Committee agreed not to harmonise with New Zedand at this time and adopted
TTHWP Recommendation 13/6 to include apack sizerestriction of 600 mg
dextromethorphan for al preparations in Schedule 2 (S2). The Committee remained
concerned over the potertid for products containing dextromethorphan in &2 to be
abused or diverted into theillicit drugtrade and restricting the pack size should assist in
reducingthis potertial.

Schedule 2 — Amendment (seeitem 14.1.3)
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16.2 3-AMINOBENZOIC ACID ETHYL ESTER
METHANESULPHONATE

PURPOSE

The Committee considered the recommendations of New Zedand M CC onthe
scheduling harmonisation of 3-aminobenzoic acid ethy| ester methanesulphonate.

BACKGROUND

3-Aminobenzoic acid ethy| ester methanesulphonate was afish anaesthetic.

Recommendation 48/6 of the July 2000 TTHWP proposedthat the New Zedand MOH
include in Part | (equiv. to Schedule 4) of the Schedul e the following substances:

3-AMINOBENZOICACID ETHYL ESTER M ETHANESULPHONATE
AMYLOCAINE

BUTACAINE

DIPERODON

ETIDOCAINE

ORTHOCAINE

The February 2001 NDPSC meeting endorsed TTHWP's recommendation on
harmonisation grounds and noted that these substances were dready listed in Schedule 4
of the SUSDP.

TheM ay 2002 New Zedand M CC meeting considered Recommendation 48/6 and agreed
to include amylocaine, butacaine, diperodon, and etidocaine in Part 1. However, New
Zedand M CC did not agreeto include 3-aminobenzoic acid ethy| ester
methanesulphonate in their Schedule on the basis that this substance was no longer listed
in M artindale, suggesting it was an obsolete compound. Additionaly, noproducts are
registered in New Zedand containing 3-aminobenzoic acid ethy| ester
methanesulphonate. Accordingly, New Zedand M CC proposed that the NDPSC
consider dd eting 3-aminobenzoic acid ethy| ester methanesulphonate from Schedule 4 of
the SUSDP, if no products cortaining these substances were listed/registered on the
ARTG.

The October 2002 NDPSC M eeting agreed to gazette theproposed deletion of
3-aminobenzoic acid ethy| ester methanesulphonae for consideration at the February
2003 NDPSC meeting.

DISCUSSION

The Committee noted that there were no registered products onthe ARTG or on
PUBCRIS containing 3-aminobenzoic acid ethy | ester methanesulphonate for human or
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veterinary use. A search of theinternet did not produce any products containing 3-
aminobenzoic acid ethy| ester methanesulphonae.

DECISION 2003/37 - 38

The Committee agreed to delete 3-aminobenzoic acid ethy| ester methanesulphonae from
Schedule 4 of the SU SDP on harmonisation grounds.

Schedule 4 - Amendment

3-AMINOBENZOICACID ETHYL ESTER METHANESULPHONATE - delete entry
16.3 ORTHOCAINE
PURPOSE

The Committee considered the recommendations of New Zedand M CC onthe
scheduling harmonisation of orthocaine.

BACKGROUND

Recommendation 48/6 of the July 2000 TTHWP proposed that the New Zedand MOH
include in Part | (equiv. to Schedule 4) of the Schedul es the following substances:

3-AMINOBENZOICACID ETHYL ESTER M ETHANESULPHONATE
AMYLOCAINE

BUTACAINE

DIPERODON

ETIDOCAINE

ORTHOCAINE

The February 2001 NDPSC meeting endorsed TTHWP's recommendation on
harmonisation grounds and noted that these substances were dready listed in Schedule 4
of the SUSDP.

TheMay 2002 New Zedand M CC meeting considered Recommendation 48/6 and agreed
to include amylocaine, butacaine, diperodon, and etidocaine in Part 1. However, New
Zedand M CC did not agreeto include orthocaine in their Schedul es on the basis that this
substance was no longer listed in M artindale, suggesting it was an obsolete compound.
Additionaly no produds areregstered in New Zed and containing orthocaine.
Accordingy, New Zedand M CC proposed that the NDPSC consider deleting orthocaine
from Schedule 4 of the SUSDP, if no products contaning these substances were
listed/regstered on the ARTG.

The October 2002 NDPSC M eeting agreed to gazette theproposed deletion of
orthocaine for consideration a the February 2003 NDPSC meeting.
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DISCUSSION

The Committee noted that there were no registered products onthe ARTG or on
PUBCRIS containing orthocaine for human or veterinary use. A search of theinternet
did not produce any produds containing orthocaine.

DECISION 2003/37 - 39

The Committee agreed to delete orthocaine from Schedule 4 of the SUSDP on
harmonisation grounds.

Schedule 4 - Amendment

ORTHOCAINE - delete entry
16.4 BENZAMINE
PURPOSE

The Committee considered the recommendation of New Zealand M CC on the scheduling
harmonisation of benzamine.

BACKGROUND

Recommendation 51/6 of the July 2000 TTHWP prgposed that the NDPSC deletethe
Schedule 2 entry and retain the Schedule 4 entry for benzaminein the SUSDP. TTHWP
aso recommended that the New Zedland M OH include benzaminein Part | (equiv. to $4)
of their Schedule, subject to there beingno genera sales products containingthe
substance.

The February 2001 NDPSC meeting endorsed TTHWP's recommendation on
harmonisation grounds and del eted the Schedule 2 entry for benzaminein the SU SDP.

TheM ay 2002 New Zedand M CC meeting rgected the TTHWP recommendation as
benzamine was not scheduled in New Zea and, had no ref erencein M artindale and was
not contained in any registered productsin New Zedand. Accordingy, the New Zealand
M CC praposed that the NDPSC consider del eting benzamine from Schedul e 4 of the
SUSDP if no products containing benzamine were listed/regstered on the ARTG.

The October 2002 NDPSC meeting agreed to gazette the proposed deletion of benzamine
for consideration at the February 2003 NDPSC meseting.

DISCUSSION
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The Committee noted that there were no registered products onthe ARTG or on
PUBCRIS containing benzamine for human or veterinary use.

DECISION 2003/37 - 40

The Committee agreed to delete benzamine from Schedule 4 of the SUSDP on
harmonisation grounds.

Schedule 4 - Amendment

BENZAM INE - delete entry
16.5 IBUPROFEN

PURPOSE

The Committee considered the recommendation of New Zealand M CC on the scheduling
harmonisation of ibuprofen.

BACKGROUND

Ibuprofen is apropionic acid derived non-steroidal anti-inflanmatory drug (NSAID).
Ibuprofen is used in the management of mild to moderate pain and inflammation in
conditions such as dy smenorrhoea, headache including migraine, post-gperativepain,
dental pain, musculoskeleta and joint disorders such as ankylosing spondylitis,
osteoarthritis, and rheumatoid arthritis including juvenile idiopathic arthritis, peri-
articular disorders such as bursitis and tenosy novitis, and soft-tissue disorders such as
sprains and grains. It is aso used to reduce fever.

The November 2000 TTHWP M eding made - Recommendation No. 33/7 - that NZ
MOH adopt the revised wording of the SU SDP (15) (2) amendment for ibuprofen that:

e setsan upper daly dosefor divided and undivided preparations for ibuprofen; and

e relaxes the concentration requirements for ibuprofen liquid preparaions, but retains a
4gtota content of ibuprofen in thesepacks.

The February 2001 NDPSC meeting endorsed Recommendation No. 33/7.

TheM ay 2002 M CC meeting considered TTHWP Recommendation No. 33/7 and agreed
that:

e Themaximum daily dosefor pharmacy-only solid dose and liquid ibuprofen should
not exceed 1200 milligrams.
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e Themaximum pack sizefor pharmacy-only liquid preparations should not exceed 4
grams of totd ibuprofen content.

e Packs of undivided preparations for pharmacy-only sae should be in concentrations
only of 100mgin 5mL or 200mgin 5mL of ibuprofen.

e TheNDPSC adopt theM CC recommendation limiting the concentrations of liquid
ibuprofen permitted in pharmacy -only (S2) medicines.

The October 2002 M eeting agreed to gazette the consideration of scheduling of ibuprofen
for consideration at the February 2003 meeting.

DISCUSSION

The Committee noted that there was harmonisation on pack size. New Zedand, however,
had adopted dose limitations into their Regulatory Guiddines and New Zedland M CC
were recommending harmonisation on strengths.

The Committee noted thepre-meeting comment from XXXXXXXXX objectingto the
inclusion of adose limit for the Schedule 2 entry for ibuprofen. Thiswas made on the
basis that New Zedand had included the dose limit for ibuprofen in the NZ Regulatory
Guidelines and not in the First Schedul eto theM edicines Regul ations. X X X XXX XXX
felt that it was more appropriate to includethis level of detail in the Austrdian Guide ines
for the Regstration of M edicines (AGRD val 2), not through scheduling. This approach
was considered consistent withthe current paracetamol quideinein the AGRD that
specifies concentrations that may be supplied. X X XXX XXX X suggested that the NDPSC
recommend to theM edicines Evaluation Committee (M EC) to include these
concentration limits for ibuprofen in the AGRD (volume 2).

The Committee was advised that the draft report of theT GA Review of Non-Prescription
Analgesics had been rel eased and that M EC would decide on the fina recommendations
which may include someitems for NDPSC consideration.

OUTCOME

The Committee agreed that the Schedul e 2 entry for ibuprofen remained appropriate and
that the scheduling of ibuprofen would remain unharmonised at this time.

16.6 SELENIUM

PURPOSE

The Committee considered the New Zedand M CC prgposd to harmonise with NZ by
rescheduling selenium to Schedule 2 for external medicines containing mor e than 2.5%.

BACKGROUND
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Sd enium sulfide has antifungal and antiseborrhoeic properties and has been used as a
2.5% and a 1% shampoo for the treetment of dandruff (pityriasis capitis) and seborrhoeic
dermatitis of the scalp. It isaso used as a2.5% lotion in the treatment of pityriasis
versicolor. Sdenium is an essentid trace eement and is an integral part of the enzyme
system dutathione peroxidase protectingintracdlular structures against oxidative
damage. Overdosage of selenium has been associated with loss of hair, nail changes,
diarrhoea, dermatitis, garlic odour of breeth, fatigue, and periphera neuropathy.

The February 2001 NDPSC meeting considered TTHWP's Recommendation 36/7
advisingthe NDPSC to recommend to NZ M CCto shift preparations for externa use
containing 2.5% selenium from Part 111 to Part I. This recommendation was made on the
basis that prolonged use on broken skin has resulted in sy stemic toxicity. The NDPSC
endorsed recommendation 36/7 and referred the matter to NZ for consideration.

The November 2002 NZ M CC meseting considered the TTHWP 36/7 but NZ M CC did
not support it onthe basis that it would make the scheduling of external products more
restrictive compared to interna products, as interna products containing more than 150
micrograms per recommended daily dose would remain pharmacy only. Sdenium
products are currently general sae or pharmacy-only in New Zedland, thereis no
prescription category for selenium. M CC has recommended that the classification of
selenium for externa use remain unchanged and that NDPSC consider harmonisation
with the NZ classification.

Thetoxicity of seenium sulfide shampoos when ingested by children was discussed a
the April 1994 meeting of the NDPSC. It was concluded that the hazard associated with
ingestion of the 1% solution was comparable to the 2.5% solution. The volume of the
2.5% sdlenium solution needed to cause death in a20kgchild is gpprox. 98mL, however
selenium sulfideis an emetic and most of the solution would likely be expell ed through
vomiting. Thevolumeremainingin the child’'s stomach after vomitingwas estimated to
be 12.5mgkgwhich is below the single oral LD50 for therat which is 78-120mgkg.

DISCUSSION

The Committee noted that selenium sulfide has a diff erent toxicity profileto selenium,
athough it can be highly toxic when ingested. Only traces of selenium sulfide are
absorbed through intact skin, but prolonged use on broken skin has resulted in sy stemic
toxicity .

The Committee understood tha there have been 5 cases of non-life threatening adverse
reactions recorded since 1983 including contact dermatitis, headache, rash and skin
discolouration. A library internet search produced no evidence of poisoningthrough the
use of selenium shampoos. A M ember noted tha there were no topical products for
human use containing more than 2.5% selenium registered in ether Austraiaor New
Zedand.
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The Committee noted that it appeared that the rationde for M CC’s argument in not
adopting Recommendation 36/7 was on the basis that harmonisingwith Austraiacreates
aprescription only classification for selenium for externa use in New Zealand when
thereis no existing prescription classification for selenium for internal use.

A M ember noted that selenium shampoos used to bepackaged in bottles with screw top
lids that enabled achild to ingest alarge volume of shampoo in ashort period of time.
T hese shampoos are now packaged in bottles with lids tha expe theliquid a amuch
slower rate, thereby reducingthe volumethat may beingested by achild.

The Committee noted that the origin of the schedul e entry for topica selenium products
was unknown. The Committeefet tha further consideration of scheduling of topical
selenium products could continue when the history and reasons for this schedule entry
were known.

OUTCOME

The Committee agreed to defer the consider ation of the scheduling of sel enium for
topical useto the June 2003 M eeting to enable further information to be presented.

16.7 SILVER SULFADIAZINE

PURPOSE

The Committee considered the New Zealand M CC pragposa to include silver sulf adiazine
in packs containing 50g or less of silver sulfadiazine Schedule 2 of the SU SDP.

BACKGROUND

Siver sulfadiazineis a sulfonamide/silver complex used in conjunction with
debridement, as a 1% cream for the prevention and treatment of infection in severe burns.
It has aso been used in other skin conditions, such as leg ul cers, where inf ection may
prevent healing and for the praphylaxis of infection in skin grafting. It has aso been
applied to theeyes inthe treatment of superficid Aspergllus infections.

Slver sulfadiazine has broad antimicrobi a activity against Gram-positive and Gram-
negative bacteriaincluding Pseudomonas aeruginosa, and someyeasts and fung. Slver
sulfadiazine has abactericida action; in contrast to sulfadiazine, the silver sdt acts
primarily on the cell membrane and cell wa |l and its action is not antagonised by p-
aminobenzoic acid. Resistanceto silver sulfadiazine has been reported and may develop
duringtherapy .

The November 2001 NDPSC meeting consider ed the scheduling of silver sulfadiazine
(SDZ) in rdation to theimplementation for the JETACAR Recommendation 6. The
Committee noted that resigance still remained apotentid problem for SSDZ and in the
absence of datato support reaxation of the schedulingof SSDZ, the Committee agreed
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that it remained appraopriately scheduled in Schedule 4. NDPSC recommended that New
Zedand consider adoptingasimilar scheduling outcome.

TheM ay 2002 M CC meeting considered the recommendation from the November 2001
NDPSC meseting in relation to SSDZ and agreed that pack sizes of 50g or less remained
appropriatdy scheduled as apharmacy-only medicinein New Zed and (above 509 is
prescription). Accordingy, M CC recommended that NDPSC consider adoptingasimilar
classification for SSDZ to dlow harmonisation. The October 2002 M eeting agreed to
gazette the consideration of scheduling of silver sulfadiazine for discussion a the
February 2003 meseting

DISCUSSION

The Committee noted the basis of theM CC'’s decision to retain a pharmacy -only
classification for silver sulfadiazine when in pack sizes 50gor less. TheM CC referred to
the NDPSC report on ophthamic sulfacetamide which stated that there were no
significant antibiotic resistance issues for sulfonamides, including SSDZ. TheM CC
stated that resricting access would not increase resistance, but could worsen resistance
problems by causing other antibiotics to be used and that OT C use of SSDZ was
appropriate for the trestment of minor burns.

The Committee noted that advice was sought from theM edicines Evaluation Committee
(M EC) onthe appropriateness of rescheduling pack sizes 50g or less of SSDZ, gven the
currently registered indications for SSDZ produds. M EC members in general did not
support theM CC prgposd on the basis tha there has been some reports of delayed
wound hedlingfol lowingthe use of SSDZ on burns and thepotertia for resistanceto
develop. A M EC member also highlighted the need for awarning statement against
prolonged use of SSDZ and the need for amedicd review if the lesion/burn remaned
unresolved.

The Committee noted that comment had aso been received fromaTGA evduator within
the OTCM edicines Section. Theevaduator highlighted that if theindication for OT C use
included treatment of infections of burns, it is likely that this would create ahazard for
consumers treating apotentialy deep-seated infection with atopical preparation. It is
statedthat legulcers and pressure sores require medica attention under most
circumstances, especially in longterm diabetics with vasculopathies and neurophathies,
who may not fed or senseany swellingor pan associated with aleginfection. The
evaluator aso noted that experience with silver sulfadiazine in community pharmacies is
limited and this lack of knowledge needs to be addressed before reschedulingis
considered. Theevaluator indicated that it would be best to retain SSDZ in +4.

The Committee noted that advice on theM CC praposa had aso been sought from
EAGAR. EAGAR indicated that it does not support theM CC proposa on the grounds
that silver sulfadiazine can select for resistance to sulfonamides and silver ions, and that
sulfonamides ar e still widely used in human medi cine for the sy stemic treatment of
infections and considered vauable therapeutic agents. The S availability of silver
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sulfadiazine would be likely to result in increased exposure and therefore increased
selective pressure for resistance.

OUTCOME

The NDPSC agreed that the Schedule 4 entry for silver sulfadiazine remains gppropriate
on the basis of the advice receved from M EC and EAGAR and that the scheduling of
silver sulfadiazine will remain unharmonised with NZ at thistime.

17. MATTERS REFERRED BY THE MEDICINES EVALUATION
COMMITTEE (MEC)

No items were considered.

18. MATTERS REFERRED BY THE MEDICINES CLASSIFICATION
COMMITTEE (MCC) OF NEW ZEALAND

18.1 SODIUM PICOSULFATE

PURPOSE

The Committee considered the New Zedand M CC recommendation to include sodium
picosulfate for ora laxative use in Schedul e 4.

BACKGROUND

The October 2002 NDPSC meeting consider ed the foreshadowed inclusion of sodium
picosulfate (and macrogol 3350) in preparations for ord laxative usein Schedule 4 of the
SUSDP. NDPSC ay eed that the unscheduled status of sodium picosulfate and macrogol
3350 for laxative use remained gppropriate on the grounds that there were no reports of
adverse events or misuse associated with laxative use of these substances.

The November 2002 NZ M CC meeting considered aproposa from XX XXXXX XX,
sponsor of X XXXXXXXX in New Zedand, to reschedule sodium picosulfate when used
as alaxativeto prescription medicine ($4) and to restricted medicine (S3) when used for
bowe cleansing prior to diagnostic, medical or surgical procedures.

DISCUSSION

The NZ member advised the Committeethat the classification of sodium picosulfate, as
ageed to by the November 2002 NZ M CC meeting, had been gazetted as
XXXXXXXXX did not provide NZ M CC with any significant dataarguing against the
classification decision. NZ M CC, however, is expectingto receive an application for
reconsideration of the decision.
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The Committee noted the overlap of advice between the NDPSC and NZ M CC, in tha
the outcome of the October 2002 NDPSC meeting had not been avail able for
consideration a the November 2002 NZ M CC mesting.

OUTCOME
NZ M CCto reconsider classification of sodium picosulfate for laxative use.
18.2 SOLANACEOUS PLANTS AND ALKALOIDS

PURPOSE

The Committee considered the New Zealand M CC recommendation to increase the cut-
off for exemption of dilute preparaions in Appendix G of the SUSDP for atropine,
hy oscine and hy oscy amine to harmonise with New Zeadand.

BACKGROUND

The November 2002 NZ M CC meseting consider ed a submission from X XX XXX XXX
proposingto changethe leve for exemption for scheduling for solanaceous alkaoids on
the grounds that the existing cut-offs in Appendix G of the SUSDP weretoo low for the
plant akaoids. X XX XXXXXX proposd has been based on the principle where herba
medicines containing one hundredth of the minimum letha dose of sol anaceous akaloids
per pack can be sold as 'generd sale. NZ M CC considers this gpproach still appropriate
on asafety pergective and has agreed that raising the cut-off for exemption to 300 mcg
per litre or per kilo for atropine, hy oscine and hy oscyaminein 'genera sa € homeopathic
preparations gill provides a 100-fold safety factor.

The November 2002 NZ M CC meseting dso noted that the existing inconsistency in the
New Zedand classifi cations, where the cut-offs for exemption applyingto boththe plant
materid and its akaoids, were being amended to express these cut-offs in terms of the
tota akaloid content.

DISCUSSION

The meetingwas advised that X X XXXXXXX had put forward cut-off points which were
either too high or too low, depending on which way they were applied. The 10mgkg of
akaoid was too high but 10mgkg of the herb was too low. The submission included a
request totry and solve the problem by usingaprocess which had been agreed to
previously totreat asensible cut-off point for dkaoids that was consigent across al
solanaceous alkaoids. The New Zedand submission was based on aframework which
related to fractions of thelethad dose cut-off. Although the framework had not been
ageed to as a generd principlefor the scheduling of al products, the NZ M CC fdt it was
reasonable to apply it in this caseto gain consistency across dl the solanaceous alkaoids.
Using the framework, where aminimum letha dose is known the cut-off to pharmacy -
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only should be set at '/, of the lethal dose and the cut-off to general sale should be set at
“/100 Of the lethal dose.

A M ember recalled that the Appendix G exemptions wereincluded in the SUSDP to
ensure that homeopathic preparationswere not scheduled. Another M ember stated tha
these subgances had hi gher cut-offs compared with other homeopathic ingredients.

The Committee agreed that this was nat aschedulingissue, but aderegul aion or
exemption issue under Trans-Tasman where the cut-off for scheduling of alkaoids is
applied through Appendix G. The M embers agreed this issue required further
consideration by the Committee.

The Committee agreed to foreshadow this item for further consideration at the June 2003
meeting and noted that the Record of Reasons would provide industry with details to
enable them to respond appraopriately tothe gazette notice.

OUTCOME

The Committee agreed to defer consideration of solanaceous dkaoids to the June 2003
meetingto alow gazettd of the consideration.

18.3 GLYCERYL TRINITRATE & ISOSORBIDEDINITRATE

PURPOSE

The Committee noted the harmonisation of the Audralian and New Zedand scheduling
of dyceryl trinitrate and isosorbide dinitrate.

BACKGROUND

The November 2000 NDPSC meeting agreed to reschedule ora preparations containing

dyceryl trinitrate and ord preparations containing 10mgor | ess of isosorbide dinitrate
per dose unit from Schedule 2 to Schedule 3.

The November 2002 NZ M CC supported the view tha these substances would be more
appropriatey classified as restricted medicines for their existing indications and agreed to
harmonise with Austrdia

DISCUSSION

The Committee noted that New Zedand M CC had agreed to adopt gy ceryl trinitrae and
isosorbide dinitrate as restricted medicines in the interest of harmonisation.

OUTCOME
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The Audraian and New Zedand scheduling of glyceryl trinitrateisosorbide dinitrateis
harmonised.

18.4 NICOTINE FOR INHALATION
PURPOSE
The Committee noted harmonisation of nicotine for inhaation.

BACKGROUND

The February 2002 NDPSC meeting agreed to the reschedul ing of nicotine inha ation for
use as an ad in withdrawa from tobacco smoking, from S3to S2. The decision was
made on the basis that nicotine for inhal ation has good saf ety and side-effect profile,
which is consistent with ather NRT products including the chewing gum. NDPSC
recommended that NZ M CC consider adopting a similar scheduling outcome.

The November 2002 NZ M CC meeting agreed to harmonise with Austraiaand
recommended that nicotine for inhalation be reclassified from restricted medicine (S3) to
pharmacy -only medicine (S2) except when sold from a smoking cessation clinic run
under the auspices of aregistered medicd practitioner, nurse, pharmacist or psy chologst.
M CC agreed that the current exemption from classifi cation status when used in smoking
cessation clinics run by appropriate regstered heath professionals should continue to

apply.
DISCUSSION

The Committee noted that NZ M CC agreed to include nicotine for inhalation in Part |1 as
pharmacy -only medicine except when supplied through a smoking cessation clinic run by
appropriate healthcare professionds.

OUTCOME

The outcome of the scheduling of nicotine inhd ersin Austraiaand New Zedand is
harmonised.

185 CLOBET ASONE

PURPOSE

The Committee considered the NZ M CC decision on clobetasone.
BACKGROUND

The February 2002 NDPSC meeting agreed to the scheduling of clobetasonein Schedule
3, when in preparations for derma use containing 0.05% or less of clobetasonein packs
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containing 30 gor less, for usein adults and children 12 years and over. The decision
was based on the safety profile of 0.05% clobetasone for dermd use, which is
comparableto 1% hydrocortisone cream, and the product havinga long history of safe
use worldwide. In addition, the conditions beingtreated can be appropriately managed
by consumers with pharmecist advice, and the product has awell-characterised side effect
profile. Appropriate Appendix F warning statements were also recommended. NDPSC
recommended that NZ M CC consider adopting a similar scheduling outcome

The November 2002 NZ M CC did not agree to harmonisation and recommended that
0.05% topica clobetasone should remain aprescription medicine pending further
information. NZ M CC fet tha more information was required about the use and safety
of mild to moderate potent corticogeroids before arecommendation could be made about
reclassification

DISCUSSION

The Committee noted that NZ MCC did not agree to harmonisation, pending
consideration of further information on the use and safety of mild to moderatdly patent
corticosteroids. The Committee agreed that Audralian and New Zedand scheduling of
clobetasone remain unhar monised.

OUTCOME

Austraiaand New Zedand remain unharmonised over the scheduling of derma
preparations containing 0.05% or less of clobetasone.

19. INITIAL REVIEW/FORMAL OPINIONS (PHARMACEUTICALS)

Therewere no items considered.
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