Public Submissions on the Proposed Amendments
to the Poisons Standard

Notice under subsections 42ZCZL of the Therapeutic
Goods Regulations 1990 (the Regulations)

A delegate of the Secretary to the Department of Health publishes herein all valid public
submissions made in response to the invitation for public submission on the proposed
amendments to the Poisons Standard (commonly referred to as the Standard for the Uniform
Scheduling of Medicines and Poisons - SUSMP). These submissions were considered by the
Advisory Committee on Chemicals Scheduling (ACCS) #9, the Advisory Committee on
Medicines Scheduling (ACMS) #10 and the joint committee of ACCS-ACMS #7 (November
2013 meetings).

In accordance with the requirements of subsection 42ZCZL of the Regulations these
submissions have had confidential information removed.

Material claimed to be commercial-in-confidence was considered against the guidelines for
the use and release of confidential information set out in Chapter 6 of the Scheduling
Policy Framework for Medicines and Chemicals (SPF), issued by the National
Coordinating Committee on Therapeutic Goods. The SPF is accessible at
www.tga.gov.au/industry/scheduling-spf.htm.

Discrete submissions have been grouped by substance. Four submitters provided submissions
that related to multiple substances and these has been separately grouped.

List of Submissions

Substance Total number of public submissions

1,3-Cyclohexadiene-1-carboxylic acid, 4,6,6- | 3 submissions under ‘submissions on
trimethyl-, ethyl ester multiple substances’

2-Amino-5-ethylphenol 2 submissions under ‘submissions on
multiple substances’

2-Butanone, oxime (also known as methyl 2 submissions under ‘submissions on
ethyl ketone oxime) multiple substances’
2-Furancarboxaldehyde (furfural) 3 submissions under ‘submissions on

multiple substances’

2-Nitrotoluene 1 submissions under ‘submissions on
multiple substances’

3,7-Dimethy-2,6-octadienal isomers 4 submissions under ‘submissions on
(CITRAL, geranial and neral) multiple substances’



http://www.tga.gov.au/industry/scheduling-spf.htm

Substance

Total number of public submissions

Benzidine-based dyes

2 submissions under ‘submissions on
multiple substances’

Aminopyralid

1 submissions under ‘submissions on
multiple substances’

C11-C15-secondary, ethoxylated, oxirane
and oxirane, ethyl (oxirane)

2 submissions under ‘submissions on
multiple substances’

Diethylene glycol monobutyl ether

2 submissions under ‘submissions on
multiple substances’

Ethylene glycol monomethyl ether

2 submissions under ‘submissions on
multiple substances’

Mercaptoacetic acid

2 submissions under ‘submissions on
multiple substances’

Methanol

3 submissions under ‘submissions on
multiple substances’

Pentanoic acid, 3-methyl-2-oxo-, ethyl ester

2 submissions under ‘submissions on
multiple substances’

Phosphonium, tributyloctyl-, chloride (1:1)

1 submissions under ‘submissions on
multiple substances’

Pyridine, 2-chloro-6-(trichloromethyl)

2 submissions under ‘submissions on
multiple substances’

Sulfites - i.e. Salts of sulfurous and
disulfurous acids

3 submissions under ‘submissions on
multiple substances’

Tetrahydrofuran

2 submissions under ‘submissions on
multiple substances’

Triethanolamine

3 submissions under ‘submissions on
multiple substances’

Trisiloxane, 1,1,1,3,5,5,5-heptamethyl-3-
[(trimethylsilyl)oxy]-

2 submissions under ‘submissions on
multiple substances’

Zinc lactate

4 submissions under ‘submissions on
multiple substances’

Cosmetic use Personal care use

4 submissions under ‘submissions on
multiple substances’

Ethanol, 2-(dimethylamino)-

3 submissions under ‘submissions on




Substance Total number of public submissions

multiple substances’

Salicylic acid 4 submissions under ‘submissions on
multiple substances’

Macrogol 2 submissions (1 under *submissions on
multiple substances’)

Esomeprazole 3 submissions (1 under *submissions on
multiple substances’)

Submission on Multiple Substances

One submission was on 1,3-cyclohexadiene-1-carboxylic acid, 4,6,6-trimethyl-, ethyl ester, 2-
amino-5-ethylphenol, 2-butanone, oxime, 2-furancarboxaldehyde (furfural), 2-nitrotoluene,
3,7-dimethy-2,6-octadienal isomers (CITRAL, geranial and neral), aminopyralid, benzidine-
based dyes, C11-C15-secondary, ethoxylated, oxirane and oxirane, ethyl (oxirane), diethylene
glycol monobutyl ether, ethylene glycol monomethyl ether, mercaptoacetic acid, methanol,
pentanoic acid, 3-methyl-2-oxo-, ethyl ester, phosphonium, tributyloctyl-, chloride (1:1),
pyridine, 2-chloro-6-(trichloromethyl), sulfites - i.e. salts of sulfurous and disulfurous acids
disuldisulfurous acids, tetrahydrofuran, triethanolamine, trisiloxane, 1,1,1,3,5,5,5-
heptamethyl-3-[(trimethylsilyl)oxy]- and zinc lactate.

One submission was on 1,3-cyclohexadiene-1-carboxylic acid, 4,6,6-trimethyl-, ethyl ester, 2-
amino-5-ethylphenol, 2-butanone, oxime, 2-furancarboxaldehyde (furfural), 3,7-dimethy-2,6-
octadienal isomers (CITRAL, geranial and neral), benzidine-based dyes, C11-C15-secondary,
ethoxylated, oxirane and oxirane, ethyl (oxirane), diethylene glycol monobutyl ether, ethylene
glycol monomethyl ether, mercaptoacetic acid, methanol, pentanoic acid, sulfites - i.e. salts of
sulfurous and disulfurous acids, tetrahydrofuran, triethanolamine and zinc lactate.

One submission was on 1,3-cyclohexadiene-1-carboxylic acid, 4,6,6-trimethyl-, ethyl ester, 2-
amino-5-ethylphenol, 2-butanone, oxime, 2-furancarboxaldehyde (furfural), 3,7-dimethy-2,6-
octadienal isomers (CITRAL, geranial and neral), methanol, pyridine, sulfites - i.e. salts of
sulfurous and disulfurous acids, tetrahydrofuran, triethanolamine, trisiloxane, 1,1,1,3,5,5,5-
heptamethyl-3-[(trimethylsilyl)oxy]- and zinc lactate.

One submission was on 3,7-dimethy-2,6-octadienal isomers (CITRAL, geranial and neral),
triethanolamine, cosmetic personal care use and salicylic acid.

Two submissions on cosmetic use personal care use, ethanol, 2-(dimethylamino)- and
salicylic acid.

One submission on cosmetic use personal care use, ethanol and salicylic acid.

One submission on macrogol and esomeprazole.







however given the ambiguity and lack of detail in the agenda, ASMI cannot be certain that all
relevant sections and matters in the agenda have been identified. For this reason, our general
comments below that relate to the impact on therapeutic goods, should be considered as
comments in relation to each agenda item for the purposes of providing a post-meeting response.

Identification of substances

Chemical nomenclature is complex and ASMI has experienced difficulty finding the uses of many
of the substances listed in the agenda and assessing whether there is potential impact on the
therapeutic goods industry. It would be helpful to industry if the agenda provided some additional,
very brief information on the uses of substances (e.g. whether the substance is agricultural
chemical, use in cosmetics, industrial chemical or precursor). If available, the CAS number could
also be provided in the agenda so that interested parties can more quickly ascertain potential
impact and cross reference to other databases such as the TGA e-BS ingredient list and the NICNAS
search facility.

Salts and derivatives

According to the principles of scheduling, a Schedule entry includes preparations containing the
poison in any concentration and all salts and derivatives of the poison unless stated otherwise
(Part 1, Interpretation, subparagraph 1(2).

Some of the items on the agenda include broad substance names such as “sulfites” which a search
of the TGA e-BS site shows are present in many different salts and derivatives and are also
included in therapeutic goods.

ASMI expresses concern that some therapeutic goods, regulated by the TGA may inadvertently be
affected by the proposed amendments and urges the ACCS to consider the following issues when
determining any possible amendments:

e Amendments to schedules for any of the chemicals should be carefully drafted and worded
in such a way that therapeutic goods are excluded.

e Care should be taken so that entries are as specific as possible so as not to affect all salts
and derivatives (unless clearly intended), as some salts and derivatives of substances may
be present in therapeutic goods.

ACCS Agenda — Scheduling proposals for substances

ASMI has assessed the entire agenda and some of the proposals do not appear to be relevant to
the therapeutic goods industry. However given the limited information provided, the complexity
of nomenclature and the large number of possible salts and derivatives, we cannot be certain that
no impact exists and we would appreciate the opportunity to provide further comment on any of
the agenda items should possible impact be identified following the release of the Delegate’s
interim decisions.

The following substances listed on the agenda have been identified as possibly being components
in fragrances:

e 1,3-Cyclohexadiene-1-carboxylic acid, 4,6,6-trimethyl-, ethyl ester
e 2 Furancarboxaldehyde (furfural)
e 3,7-Dimethyl-2,6-octadienal isomers (CITRAL, geranial and neral)
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e Tetrahydrofuran

ASMI is unclear on what cut-off concentrations have been proposed, and requests the ACCS to
consider that while not all of these ingredients appear on the TGA e-BS ingredient list, some of
these substances may be included in proprietary ingredients that are used in therapeutic goods.
For this reason, ASMI requests the ACCS consider existing usage within proprietary ingredients and
to propose cut-off concentrations that will not impact existing use in proprietary ingredients and
in therapeutic goods.

ASMI also has particular concerns with the following proposals, where the possibility for impact on
therapeutic goods has been more clearly identified —

e 2,Butanone, also known as methyl ethyl ketone oxime — new Schedule 6 entry with
consideration of appropriate cut off to unscheduled: ASMI notes that the proposed
amendment for this entry is not limited to cosmetic products and notes that the TGA-eBS
system contains an ingredient entry for methyl ethyl ketone. Given that scheduling entries
apply to “salts and derivatives”, and acknowledging that there is a lack of detail or
rationale in the agenda, ASMI is concerned about the possibility that there may be some
impact on therapeutic goods.

e Methanol: While the wording of the proposed scheduling amendment clearly refers to
cosmetic use, ASMI notes that methanol is used during the manufacture of some
therapeutic goods and requests the ACCS to confine any changes to schedules so that
therapeutic goods are not affected.

e Pyridine, 2-chloro-6-(trichloromethyl) — new Schedule 6 entry and inclusion in Appendix F,
with warning statements to be determined: ASMI notes that the proposed amendments
have not been confined to cosmetics or domestic products. Although there does not
appear to be an impact on therapeutic goods, ASMI requests careful drafting of the
wording of any scheduling amendments so that there is no unintended impact on
therapeutic goods.

e Sulfites - new Schedule 5 entry for sulfites, with appropriate amendments to the current
Schedule 5 entry for sodium metabisulfite, to align with EU restrictions on the use of
sulfites in cosmetics and to consider appropriate cut-offs to exemption from the proposed
Schedule 5 entry: ASMI notes that the TGA e-BS system has many entries for sulfites. These
include calcium sulfite, potassium metabisulfite, sodium bisulfite, sodium sulfite
anhydrous, and sodium sulfite heptahydrate. It can be assumed that there would be many
more salts of sulfurous and disulfurous acids. These products are included as ingredients in
many therapeutic goods as well as cosmetics. ASMI believes that the proposed
amendments to scheduling for “sulfites” should be very specific and be drafted to ensure
that therapeutic goods are not affected. This can be done by ensuring that any schedule
entry is clearly limited to use in cosmetics.

e Tetrahydrofuran — new Schedule 5 entry: A search of the TGA e-BS for tetrahydrofuran
results in two ingredient entries — one of which has an Australian Approved Names (AAN)
and the other an Approved Device Name (ADN). ASMI believes that the proposed
amendment as written could possibly have an impact on therapeutic goods and should be
more specific so that it excludes therapeutic goods.

e Triethanolamine — amend the Schedule 5 entry to consider altering the scheduling cut-off
clause for cosmetic preparations to 2.5 per cent or less of triethanolamine and to consider
other restrictions on the use of triethanolamine in tattoo removal cosmetics applied
intradermally: 1t should be noted that some therapeutic goods (used as topical analgesic
preparations for the relief of joint and muscle aches and pains due to arthritis and
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The Secretary
Scheduling Secretariat
GPO Box 9848
CANBERRA ACT 2601

Email: SMP@health.gov.au

Dear Sir/Madam

Public Comment Submission to the November 2013 meeting of the
Advisory Committee on Chemicals Scheduling (ACCS)

We refer to the notice published on 17 October 2013 inviting public submissions, with respect to
certain substances, addressing a matter raised in s.52E of the Therapeutic Goods Act 1989.

Accord Australasia Limited is the peak national industry association that represents the hygiene,
cosmetic & specialty chemicals industry.

Accord wishes to provide information on:
o 1,3-cyclohexadiene-1-carboxylic acid, 4,6,6-trimethyl-, ethyl esters;
2-amino-5-ethylphenol;
2-furancarboxaldehyde (furfural);
3,7-dimethyl-2,6-octadienal isomers (citral, geranial and neral);
Benzidine-based dyes;
C1l1-Cil5-secondary, ethoxylayed, oxirane and oxirane, ethyl (oxirane);
Diethylene glycol monobutyl ether;
Ethylene glycol monomethyl ether;
Mercaptoacetic acid;
Methanol;
Pentanoic acid, 3-methyl-2-oxo-, ethyl ester;
Sulfites —i.e. salts of sulfurous and disulfurous acids;
Tetrahydrofuran;
Triethanolamine;
Trisiloxane, 1,1,1,3,5,5,5-heptamethyl-3-[(trimethylsilyl)oxy]-; and
Zinc lactate;
for consideration at the November 2013 meeting of the ACCS.

Please see attached submission for details.

Accord notes that a number of proposals related to fragrances and flavours. We believe that a
separate process for considering fragrance and flavours is needed considering their unique use
pattern.

We also note that there were a number of re-scheduling proposals that did not appear to

Accord Australasia Limited AcN 117 659 168 ABN 83 205 141 267
Fusion C4.02, 22 — 36 Mountain Street, Ultimo NSW 2007
PO Box 290 BROADWAY NSW 2007
Tel: 61292812322 Fax: 6129281 0366 Website: www.accord.asn.au

Products for healthy living and a quality lifestyle



demonstrate that the current scheduling controls are inadequate. Accord is concerned that such
proposals are being put forward. Without justification for the need for re-scheduling, this can
significantly add to the regulatory burden on industry as we are required to defend the current
controls.

Accord is an interested party and stakeholder with regard to the nominated substances and would
appreciate being advised of the Committees’ considerations and the Delegate’s interim decision,
with the opportunity for further submission, if appropriate. Given the short time frame for
comments and large number of substances on the agenda, Accord was unable to analyse the
proposals in depth and would welcome an opportunity to provide further in-depth comments on a
smaller subset of chemicals that are considered to pose a regulatory concern.

We look forward to further advice from the ACCS, ACMS and the Delegate. Should the
Committees or the Delegate require any additional information from Accord at this stage please

do not hesitate to contact me on_.

Yours faithfully

[unsigned for electronic submission]




ACCS meeting: November 2013

1,3-cyclohexadiene-1-carboxylic acid, 4,6,6-trimethyl-, ethyl esters

While we understand from the scheduling proposal that 1,3-cyclohexadiene-1-carboxylic acid,
4,6,6-trimethyl-, ethyl esters can be used as a fragrance component, Accord has had no
information from Members on the use of the substance. As the identity of many fragrance
components are considered commercial in confidence by the suppliers, it is possible that the
substance is being used in consumer products and cosmetics and disclosed on the label simply
as “fragrance”.

Accord has also contacted the International Fragrance Association (IFRA) for information on
several of the ACCS agenda items but has received no specific information on controls for this
substance.

It is our view that control of fragrances and flavour components through the scheduling system is
unwieldy and inefficient. This is particularly true when an international scientific assessment and
risk management body like IFRA publishes Codes of Practice and Standards that are specifically
relevant for fragrance and flavours. More information on IFRA is provided in our comments for
the agenda item, furfural.

Accord would support a separate discussion on the controls of fragrance and flavours rather than
through individual scheduling consideration of each fragrance and flavour.
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ACCS meeting: November 2013

2-amino-5-ethylphenol

Accord is unaware of the reasons (e.g. adverse events, hazard/risk assessment) behind this
scheduling proposal. Accord notes that the CAS number for 2-amino-5-ethylphenol is
182499-90-7.

We understand that there is a 2012 Scientific Committee on Consumer Safety (SCCS) opinion on
2-amino-5-ethylphenol hydrochloride (CAS Number 149861-22-3). As this is a hydrochloride salt
of the substance proposed for scheduling, and the scheduling proposal appears to reflect the
conclusion of this 2012 SCCS opinion we have assumed that the proposal is based on the SCCS
opinion on the hydrochloride salt.

Accord understands that 2-amino-5-ethylphenol hydrochloride is used in hair dyes, including in
Australia.

It is important to note that while the SCCS opinion concludes that 2-amino-5-ethylphenol
hydrochloride is safe for use in oxidative hair dyes at up to 1% (except for sensitisation potential),
we note that the terms of reference for the SCCS opinion only asked the SCCS to consider a
maximum concentration of up to 1%. This is therefore not necessarily the maximum safe
concentration. It is also important to note that the SCCS consideration related to 1% in the in-use
preparation i.e. diluted for use, rather than in the purchased concentrated products.

We also note that the EU has not (as yet) placed any restrictions on the use of the substance in
cosmetics.

Accord in principle we does not support restrictions on substances that are out of line with our
major trading partners. Any consideration on scheduling of 2-amino-5-ethylphenol should ensure
that the limitation applies to the diluted hair dye for use rather than to the product packaged for
sale.
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ACCS meeting: November 2013

2-furancarboxaldehyde (furfural)

Accord has no information on the use of furfural as an industrial chemical i.e. as a solvent, dye,
ion exchange agent, adhesive, etc. We also have no information on the use of furfural in
Australia in cosmetics and in consumer products.

Accord understands that furfural is a naturally occurring flavour/fragrance that is also added to
manufactured food and cosmetics. According to the Scientific Committee on Consumer Safety
(SCCS) report on furfural in 2012, “furfural has been identified in foods, including fruits,
vegetables, beverages, bread and bread products. The highest reported concentrations were
found in wheat bread (0.8-14 ppm) [mg/kg], cognac (0.6—33 ppm), rum (22 ppm), malt whisky
(10-37 ppm), port wine (2—34 ppm) and coffee (55-255 ppm). The concentrations of furfural in
juices were 0.01-4.93 ppm”.

While the NICNAS IMAP report implies that it is the SCCS opinion that a concentration limit of 10
ppm in finished cosmetic products is considered safe i.e. unsafe above that level, we believe that
this SCCS opinion has been taken out of context by NICNAS. In the 2012 SCCS opinion, the
SCCS was only asked to assess whether furfural can be considered safe for the consumer when
used up to the proposed pragmatic concentration limit of 10 ppm in finished cosmetic products
and not beyond. The response was that the use of furfural with a maximum concentration limit of
10 ppm in the finished cosmetic product, including oral products, does not pose a risk to the
health of the consumer i.e. the SCCS did not consider concentrations above 10 ppm.

While we note that furfural is likely to be used in very small amounts as a fragrance in cosmetics
and consumer products, unfortunately we are unable to quantify this. Accord however also notes
that there appear to be no restrictions placed on the use of furfural in cosmetics or consumer
products in either the EU or the USA.

One of the reasons for this may be that in most countries, the International Fragrance Association
(IFRA)! Code of Practice? is accepted for fragrance and flavour. The IFRA Standard® sets the
limit on furfural at 10 ppm for skin contact products and 500 ppm for non-skin contact products.

While we understand that it may not be the role of the ACCS or the Delegate to decide whether to
adopt the IFRA Code into the Australian cosmetics and consumer products regulatory framework,
we believe that this is an issue that must be considered. It is not practical or efficient to
reconsider all fragrance and flavours through the scheduling process. When there is an
international body like IFRA that investigates issues surrounding flavours and fragrance in depth,
it makes little sense to duplicate this work. This is particularly the case when most companies
comply with the IFRA Code voluntarily.

We note that the New Zealand Cosmetic Products Group Standard has already adopted the IFRA
Code.

Accord suggests a separate discussion, if possible, on the adoption of internationally accepted
standards like the IFRA Code.

1 http://admin-ifra.alligence.com/Files/Documents/1/en-us/GD/22156 GD 2006 12 15 IFRA Code of Practice -
Body & 8 Appendices - Dec 2006.pdf

2 http://www.ifraorg.org/view document.aspx?docld=22182

® http://www.ifraorg.org/view document.aspx?docld=22594
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If the ACCS believes that it is necessary to schedule furfural for industrial applications, given the
likely use of furfural in small quantities in cosmetics and consumer products, the prevalence of
furfural in foods, the lack of limitations in cosmetics in the EU and the USA and the fact that most
companies are complying with the IFRA Code, Accord suggests excluding furfural from
scheduling when used as a fragrance or flavour in cosmetics.

Furthermore, any scheduling consideration of furfural should ensure that other furan based

fragrances and indeed other furan based chemicals for use other than as fragrances are not
inadvertently caught in the scheduling of furfural.
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ACCS meeting: November 2013

3,7-dimethyl-2,6-octadienal isomers (citral, geranial and neral)

Accord understands that citral is a commonly used fragrance and flavour in cosmetics and
consumer products. Citral is a turpenoid present in oils of some plants (e.g. lemon, lime, orange,
lemon myrtle, lemon grass, etc.) that gives the plant the lemony fragrance and flavour.
Unsurprisingly, citral is added to cosmetics and consumer products as a fragrance (for citrus
scent). Geranial and neral are the two isomers which constitute citral.

Several of Accord’'s Members have confirmed that citral is used in cosmetics and consumer
products in Australia, with fairly high concentrations in air care products (over 10%).

While we note that there are other fragrance compounds that are closely related to citral that may
also be used widely (e.g. citrol), Accord had to focus on citral due to the short timeframe for
comments and the large number of agenda items. Accord requests that any scheduling decisions
made should reflect the fact that industry may not have had sufficient time to consider the impact
of scheduling decisions on all derivatives of citral and other substances on the agenda.

Accord notes that in the EU and the USA citral must be disclosed on the label of cosmetic
products when used in rinse-off products at concentrations greater than 0.01% and in leave on
products at concentration greater than 0.001%. This recognises that citral can cause allergic
reactions in some individuals. We also note that there appear to be no restrictions on neral or
geranial, or citral when used in consumer products.

The IFRA Standard restricts the use of citral in some consumer products and cosmetics.
We note once again that the use of the scheduling process for fragrances and flavours is

inefficient. We therefore support a separate discussion on the controls of fragrance and flavours
rather than commenting on each individual fragrance and flavour.
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ACCS meeting: November 2013

Benzidine-based dyes

Accord notes that benzidine and its salts are already controlled by workplace regulators in all
States and Territories that have adopted the Model Work Health and Safety legislation.
Benzidine and its salts are listed in the Prohibited carcinogen table (Table 10.1) of Schedule 10
(Prohibited carcinogens, restricted carcinogens and restricted hazardous chemicals) of the Model
Work Health and Safety Regulations. As such, we do not believe that it is necessary to include
benzidine and its salts in Schedule 7.

We do not believe that benzidine or its salts are being used in any formulated chemical products
in Australia. On this basis, and based on the hazard posed by the substance, Accord supports
including benzidine and its salts (excluding derivatives) in Appendix C with a scheduling cut-off of
0.1% to align with the Model Work Health and Safety Regulations.

Accord however does not support including all benzidine derived dyes in Appendix C. We note
that the NICNAS IMAP tier Il report includes several benzidine derived dyes that are considered
to pose similar risks to benzidine and its salts. We also note that there are a number of other
dyes that are derivatives of benzidine that have not been considered by NICNAS including 3,3'-
dichlorobenzidine (CAS# 91-94-1), o-tolidine (2,2'-dimethyl-4,4’-benzidine, CAS# 119-93-7), o-
dianisidine (2,2'-dimethoxy-4,4’-benzidine, CAS# 119-90-4) and 3,3,4,4'-
tetraaminodiphenyl (CAS# 91-95-2). Unlike benzidine and its salts, these substances are not
included in Schedule 10 of the Model Work Health and Safety Regulations. Accord also notes
from our quick search of available information, that while they are structurally related, not all of
the derivatives appear to pose the same carcinogenicity concerns.

Accord also notes that certain benzidine dyes are allowed to be used in cosmetics.

We are concerned that an Appendix C Scheduling entry for all benzidine derived dyes will have
unintended consequences of banning currently useful substance, without properly considering
the risks and benefits of their uses. For example, Accord is aware that Pigment Yellow 12, a
benzidine based dye is currently used in Australia in temporary hair dyes and is permitted in
cosmetics in other countries. Benzidine orange (or pigment orange, C.l. 21110) is also used in
cosmetics in other countries such as Japan.

In 2010 the US EPA ran a screening level hazard characterisation of another benzidine based
dye (Pigment Yellow 14) as part of the High Production Volume (HPV) Challenge Program®. We
would therefore assume that there is at least one benzidine based dye that is used in high
volume in USA and presumably elsewhere, possibly including Australia.

Accord suggests the following wording:

Apppendix C

Benzidine excluding derivatives except in preparations containing 0.1 per cent or less benzidine.

4 http://ww.epa.gov/hpvis/hazchar/5468757 C1%20Pigment%20Y ellow%2014 March2010.pdf
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ACCS meeting: November 2013

C11-Ci15-secondary, ethoxylayed, oxirane and oxirane, ethyl (oxirane)

Accord is unsure of the substance being proposed for scheduling or the scheduling proposal.

Accord notes that the substance name does not appear to make sense i.e. does not represent a
sensible chemical structure.

The substance name “C11-C15- secondary, ethoxylated, oxirane and oxirane, ethyl (oxirane)”
does not make sense for a number of reasons. Firstly, “ethoxylated” means reacted with oxirane
(synonym for oxirane is ethylene oxide). We initially thought oxirane may have been accidentally
repeated but noticed that “oxirane, ethyl” which we assume refers to butylene oxide, is not
referenced in the substance name (e.g. butoxylated). Further the word “secondary” should refer
to an alkyl chemical structure like alcohols e.g. secondary ethoxylated alcohol — this does not
appear to be the case.

Accord has already raised this issue with the Scheduling Secretariat prior to making this
submission, and has been informed that our comments have been passed on to the Delegate and
NICNAS. We assume from this that the scheduling proposal originated from NICNAS, possibly
from the IMAP process. Accord notes that there are a number of IMAP tier Il reports related to
ethoxylated, and ethoxylated and propoxylated alcohols. However we note that none of these
appear to be identified as secondary alcohols, and none of them are butoxylated.

More intriguingly, the Scheduling proposal linked to this substance appears to relate only to
oxirane and not ethoxylated alcohols. This is particularly strange as oxirane is already scheduled
as an S7 chemical by its synonym ethylene oxide. The proposal is suggesting S6 inclusion
without any reference to the existing S7 entry which does not have a cut-off for scheduling.

We are unsure whether this is a badly worded down-scheduling proposal for ethylene oxide, or
simply an error.

Accord is interested in any scheduling proposals for ethoxylated alcohols or scheduling
amendment proposals for ethylene oxide. However, we strongly urge the Scheduling Committee
to seek comments again with a substance name that makes sense and a scheduling proposal
that links with the substance name, rather than relying on the input from stakeholders on the
notice for scheduling published in October.
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ACCS meeting: November 2013

Diethylene glycol monobutyl ether

Accord notes that the scheduling proposal for diethylene glycol monobutyl ether (INCI name
butoxydiglycol) relates to the addition of first aid instructions, warning statements and general
safety directions.

While the scheduling proposal is unclear on the appropriateness or otherwise of the current
scheduling cut-off for butoxydiglycol, based on the NICNAS IMAP report on the substance Accord
has assumed that there were no concerns raised with the current scheduling exemption for
products containing 10% or less butoxydiglycol.

Information we have received so far indicates that butoxydiglycol is used in concentrations less
than 10% in most consumer and cosmetic products.

Accord is unsure of the new first aid, warning and safety directions being proposed and the
reasons for these. It is our understanding that companies that are using this substance at above
10% in their formulation are providing appropriate statements on the label to enable safe use of
their products. This is only to be expected for products carrying the “CAUTION” signal heading.

If specific first aid, warning and safety directions are considered necessary, we believe there
needs to be further consultation with industry including the proposed specific statements to
ensure that the impact on companies using this substance is minimised (need for new
artwork/template, relabelling, etc.).
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ACCS meeting: November 2013

Ethylene glycol monomethyl ether

Accord seeks clarification from the Scheduling Committee and the Delegate whether the schedule
entry for ethylene glycol monoalky ether also applies to diethylene glycol monoalkyl ethers. We
note that the derivative rule may mean that the diethylenes are captured by the ethylene schedule
entry.

This would also explain the scheduling proposal. We believe that the proposal was put forward
by NICNAS from the IMAP process. However, Accord was unable to find an IMAP report for
ethylene glycol monomethyl ether. There was however an IMAP report for diethylene glycol
monomethyl ether, and we believe this scheduling proposal reflects the recommendations from
that IMAP report.

Feedback from Members and our international sister organisations is that ethylene glycol
monomethyl ether is not used in cosmetics. Accord supports addition of ethylene glycol
monomethyl ether for cosmetic use in Appendix C.

While we suspect that diethylene glycol monomethyl ether is also not used in cosmetics (as it is
also on the prohibited list in the EU Cosmetics Directive), Accord respectfully suggests that if
diethylene glycol monomethyl ether is captured by the ethylene glycol monomethyl ether entry,
that this be made clear in the Delegate’s Interim Decisions as a minimum to allow comments from
companies that are potentially impacted.
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Mercaptoacetic acid

It is Accord’s understanding that mercaptoacetic acid is used in hair straightening, perming and
colouring products as well as depilatory products. We also understand that the substance has
industrial use as a corrosion inhibitor.

Accord notes that mercaptoacetic acid (or thioglycolic acid) is not currently scheduled. However,
it is in Annex Il (restricted use) of the EU Cosmetics Directive. The safety of mercaptoacetic acid
has also been reviewed by the Cosmetic Ingredients Review (CIR) panel. The CIR conclusion
was that thioglycolic acid is “safe for use in hair straighteners permanent waves, tonics,
dressings, and so forth, wave sets, other noncoloring hair products, and hair dyes and colors, at
concentrations up to 15.2%; hairdressers should avoid skin contact and minimize consumer skin
exposure; safe for use in depilitories when formulated to be non-irritating under conditions of
recommended use”.

Accord tentatively supports scheduling of mercaptoacetic acid (with cross reference to thioglycolic
acid in the index) as S6 with exemptions for cosmetic products containing 15.2% or less
mercaptoacetic acid.

Accord proposes the following wording:

Schedule 6

Mercaptoacetic acid except in cosmetics containing 15.2 per cent or less mercaptoacetic acid.
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Methanol

Accord understands that the scheduling proposal for methanol arises from the NICNAS IMAP
process. As far as we are aware, there has been no significant new information put forward in the
IMAP process to suggest that the current scheduling of methanol is inappropriate. We
understand that IMAP simply looked at the EU Cosmetics Directive and suggested aligning with it.

Accord does not agree with this approach to adopting the EU Cosmetics Directive. In the EU,
cosmetic ingredients do not go through a pre-market approval process. The Cosmetics Directive
is there to provide “boundaries” to limit or prohibit the use of substances that have sufficient
evidence to suggest that they may be harmful when used in cosmetics. In this, its role is not
dissimilar to the Schedule system except for much narrower scope.

In Australia, NICNAS assesses all new cosmetics ingredients unless they meet the exemption
criteria. NICNAS is also currently tasked with assessing all chemical substances on AICS
including those used in cosmetics. NICNAS can then refer the substance (either through the new
or existing chemicals process) to the Scheduling process for risk management controls.

Where we currently have controls in place in Australia through scheduling and there is no
evidence to suggest that it is inadequate, there is no case for a re-scheduling proposal. It is
simply not good enough to state that the EU Directive has different controls.

Accord is not opposed to adopting an EU style Cosmetics Directive. However we should not
have to comment on each and every cosmetic substance on the EU Directive through the IMAP
and Scheduling processes. This is highly inefficient.

If it is the policy decision that an EU style Cosmetics Directive should be implemented in Australia
then this should follow a proper reform process, including cost/benefit considerations. It must
also be remembered that ingredients are not assessed pre-market in the EU.

Accord notes that methanol is used in Australia in both cosmetics and consumer products, but in
most cases (particularly in cosmetics) is present as a denaturant in ethanol. As far as we are
aware, there have been no concerns raised with the current scheduling controls.

Accord does not support the proposed amendment to methanol scheduling.
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Pentanoic acid, 3-methyl-2-oxo-, ethyl ester

While Accord understands that this substance was assessed by NICNAS and added to the
Australian Inventory of Chemical Substances (AICS) in April 2013, we have no further information
on this substance.

Accord notes that it can be difficult for industry to identify chemicals used in their products,
particularly for cosmetics, when the common name for the substance is not made available.
While we understand that this substance may be an industrial chemical, if consideration of the
substance includes its use in cosmetics and consumer products, we request that the INCI name
and common name of the substance be made available for further comments.
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Sulfites - i.e. salts of sulfurous and disulfurous acids

Accord does not believe that sulfites require scheduling controls when used in cosmetics.

Sulfites are naturally occurring in food and are also commonly added to food as preservatives.
We understand that sulphites are also used in medicines. We do not believe sulphites in
cosmetics can be considered in isolation without considering the prevalent nature of sulphites in
foods we eat, beverages we drink and medicines we take.

While we understand that there are a significant number of individuals with sulfite allergies, we
also note that serious reactions to sulfites are rare and ingredient labelling disclosure (required by
the Australian Competition and Consumer Commission) should inform those individuals suffering
from sulfite allergies.

Accord does not support scheduling of sulfites.
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Tetrahydrofuran

Tetrahydrofuran is a commonly used industrial solvent. While we understand that tetrahydrofuran
may be used in consumer products, Accord has not received any feedback from Members that it
is currently being used in Australia.

While Accord notes that tetrahydrofuran is an irritant, we are unsure whether it is more irritating
than other organic solvents. All organic solvents are irritating because they de-fat the skin.

Accord does not believe that tetrahydrofuran or other organic solvents require scheduling
controls. However, if any scheduling is considered necessary for tetrahydrofuran, we believe that
the ACCS and the Delegate should cast the net wider and capture all organic solvents for their
irritation potential. This would also require further consultation and consideration of the impact on
industry.

Any scheduling consideration should also be limited to tetrahydrofuran (and any other solvents)

rather than to salts and derivatives to ensure that other substances are not inadvertently captured
e.g. a number of fragrances are derivatives of tetrahydrofuran.
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Triethanolamine

Triethanolamine (TEA) is widely used in cosmetics, consumer products and in industrial
applications. In cosmetics and consumer products, TEA is used as a neutralising agent/pH
adjustor.

Accord notes that the Scheduling proposal includes consideration of tattoo removal “cosmetics”
applied intradermally. As cosmetics cannot be applied intradermally (by definition cosmetics can
only be applied to intact skin) we believe that this consideration should go to the ACMS. We have
no comments on intradermal application of TEA.

TEA is currently included in Schedule 5. The entry reads:

Triethanolamine (excluding its salts and derivatives) except in preparations containing 5
per cent or less triethanolamine.

Accord understands that the main concern for TEA is the irritation potential. Based on the
information in the NICNAS IMAP report on TEA, Accord deduces that irritation is likely to be
induced by chemical reaction between TEA and the skin and eyes rather than through other
mechanisms e.g. TRPV1 receptor agonist. The irritation potential should therefore relate to the
un-neutralised TEA and not the salts of the TEA, which we believe was also the rationale for the
current schedule entry.

It is Accord’s view that re-scheduling of TEA is unwarranted. We are unaware of any concerns
raised with consumer or cosmetic products containing TEA with the current scheduling controls.
This may be partly due to TEA being used at levels lower than allowed by current scheduling.

As TEA is used as a pH adjustor, we do not expect that TEA would be present in finished
cosmetic products at high levels. In fact, when we consider the pH scale against TEA
concentration (please see graph next page — from DOW Chemicals information sheet on
ethanolamines®), we believe most cosmetic products are likely to contain well below 1% TEA.

5

http://msdssearch.dow.com/PublishedLiteratureDOWCOM/dh 017d/0901b8038017d302.pdf?filepath=amines/pdfs/no
req/111-01375.pdf&fromPage=GetDoc
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Feedback from some industry members is that determination of the concentration of TEA itself in
a product i.e. not its salts, can be quite difficult. TEA is a weak alkali and its interaction with weak
acids within a formulation can sometimes be hard to determine.

Anecdotally, one of our Members believed that they may have had high levels of TEA in their
products (up to 10%) but the product pH was at around 7 i.e. neutral pH. It was therefore highly
unlikely that TEA was present in the product in its alkaline form. It was only after close scrutiny of
all potential reactions within the formulation that they were able to confirm that TEA was not
present in the product at high levels.

While Accord does not support re-scheduling of TEA, if any re-scheduling was to be considered, it
may be more meaningful to equate pH of the product containing TEA with TEA concentration.
We would however strongly recommend further consultation on such consideration, with a focus
on potential cost to industry, and also seeking appropriate pH cut-off for exemption from
scheduling.
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Trisiloxane, 1,1,1,3,5,5,5-heptamethyl-3-[(trimethylsilyl)oxy]-

Accord understands that the scheduling proposal for trisiloxane, 1,1,1,3,5,5,5-heptamethyl-3-
[trimethylsilyl)oxy]- (better known as methyl trimethicone) arises from the NICNAS New
Chemicals Assessment of the chemical.

Accord has serious concerns with a number of aspects of the NICNAS assessment of methyl
trimethicone and the scheduling proposal from scientific assessment and risk management view-
points.

Accord notes that the human health assessment, particularly the setting of the Margin of
Exposure was based on the No Observed Adverse Effects Level (NOAEL) of “analogues” D4
(octamethylcyclotetrasiloxane) and/or D5 (Decamethylcyclopentasiloxane). We understand that it
was NICNAS’ decision to assign D4 and D5 as “analogues” of methyl trimethicone.

Below is the chemical structure of methyl trimethicone:
CHs CH; CHj
H3C—Si—O—SIi—O—Si—CH3
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&,

And below are the chemical structure of D4 and D5 respectively:
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Accord fails to see the structural similarity between methyl trimethicone and D4/D5. All of these
substances are silicone based and are similar in molecular weight, however this is where the
similarities appear to end.

Without providing scientific justification for assigning D4/D5 as analogues of methyl trimethicone
(e.g. mode of action for D4/D5 is known and it is likely, based on scientific logic that can be
explained, that methyl trimethicone will also trigger the same toxicological response as D4/D5),
the use of D4/D5 data for risk assessment of methyl trimethicone is inappropriate. Accord was
unable to find such scientific justification in the public reports of NICNAS assessments. The only
justification NICNAS put forward for the use of D4/D5 as analogues is that the three substances
have similar molecular weight, water solubility, partition co-efficient and vapour pressure.

If we were to consider all chemicals with similar physicochemical properties mentioned above as
analogues, then n-hexane, benzene and cyclohexane should all be considered carcinogens
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(since benzene is a known carcinogen). Similarly, ethylene glycol and propylene glycol, butanol
and isopropanol would be considered as analogues and therefore to pose similar risks. There are
endless such examples. Clearly this would be a mistake.

The test data for methyl trimethicone is available in NICNAS assessment reports, although not for
all endpoints, and shows that the substance is not irritating to the skin or eyes, not mutagenic or
genotoxic, shows no evidence of being a sensitiser and has low toxicity (the LD50 value for acute
oral toxicity test on rats was >2000 mg/kg).

Based on the information on methyl trimethicone, we do not believe that the substance should be
scheduled.

Accord is also baffled that NICNAS appears to have requested scheduling for methyl trimethicone
but not for D4 or D5. Considering that the data NICNAS put forward to support scheduling of
methyl trimethicone is actually for D4 and D5 it is surprising that there is no mention of D4 or D5
in the scheduling proposal.

Furthermore, while NICNAS used information from the 2010 EU SCCS opinion on D4 and D5°, it
did not consider the conclusions from the same report nor the regulatory controls currently in
place in the EU. The conclusion in the 2010 EU SCCS opinion on D4/D5 was that they do not
pose a risk to human health when used in cosmetic products. It is therefore not surprising that
neither D4 nor D5 are restricted for use in cosmetics in the EU. We are also unaware of any
restrictions in the USA.

Accord does not support scheduling of methyl trimethicone, D4 or D5 based on all available
information on these substances.

® http://ec.europa.eu/health/scientific_committees/consumer_safety/docs/sccs o 029.pdf
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Zinc lactate

Accord notes that the proposal to schedule cosmetic products containing 2.5% or more zinc
lactate has been put forward by NICNAS based on their New Chemicals assessment on zinc
lactate for use in cosmetic toothpaste.

Accord does not believe that lactic acid is of any concern as it is a common, naturally occurring
substance that is often found naturally in food and also added to food. We understand that any
concerns with zinc lactate relate to the potential for over-consumption of zinc. The percentage of
zinc in zinc lactate is approximately 30% (conservatively estimating).

While the International Cosmetic Ingredient (INCI) Dictionary and Handbook lists deodorant
agent, cosmetic astringent and cosmetic biocide as the uses of zinc lactate, we understand that it
is rare for zinc lactate to be used in cosmetics, based on information provided to us by our sister
organisation in the USA (they have one reported use of zinc lactate in a product).

Zinc is used in food as an acceptable mineral additive (See Food Standards Australia and New
Zealand (FSANZ) Standard 1.3.1°). Zinc lactate is also specifically mentioned in the FSANZ
Standard 2.9.5%. Zinc lactate is also used in complementary medicines.

Based on the Notes of Guidance for Testing of Cosmetic Ingredients and Their Safety Evaluation
8" revision published by the Scientific Committee of Consumer Safety (SCCS) in 2012°, the
estimated daily exposure to toothpaste for adults is 2.75g9. The SCCS report also estimates that
approximately 5% of the toothpaste will be “retained” once dilution and rinsing is factored in i.e.
the “daily dose” of toothpaste for adults is 137.5mg.

Currently medicines containing zinc compounds for human internal use in preparations with a
recommended daily dose of 25mg or less zinc are excluded from scheduling requirements.
Between 25mg and 50mg, the preparations are exempted when compliant with the requirements
of the Required Advisory Statements for Medicine Labels.

If we are to consider limiting zinc to 25mg or less per day, the toothpaste can contain up to 60%
zinc lactate. We do not believe that a substance used as a deodorant/biocide is likely to be used
in the product at such high levels.

The product notified to NICNAS contained 2.5% zinc lactate, or approximately 0.75% zinc. At this
level, even if dilution factors are not taken into account i.e. the full average daily amount of
toothpaste used (2.75q) is ingested, the zinc taken from toothpaste would be below 25mg
(approximately 20mg).

Given that medicines containing zinc compounds that are intended to be ingested are
unscheduled when the daily dose of zinc is 25mg less, based on the information above, it is
Accord'’s view that zinc lactate as an ingredient in cosmetics does not require scheduling.

7 http://www.comlaw.gov.au/Series/F2008B00614
8 http://www.comlaw.gov.au/Details/F2013C00147
% http://ec.europa.eu/health/scientific_committees/consumer_safety/docs/sccs s 006.pdf

Page 20 of 21






ACCS/ACMS joint-meeting: November 2013

Cosmetic use and personal care use

Accord provided comments to the Delegate’s Interim Decisions for iodocarb and cocoyl glycinate
from the July 2013 ACCS meeting agenda. In our comments, we sought clarification on the
differentiation between “cosmetic” and “personal use” products, noting that the term “personal
use” was being used for the first time in the Poisons Standard.

While there are no definitions for “cosmetic” or “personal use” in the Poisons Standard, the term
“cosmetic” is currently used in the Poisons Standard. Also, the definition for “cosmetic” exists in
other legislation and is well understood by industry.

The definition of “cosmetic” is provided in the Industrial Chemical (Notification and Assessment)
Act 1989 (Cth):

cosmetic means:
(a) asubstance or preparation intended for placement in contact with any external part of the
human body, including:
(i) the mucous membranes of the oral cavity; and
(ii) the teeth;
with a view to:
(iii) altering the odours of the body; or
(iv) changing its appearance; or
(v) cleansing it; or
(vi) maintaining it in good condition; or
(vii) perfuming it; or
(viii) protecting it; or
(b) a substance or preparation prescribed by regulations made for the purposes of this
paragraph;
but does not include:
(c) atherapeutic good within the meaning of the Therapeutic Goods Act 1989; or

(d) asubstance or preparation prescribed by regulations made for the purposes of this
paragraph.

The Trade Practices (Consumer Product Information Standards) (Cosmetics) Regulations 1991
(Cth) made under the Trade Practices Act 1974 (Cth) also defines “cosmetic product”:

cosmetic product means a substance or preparation intended for placement in contact
with any external part of the human body, including:
(@) the mucous membranes of the oral cavity; and
(b) the teeth;

with a view to:

(c) altering the odours of the body; or

(d) changing its appearance; or

(e) cleansing it; or

(F) maintaining it in good condition; or

(9) perfuming it; or

(h) protecting it.



The Trade Practices (Consumer Product Information Standards) (Cosmetics) Regulations 1991
(Cth) exempts the following from the requirements of the regulations:

(@) therapeutic goods within the meaning of the Therapeutic Goods Act 1989; or
(b) free samples of a cosmetic product; or
(c) testers of a cosmetic product.

Accord notes that while the wording may be slightly different, two definitions, “cosmetic” in the
Industrial Chemical (Notification and Assessment) Act 1989 (Cth) and “cosmetic product” in the
Trade Practices (Consumer Product Information Standards) (Cosmetics) Regulations 1991 (Cth)
are consistent.

Accord suggests adopting the simpler definition of “cosmetic” into the Poisons Standard. i.e.

cosmetic means a substance or preparation intended for placement in contact with any
external part of the human body, including:

(@) the mucous membranes of the oral cavity; and
(b) the teeth;

with a view to:

(c) altering the odours of the body; or

(d) changing its appearance; or

(e) cleansing it; or

(F) maintaining it in good condition; or

(g) perfuming it; or

(h) protecting it.

If the Scheduling Committees believe that there is a need to distinguish the difference between
cosmetic products and therapeutic goods that may also have cosmetic function e.g. therapeutic
toothpastes, Accord suggests adding the following statement:

but does not include a therapeutic good within the meaning of the Therapeutic Goods Act 1989.

If the above definition of “cosmetic” is adopted, then we do not believe there is a need to adopt a
definition for “personal care”, as we are unaware of “personal care” products that would not meet
the above definition of “cosmetic” that are relevant for scheduling purposes.

Further we could not support the introduction of a new definition for “personal care” to be set in
the Poisons Standard, a legislative instrument, without first assessing the potential for wider
impact. As the use of the term “cosmetic” has demonstrated, where the definition of a term does
not exist in the relevant legislation, the definition can be “borrowed” from another source,
particularly if that definition is well known.

We therefore strongly urge the Committees to consider setting the definition for “cosmetic” and
not for “personal care”.



ACCS/ACMS joint-meeting: November 2013

Ethanol, 2-(dimethylamino)-

Accord notes that ethanol, 2-(dimethylamino)- (otherwise known as dimethylaminoethanol
(DMAE) or deanol) has both therapeutic and non-therapeutic uses.

We understand that the Schedule 4 entry for deanol was initially concerned with orally ingested
medicine for treating attention deficit-hyperactivity disorder, Alzheimers’s disease, autism. We
understand that there is some research showing that deanol may be transformed in the liver into
choline and acetylcholine.

While we have had no reports of Australian industrial uses of deanol, we understand that
internationally dimethylaminoethanol is used:

¢ in water-reducible coating formulations,

¢ as a raw material to make dimethylaminoethyl methacrylate, and

e as a corrosion inhibitor in boiler water condensate return lines.

It is also our understanding that salts and derivatives of deanol e.g. dimethyl aminoethanol
tartrate and dimethylaminoethyl ceterate are used in cosmetics (skin and hair conditioning
agents).

Accord therefore supports amendments to the Schedule 4 entry of deanol to exempt industrial,
cosmetic and topical therapeutic (e.g. sunscreens) uses of deanol and its derivatives from
scheduling.

Accord suggests the following wordings:

Deanol for therapeutic use excluding topical therapeutic use.



ACCS/ACMS Joint-meeting: November 2013

Salicylic acid

Accord notes that the scheduling proposal for salicylic acid includes amendments to the current
Schedule 3 and 4 entries for salicylic acid. We were only able to locate a Schedule 3 entry for
salicylic acid — Accord requests confirmation that there are no other entries for salicylic acid, and
the proposal relates only to the amendment of the Schedule 3 entry and creation of a potential
new Schedule 5 entry.

We note that a Schedule 4 entry exists for aspirin, a derivative of salicylic acid (acetylsalicylic
acid). We believe this may have been the basis for the confusion caused, although we also note
that there are Schedule 2, 4, 5 and 6 entries for aspirin. To remove any confusion, Accord
suggests amending the current salicylic acid schedule entry to exclude aspirin (noting that salts
and esters of salicylic acids have similar properties to salicylic acid).

The purpose of the proposed scheduling amendment appears to be alignment the Australian
cosmetic use of salicylic acid with that of the EU. This proposal appears to be based on the
NICNAS IMAP tier Il report on salicylic acid and its salts, which in turn is based on the information
in the 2001 Opinion of the Scientific Committee on Cosmetic Products and Non-Food Products
intended for Consumers (SCCNFP).

Accord notes that the SCCNFP was requested to respond to two specific questions. These were:

1. Concerns the evaluation of the safety of salicylic acid for other specific nonpreservative
purposes: leave-on formulations (face and general creams) and rinse-off products (make-
up removers, shower gels, shampoos and hair conditioners) at a level of 2 %, leave-on
hair care products at 1 % salicylic acid level and the use of salicylic acid as a preservative
in other cosmetic products at the 0.5 % concentration.

2. Can salicylic acid and its salts safely be used for non-preservative purposes in cosmetic
rinse-off hair products at a maximum concentration of 3 %?”

The SCCNFP responded to these questions, and stated its opinion:

“On the bases [sic] of the information provided for consideration, the SCCNFP considers
that salicylic acid is safe for “other uses” than as a preservative, at a concentration up to
2.0 % for the leave on and rinse-off cosmetic products and at a concentration up to 3.0 %
for the cosmetic rinse-off hair products.”

The opinion reached by the SCCNFP is therefore predicated on the question it was requested to
answer.

We note that the margin of safety was calculated based on the following scenario:

NOAEL value of 75mg/kg bw/day (rat oral teratogenicity study),

Body weight of 60 kg,

Maximum skin absorption rate of 20% (regardless of whether the product is leave on or
rinse-off), and

Daily use of a range of products all containing the maximum amount of salicylic acid being
considered i.e. hand cream (2%), face cream (2%), leave on hair product (1%), shampoo
(3%), other rinse-off products (2%) and all other cosmetics (0.5% as preservative).

This is a very conservative scenario. Firstly, it is unlikely that the maximum absorption rate of
20% will be reached for all products, particularly rinse-off products. Secondly, it is unlikely that all



the products will contain the maximum allowed levels of salicylic acid. Thirdly, the quantity of “all
other cosmetics” containing salicylic acid as a preservative used daily is given as 12g. This is a
fairly large quantity — equivalent to approximately three to four whole lipsticks. Further, it is highly
unlikely that any individual will use the full range of cosmetics detailed in the SCCNFP opinion, all
containing salicylic acid, daily.

Even so, the margin of safety for the scenario was calculated to be 133.

Accord does not believe that the SCCNFP opinion provides an appropriate basis for the proposed
Scheduling amendment because it is too conservative, and it was responding to a specific
guestion of using salicylic acid at a maximum concentration of 3% in any cosmetic product.

It is Accord’s view that we should be looking at the Australian history of use for salicylic acid, and
whether current scheduling conditions have caused any cause for concern. As far as we are
aware, there have been no concerns raised with the current scheduling of salicylic acid. Even in
the IMAP report, we note that NICNAS is merely suggesting that we align with the EU rather than
being critical of the current scheduling and its outcomes.

If we were to consider international harmonisation, we must also consider our other close trading
partner, the USA. It is our understanding that there are no limitations placed on the use of
salicylic acid in cosmetics in the USA. It is our understanding that at the February 2000 meeting
of the Cosmetic Ingredient Review (CIR) Expert Panel, the Panel reached the tentative
conclusion that the use of salicylic acid related substances in cosmetics is "safe as used when
formulated to avoid irritation and when formulated to avoid increased sun sensitivity".

We note that this is a different focus to the SCCNFP opinion which focussed on the NOAEL value
for teratogenicity.

Given these considerations, Accord respectfully suggests maintaining status quo for salicylic acid
scheduling.






(a) the mucous membranes of the oral cavity; and
(b) the teeth;

with a view to:

(c) altering the odours of the body; or

(d) changing its appearance; or

(e) cleansing it; or

(f) maintaining it in good condition; or

(g) perfumingit; or

(h) protecting it.

The definition in the Trade Practices (Consumer Product Information Standards) (Cosmetics)
Regulations 1991 provides for the following exemptions from the requirements:

(a) therapeutic goods within the meaning of the Therapeutic Goods Act 1989; or
(b) free samples of a cosmetic product; or
(c) testers of a cosmetic product.

The Industrial Chemical (Notification and Assessment) Act 1989 (section 5) defines “cosmetic” as
follows:

cosmetic product means
(a) a substance or preparation intended for placement in contact with any external part of
the human body, including:

(i)the mucous membranes of the oral cavity; and

(i) the teeth;

With a view to:

(iii) altering the odours of the body; or

(iv) changing its appearance; or

(v) cleansing it; or

(vi) maintaining it in good condition; or

(vii) perfuming it; or

(viii) protecting it; or
(b) a substance or preparation prescribed by regulations made for the purposes of this
paragraph;
But does not include:
(c) a therapeutic good within the meaning of the Therapeutic Goods Act 1989; or
(d) a substance or preparation prescribed by regulations made for the purposes of this
paragraph.

The Therapeutic Goods Act 1991 defines therapeutic use:

therapeutic use means use in or in connection with:

(a) preventing, diagnosing, curing or alleviating a disease, ailment, defect or injury in
persons; or

(b) influencing, inhibiting or modifying a physiological process in persons; or

(c) testing the susceptibility of persons to a disease or ailment; or

(d) influencing, controlling or preventing conception in persons; or

(e) testing for pregnancy in persons; or

(f) the replacement or modification of parts of the anatomy in persons.

Although the definition of “cosmetic” in the Trade Practices (Consumer Product Information
Standards) (Cosmetics) Regulations 1991 is substantially similar to that provided in the Industrial
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Chemical (Notification and Assessment) Act 1989 in that both definitions exclude therapeutic goods,
there is a key difference in that the definition in the Trade Practices (Consumer Product Information
Standards) Regulations 1991 pertain mainly to labelling standards, accounting for the exclusion of
samples and testers from the definition.

The definition of “cosmetic” in the Industrial Chemical (Notification and Assessment) Act 1989 is
more relevant in defining the nature of a cosmetic and does not exclude samples and testers,
therefore ASMI’s preference is for this definition to be used in the Poisons Standard Part 1.

ASMI notes that unlike “cosmetic”, the term “personal care” and “personal care use” is not
currently used in the existing legal framework. For this reason, ASMI sees no need to introduce
this new term as the existing entries of the Poisons Standard will not relate to it.

If a strong rationale exists for the introduction of a definition for “personal care use”, then this
should be provided to stakeholders together with the proposed definition and the opportunity for
further consultation should be provided.

Ethanol 2-{dimethylamino)- Proposal to include ethanol,2{dimethylamino)- in Schedules 5 or 6
and to make relevant amendments to the current Schedule 4 entry for deanol

Deanol for therapeutic use

ASMI notes that there is one export only listing for a product containing deanol and that there are
no registered products containing deanol on the ARTG. Deanol is mentioned in the medical
literature as a precursor to acetylcholine?, thought to have uses for the treatment of childhood
hyperactivity, autism and behavioural disorders. There are no recent citations for the use of the
substance for these conditions and most publications date from the 1960s and 1970s.

ASMI believes that the current scheduling for deanol (Schedule 4) is appropriate.

Ethanol, 2-(dimethylamino)- for non-therapeutic use
A brief review of the literature shows that some substances related to ethanol, 2-(dimethylamino)
have uses in the cosmetics industry as well as industrial uses.

In order to accommodate other non-therapeutic uses for deanol and its salts and derivatives,
ASMI would have no objection to the current Schedule 4 entry to be amended to read “Deanol for
therapeutic use” or similar.

Salicylic acid — Proposal to amend the current Schedules 3 and 4 entries for salicylic acid and
possibly create a new Schedule 5 entry to align with EU restrictions on the use of salicylic acid in
cosmetics to a maximum concentration of 3%

ASMI notes that the Poisons Standard has one Schedule 3 entry for salicylic acid, for salicylic acid
for dermal use except in preparations containing 40% or less of salicylic acid. There is no Schedule
4 entry for salicylic acid.

The ARTG includes salicylic acid in many therapeutic goods for a range of uses that include:

e Preparations for treatment of warts — contain salicylic acid up to 17%
e Preparation for treatment of cradle cap — contains salicylic acid 6%

' Lewis JA, Young R. Deanol and methylphenidate in minimal brain dysfunction. Clin Pharmacol Ther
1975;17(5): 534-540
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e Keratolytic ointments and creams — contain salicylic acid 2% to 5% (approximately)

e Shampoos for scalp conditions such as seborrhoeic dermatitis — contain salicylic acid 2%
e Antifungal preparations — contain salicylic acid 4%

e Mouth ulcer paints and gels — contain salicylic acid 2% approximately

The ARTG also has entries for registered products containing triethanolamine salicylate at
concentrations of 100 mg/g to 150 mg/g, used for the relief of muscle aches and pains due to
arthritic and rheumatic conditions.

Most of the therapeutic goods mentioned above are currently unscheduled.

There is no evidence of safety concerns with these types of products. They are regulated
appropriately by the TGA.

ASMI believes that there should be no change to the regulation of these products and the current
Schedule 3 entry for therapeutic goods containing salicylic acid is appropriate.

ASMI has concerns about the proposal for a Schedule 5 entry with an exemption for cosmetic use
in concentrations up to 3%. In an attempt to apply a maximum cosmetic use for the substance,
there may be an unnecessary and inappropriate impact on therapeutic products.

ASMI feels strongly that:

e The current scheduling of therapeutic goods that contain salicylic acid is appropriate and
the status quo should be retained;

e |f any changes are required to set an upper limit for salicylic acid content of cosmetics, the
wording of the schedule entry should be carefully drafted to apply only to cosmetics and
to ensure that there is no impact on therapeutic goods;

Conclusion

As an industry representative, ASMI is a key stakeholder in scheduling matters and appreciates the
opportunity to comment on the scheduling proposals to be considered by the joint ACCS/ACMS
November 2013 meeting.

ASMI supports the inclusion of a definition for a cosmetic in Part 1 of the Poisons Standard, and
feels that the current definition provided by the Industrial Chemical (Notification and Assessment)
Act 1989 is the most appropriate. Any definition of a cosmetic should exclude therapeutic goods,
as defined in the Therapeutic Goods Act 1989. In principle, ASMI is supportive of a definition that
is aligned with relevant existing legislation.

There is no currently applicable definition of personal care use in any related legislation. ASMI
therefore believes that any proposed definition of “personal care use” should be provided to
stakeholders and separately consulted.

ASMI believes that the scheduling of deanol and salicylic acid is appropriate and the status quo
should be retained. However, use of these substances for cosmetic and industrial purposes is
outside the scope of ASMI representation. Any proposals for scheduling amendments that may be
required to accommodate these products should be carefully considered and drafted in such a
way that the wording is clear and that there is no consequential impact on scheduling of
therapeutic goods.
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Comments on Proposed Amendments

B s considered the proposed amendments to the SUSMP of relevance to
community pharmacy, with particular reference to Section 52E(1) of the Therapeutic
Goods Act 1989. We provide comments for the following proposed amendments in line
with the rationale for our position provided above:

* Proposal for a new Schedule 3 entry for esomeprazole in oral preparations
containing 20mg or less per dosage unit for the relief of symptoms for gastro-
oesophageal reflux (heartburn) and symptoms of gastro-oesophageal reflux
disease in packs containing not more than 14 days’ supply.

* Proposal to either amend the current Schedule 3 entry or create a new Schedule 2
entry for macrogols when in liquid concentrate preparations for oral use in adults
and children over 12 years of age for laxative use, with a potential inclusion of a
concentration cut off and/or limited pack size.

1. Esomeprazole — Proposal for a new Schedule 3 (S3) entry for oral preparations
containing 20mg or less in packs containing not more than 14 days supply

Esomeprazole is a proton pump inhibitor (PPIs) that has been available for many
years on the Australian market as a Prescription Only Medicine for the treatment of
acid-related gastrointestinal (GI) disorders. Four other PPIs, pantoprazole,
omeprazole, lansoprazole and rabeprazole have also been available and are now listed
as a Schedule 3 medicine in the Standard for the Uniform Scheduling of Medicines
and Poisons (SUSMP), for low dose products for the relief of heartburn and other
symptoms of gastro-oesphageal reflux disease (GORD), in packs containing no more
than 14 days’ supply.

Although GORD has not been declared a National Health Priority Area, it causes a
high disease burden on the Australian community. Knox et al. (2008) estimate the
prevalence of GORD in Australia to be over 9 per cent of the general population
which equates to 2 million being affected by this condition.” The estimated
prevalence of GORD in the Australian community is similar to that of osteoarthritis,

: 10
asthma or depression.

Studies have shown the use of PPIs in the management of
GORD and other gastric related disorders has dramatically improved the options and

welfare of patients."" As such, greater access to such products is important.
Comparison to other PPIs

Esomeprazole has been shown to demonstrate a superior
pharmacokinetic/pharmacodynamic profile than the racemic product omeprazole.'’
Esomeprazole is rapidly absorbed in both healthy adult populations and GORD
patients, has a good tolerability profile and low potential for drug interaction. "
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Supply Pack Size

Consistent with our previous positions on PPs, |l surports pack sizes
containing no more than 14 days’ supply. || belicves availability for a
maximum of a fortnight is consistent with the intent of the down-scheduling
proposal to increase consumer access to PPIs for short-term relief of acute heartburn
and GORD symptoms.

This supply pack size is also consistent with evidence that recommends that OTC
PPIs should not be used for more than 4 weeks without consulting a doctor and if
symptoms are not relieved within 2 weeks of continuous treatment, a doctor should

also be consulted. ™

While consumers can purchase two packs of 14 in a single transaction, such requests
would prompt questions from a pharmacist to ensure safe and responsible use.

Recommended dosage rates and long term exposure

The tolerability and safety of esomeprazole has also been shown to be comparable to
other PPIs.” Short-term tolerability has been documented in GORD at doses of 20-
40mg/day." Considering the scheduling proposal is for oral preparations containing
20mg or less per dosage unit, this is well within the limits of average tolerability.

Side effects

The most common adverse events reported in treatment for esomeprazole are
headaches, diarrhoea and nausea.'” However, the overall safety of esomeprazole
indicates a safe tolerability profile in both paediatric and adult patients over short-
and long-term periods of evaluation.'®

Recommendation

Studies have shown esomeprazole to have a similar safety proposal compared to
other PPIs such as omeprazole, while offering superior efficacy outcomes. As noted,
most of the other PPIs are already available as Pharmacist Only (S3) medicines.
Consequently, |l suprports the proposal for a new Schedule 3 entry for
esomeprazole in oral preparations containing 20mg or less per dosage unit for the
relief of symptoms for gastro-oesophageal reflux (heartburn) and symptoms of
gastro-oesophageal reflux disease in packs containing not more than 14 days’ supply.
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Constipation

Chronic constipation is a common functional disorder of the gastrointestinal tract,
affecting up to 35 per cent of the general population, and especially the elderly.*
However its definition as perceived by the patient can vary, making it difficult to
understand the problem and self-selecting appropriate therapeutic measures.
Therefore the most effective treatment approach to treating chronic constipation
needs a thorough understanding of a patient’s compliant to enable health
professionals to choose treatment options that are most efficacious for the individual
patient.”’ In patients with no known secondary causes of constipation, conservative
non-pharmacologic treatment measures (such as regular exercise, increased fluid
intake, and bowel habit training) are generally recommended as initial treatment
options. **

In elderly populations, constipation is more common with 50 per cent of community-
dwelling and 74 per cent of nursing home residents regularly affected. ” In older
populations, constipation may have undetlying causes such as loss of mobility, side
effects from medications, underlying diseases or impaired anorectal sensation. >
Similarly to the general population, a detailed medical history in relation to
medications and co-morbid problems may help identify underlying causes of
constipation.

Recommended Dosage

Several of the aforementioned products on the ARTG that are currently unscheduled,
contain significantly more than the recommended daily dosage in each packet sachet.
The effective dose of macrogol ranges from 0.7 to 1.5g/kg/day in constipated
patients of any age. In addition, the recommended maximum daily dosage of
macrogol is between 10-20 g/day for adults and children aged 8 years and over. > As
such, patients that only require a mild laxative effect to alleviate general constipation
should only need a small concentration to ameliorate symptoms. It is therefore
questionable whether products that contain significantly higher dosages of macrogol
than the recommended daily dosages should be unscheduled.

With macrogols being freely available from general stores such as supermarkets, it
reduces the likelihood of clinical assessments being undertaken by healthcare
professionals such as pharmacists that would likely identify undetlying causes of
constipation, advising patients regarding the potential development of other
associated chronic conditions and determining the most effective treatment plan. In
these instances, this could result in underlying causes of constipation going untreated,
particularly with high dose products being available to purchase in stores that do not
offer access to trained health professionals.
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faecal loading of the rectum and/or colon confirmed by physical examination of the abdomen
and rectum.”

In addition, Movicol-Half, Movicol Junior and Movicol Junior Chocolate are also indicated for
use in children aged 2 years and above, as follows.

“For effective relief of constipation in adults. For treatment of chronic constipation in adults
and children aged 2 years and older. For resolving faecal impaction, defined as refractory
constipation with faecal loading of the rectum, or the rectum and colon, confirmed by physical
examination of abdomen and rectum, in adults and children aged 2 years and older. For
prevention of recurrence of faecal impaction in children aged 2 years and older. Use in children
2 years and older should be limited to 12 weeks except under medical supervision.”

Movicol Liquid is not indicated for use in children under 12 years of age.

The first Movicol product (Movicol powder for solution sachet) was launched in Australia in
1998, and additional strengths and flavours have followed. Movicol is currently only sold
through pharmacy. It is promoted to both health care professionals and the general public. The
13.125 g (adult) strengths of Movicol are also available as a Pharmaceutical Benefit.

Movicol is both widely prescribed and also recommended OTC by pharmacy staff. In the
calendar year 2012, there were 993,787 PBS prescriptions dispensed for Movicol adult strength
30s, and 490,017 units of Movicol were sold OTC in pharmacies.

Macrogol products are used extensively for the treatment of constipation, and this is supported
by a considerable amount of clinical trial data for both adults and children. They are well
tolerated and have a good safety profile consistent with their unscheduled status in Australia.

Macrogol 3350 with electrolytes is recommended as the first line treatment for constipation in
children and young people! and a Cochrane review?® has found macrogol should be used in
preference to lactulose in both adults and children.

Requlatory History

Movicol Liquid was developed as a convenient dosage option with a new flavour. Movicol
Liquid is a concentrate that must first be diluted with water.

Movicol Liquid was approved by the TGA in July 2013. Movicol Liquid has not yet been
launched in Australia, but has been launched in a number of other countries (Attachment 1).

In all these jurisdictions, within each country, there is no difference in scheduling between
Movicol Liquid and Movicol powder.

As with the rest of the current Movicol range, Movicol Liquid will be sold only through
pharmacy.

G 99 Constipation in children and young people. Diagnosis and management of idiopathic childhood constipation in primary
and secondary care Issued: May 2010. http://guidance nice.org.uk/CG99/Guidance

2 Lee-Robichaud H, Thomas K, Morgan J, Nelson RL, Lactulose versus Polyethylene Glycol for Chronic Constipation Cochrane
Database Syst Rev. 2010 Jul 7;(7):CD007570. doi: 10.1002/14651858.CD007570.pub2.
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The currently marketed Movicol products require reconstitution of powder in water, which can
take up to 3 minutes. Offering patients a liquid formulation which is quicker to prepare would
result in improved patient convenience and compliance.

To prepare a dose of Movicol (powder for oral solution);

e The contents of one Movicol sachet is mixed with 125 mL of water.

To prepare a dose of Movicol Liquid:;

e 25 mL of Movicol Liquid is mixed with 100 mL water to provide a final volume of 125
mL.

When prepared as directed, both contain the same amount and concentrations of macrogol 3350
and electrolytes.

Macrogol Used in Bowel Preps

The proposal before the committee refers to amending the current Schedule 3 entry for
macrogol.

The current schedule 3 entry for macrogol products is;

e MACROGOLS in preparations for oral use for bowel cleansing prior to diagnostic,
medical or surgical procedures.

It should be noted that the doses of macrogol used in bowel preparation products are
considerably higher than those in macrogol laxative products.

One Movicol sachet contains 13.125 g of macrogol, while the amount of macrogol 3350 in a
bowel preparation product such as Moviprep is 200 g.

In 2002 the then NDPSC reviewed a proposal for macrogol 3350 for laxative use to be placed in
schedule 4. Following review, the committee agreed that the unscheduled status of macrogol
3350 laxatives was appropriate on the basis that;

e There were no adverse event reports in Australia associated with laxative use of
macrogol 3350 and sodium picosulfate: and

e There was no evidence associating laxative use of these substances with electrolyte
disturbance, severe gastrointestinal disturbance or misuse.

In the intervening years, Movicol products have been extensively used in the community as
laxatives, and no safety concerns warranting their rescheduling have been raised. We believe
that the introduction of a new dosage form (macrogol liquid concentrate) does not alter the risk
benefit balance. In assessing the appropriate scheduling, the following factors should be taken
into account;

e the risks and benefits of the use of a substance
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The risks and benefits for Movicol Liquid are no different from those for Movicol
powder for oral solution.

the purposes for which a substance is to be used and the extent of use of a substance

The risks and benefits for Movicol Liquid are no different from those for Movicol
powder for oral solution. - expects that some users will switch from Movicol
sachets to the liquid based on convenience to patients and carers, and that this will
particularly occur in nursing homes.

the toxicity of a substance

The risks and benefits for Movicol Liquid are no different from those for Movicol
powder for oral solution. Macrogol 3350 is an inert polymer, and is virtually unabsorbed
from the body. The small amount that may be absorbed is excreted renally. The amounts
of active ingredients are the same, however, there are different excipients in Movicol
Liquid; sucralose, benzyl alcohol, hydroxybenzoates, and orange flavour. All these
excipients are considered suitable for use in unscheduled medicines, and do not justify a
change in scheduling.

the dosage, formulation, labelling, packaging and presentation of a substance

The risks and benefits for Movicol Liquid are no different from those for Movicol
powder for oral solution. - understand there are concerns that patients may think
that Movicol Liquid may be consumed undiluted, but the presentation of the product
makes it very clear that the product must be diluted with water before taking. This is
clearly indicated on the outer carton, bottle label and pack insert (Attachment 2).

Advice to dilute the product before use is prominent on the carton, bottle label and in the
pack insert. The pack inset also contains an illustration that makes it clear how the
measuring cup can be used to add 100 mL of water to 25 mL of Movicol Liquid. The
pack insert also states “It is essential to dilute MOVICOL Liquid as directed. This will help to
reduce any potential risk of dehydration.”

Movicol Liquid concentrate has a very concentrated and salty taste, and this would
discourage a person from drinking it undiluted. If it were to be taken undiluted, there is no
evidence that harm would result.

A review of the [JJij otobal safety database (as at September 2013) has identified
only one report where the product was taken undiluted. There was no adverse event
reported as a result of this undiluted use.

While there are no other macrogol solutions on the market in Australia, [Jij notes
that in Germany, an undiluted macrogol solution is approved for the treatment of
constipation (Dulcolax Balance M liquid), which contains 5 gram of macrogol 4000 in 10
mL of water. Dulcolax M Balance liquid has a neutral taste and the manufacturer advises
that it may be taken without being diluted, but it is recommended to keep hydrated by
drinking a glass of water or other fluids (e.g fruit juices). A copy of the package insert for
this product and an English translation are provided (Attachment 3)
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Overseas Regulatory Status — Movicol Liquid

Country Launched Status Liquid the same as
powder
United Kingdom 1 June 2011 Pharmacy Yes
Ireland 2012 Prescription Yes
Netherlands 1 January 2012 Prescription Yes
Spain 31 January 2012 Prescription Yes
Italy 28 May 2012 Prescription Yes
Portugal 1 February 2012 Pharmacy Yes
Switzerland 10 September 2012 Prescription Yes
Sweden 2012 Pharmacy Yes
Austria 9 March 2012 Pharmacy Yes
Belgium 3 October 2011 Pharmacy Yes
Luxembourg 1 December 2011 Pharmacy Yes
Germany 2011 Pharmacy Yes
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PACKAGE LEAFLET: INFORMATION FOR THE USER

DULCOLAX® M
Balance
liquid

5 g macrogol 4000 in 10 ml water
Solution for oral use
Neutral in taste

Dear Patient,

Please read all of this entire leaflet carefully because it contains important
information about what you need to know about taking Dulcolax® M
Balance liquid. If you have any questions, please ask your doctor or
pharmacist.

What is DULCOLAX® M Balance liquid and what is it used for?

DULCOLAX® M Balance liquid is an osmotic laxative.

DULCOLAX® M Balance liquid is macrogol dissolved in water for use in
acute and chronic constipation in adults and children 2 years of age and
over. Do not use in children under the age of 8 years unless under a
doctor's supervision. If using DULCOLAX® M Balance liquid to treat
chronic constipation, a doctor must determine the cause of the
constipation. DULCOLAX® M Balance liquid is suitable for daily use.

Composition:
10 ml of solution for oral use contains:
5 g macrogol 4000 in dissolved form.

Other ingredients: macrogol 400, citric acid, potassium sorbate (stabilizer),
and purified water.

The solution is neutral in taste, free of aromatics, sugars, alcohol, sodium
chloride and other salts*.
*free of potassium chloride, sodium bicarbonate

DULCOLAX® M Balance liquid is a clear and odourless solution which is
neutral in taste.

Due to macrogol 4000's great capacity to bind to water — comparable to a
liquid sponge — a large volume of fluid can be transported to the bowel,
which softens the hardened stool. DULCOLAX® M Balance liquid
increases the fluid volume in the stool and stimulates natural peristalsis
through the increased stool volume. The active substance macrogol 4000
is not absorbed into the circulatory system or metabolized in the
gastrointestinal tract. The active substance is excreted unchanged.

DULCOLAX® M Balance liquid does not contain any sugars and is
therefore suitable for patients with diabetes or patients who have to follow
a galactose-free diet.

DULCOLAX® M Balance liquid does not contain sodium chloride or any
other salts* and is therefore also suitable for patients who have to follow a
low-sodium diet (e.g., cardiovascular patients).

*free of potassium chloride, sodium bicarbonate

How should DULCOLAX® M Balance liquid be taken?

Always take DULCOLAX® M Balance liquid exactly as indicated in this
leaflet. You should check with your doctor or pharmacist if you are not
sure.

Adults and children aged 8 years over:

If not otherwise prescribed by a doctor, the usual dose is:

20 to 40 ml solution (equivalent to 10 to 20 g macrogol 4000) daily,
preferably taken as a single dose in the morning.

Children aged 4-7 years:
Do not use in children under the age of 8 years unless under a doctor's
supervision.

If not otherwise prescr bed by a doctor, the usual dose is:
16 to 32 ml solution (equivalent to 8 to 16 g macrogol 4000) daily,
preferably taken as a single dose in the morning.

Children aged 2-3 years:
Do not use in children under the age of 8 years unless under a doctor's
supervision.

If not otherwise prescr bed by a doctor, the usual dose is:

8 to 16 ml solution (equivalent to 4 to 8 g macrogol 4000) daily, preferably
taken as a single dose in the morning.

The dose of DULCOLAX® M Balance liquid can be measured using the
included measuring cap. It can be adjusted depending on the desired
effect. The recommended doses can be taken daily or every other day,
depending on individual need.

DULCOLAX® M Balance liquid is neutral in taste and can be taken without
being diluted. After taking this medicine you should drink a glass
(approximately 150 ml) of water or other liquid (fruit juices, tea, etc.).
Alternatively, you can also mix DULCOLAX® M Balance liquid into the
beverage of your choice, thus flavouring it as you like.

Please note:

DULCOLAX® M Balance liquid's digestion-regulating effect usually takes
24 to 48 hours to work after ingestion.

Children should not take DULCOLAX® M Balance liquid for longer than 3
months.

Do not take DULCOLAX® M Balance liquid

if you are allergic (hypersensitive) to macrogol (polyethylene glycol) or any
of the other ingredients of DULCOLAX® M Balance liquid

if you have a pre-existing disease such as:

— a severe intestinal disease

— inflammatory bowel disease (such as ulcerative colitis, Crohn’s disease)
— an intestinal perforation or the risk of intestinal perforation

— intestinal obstruction or suspicion of an intestinal stenosis

— if you have abdominal pain of an unknown origin.

Do not take this product if you have any of the diseases listed above. If
you are not sure, talk to your doctor or pharmacist before taking
DULCOLAX® M Balance liquid.

Take special care when taking DULCOLAX® M Balance liquid

After taking products containing macrogol (polyethylene glycol), very rare
cases of hypersensitivity reactions with a rash and facial swelling
(oedema) have been descr bed in adults. Isolated cases of allergic
reactions that lead to fainting or syncope and general malaise have been
reported.



If you notice any of these side effects you should stop taking
DULCOLAX® M Balance liquid and consult a doctor immediately.
Because treatment with DULCOLAX® M Balance liquid can cause runny
diarrhoea, you should ask your doctor or pharmacist if your liver or kidney
function is impaired, if you take diuretics, you are elderly or at high risk for
having low sodium or potassium levels in the blood.

Pregnancy and breastfeeding

Because macrogol 4000 is barely absorbed, it is not anticipated to have
any effect on pregnancy or on a baby who is being breastfed.
DULCOLAX® M Balance liquid can be used during pregnancy and
breastfeeding, but should be taken under a doctor’s supervision.

Interactions with other medications

The effect of some medicines, such as anti-seizure medications, can be
decreased when taking Dulcolax M Balance liquid at the same time.
Please tell your doctor or pharmacist if you are taking/using or have
recently taken/used any other medicines or if your child is being/has been
given any other medicines, including medicines obtained without a
prescription.

If you take more DULCOLAX® M Balance liquid than you should

You should expect to have diarrhoea, which will come to a stop after
stopping treatment or reducing the dose.

The loss of a large volume of fluids due to diarrhoea or vomiting may
require correction of the electrolyte balance, a reason for which you should
contact your doctor.

If you forget to take DULCOLAX® M Balance liquid
Do not take a double dose to make up for a forgotten dose.

What side effects might occur?

DULCOLAX® M Balance liquid can cause side effects, although not
everybody gets them.
The side effects have generally been minor and temporary:

Adults:
Even if used properly, abdominal pain, diarrhoea, vomiting, flatulence, the
urge to evacuate the bowels and stool incontinence may commonly occur.

Very rarely, symptoms of allergic reaction may occur, such as rash, hives,
accumulation of fluid in the tissues, facial swelling (in the form of
angiooedema) with swelling of the lips and/or cheeks, anaphylactic shock.

The frequency of the side effects of low sodium and potassium levels in
the blood and possible dehydration caused by severe diarrhoea is
unknown (data were not collected before this medicine went on the
market), but may be observed especially in elderly patients.

Children:

Even if used properly, abdominal pain, diarrhoea, which can cause
soreness around the anus, nausea, vomiting and flatulence may frequently
occur.

Allergic (hypersensitivity) reactions may occur, although the frequency is
unknown.

If any of the side effects become serious, or if you notice any side effects
not listed in this leaflet, please tell your doctor or pharmacist.

How should you store DULCOLAX® M Balance liquid?

Keep out of the sight and reach of children!

Do not use DULCOLAX® M Balance liquid after the expiration date which
is stated on the carton and on the label on the bottle. The expiration date

refers to the last day of that month. Please store DULCOLAX® M Balance
liquid below 25°C. Store this medicine in the refrigerator.

After opening the bottle, DULCOLAX® M Balance liquid has a shelf life of
6 weeks.

What DULCOLAX® M Balance liquid looks like and contents of the
package
DULCOLAX® M Balance liquid is a clear, odourless, and neutral to taste
solution.

The solution for oral use is available in packages with 100 ml, 250 ml,
1000 ml, and 1000 ml as part of a 10 x 1000 ml bundled package.

Manufacturer:

Gruenwalder Gesundheitsprodukte GmbH
Ruhlandstr. 5, 83646 Bad Toelz CE 0044
Manufacturer of the measuring cup:

Bormioli Rocco e Figlio S.p.A., Str. Nazionale Emilie, 58,
43010 Castelguelfo, Italy (CE0373)

Distributed by:

Boehringer Ingelheim Pharma GmbH & Co. KG
Thomae Distribution Line

Binger Str. 173, 55216 Ingelheim am Rhein
Phone: 0 800/77 90 900, Fax: 0 61 32/72 99 99
www.dulcolax.de

Pharmacy-only medical product
[temperature symbol — below 25°C]

Date of revision of the text: November 2011.

Dear Patient,

DULCOLAX® M Balance liquid is a laxative that is used for acute and
chronic constipation. Due to its high capacity to bind to water, the active
substance, macrogol 4000, transports high volumes of fluids to the bowel,
which softens the hardened stool. The active substance increases the
volume of fluid in the stool, and the increased stool volume stimulates
natural peristalsis, triggering stool evacuation. Dulcolax® M Balance liquid
does not contain any sodium chloride nor any other salts* and is
therefore also suitable for patients who have to follow a low-sodium diet
(e.g. patients with high blood pressure and patients with heart failure).
*free of potassium chloride, sodium bicarbonate

Because it comes in a liquid pharmaceutical form, DULCOLAX® M
Balance liquid can be dosed simply and as needed on an individual
basis using the enclosed measuring cap.

Recommended dosages:

For adults and children age 8 and older. 20 to 40 ml solution daily
Children aged 4 to 7 years: 16 to 32 ml solution daily
Children aged 2 to 3 years: 8 to 16 ml solution daily

Another advantage is that the solution is neutral in taste and can be
taken undiluted. After taking this medicine you should drink a glass
(approximately 150 ml) of water or other liquid (fruit juices, tea, etc.).
Alternatively, you can also mix Dulcolax® M Balance liquid into the
beverage of your choice, thus flavouring it as you | ke.

If you are interested in more information on the topic of constipation and
DULCOLAX® M Balance liquid, we would be happy to send you our
current guide to digestion. Please send us the filled out reply form and
give us your address. You can also download the guide from
www.dulcolax.de.

We wish you a speedy recovery!
Your Dulcolax® Team

Boehringer Ingelheim Pharma GmbH & Co. KG,
Marketing Department CHC Germany, Marketing Dulcolax,
Binger Str. 173, 55216 Ingelheim am Rhein

Please send me the current DULCOLAX® digestion guide on the
topic of constipation to:

Last name, first name

Street address

City, ZIP Code







previously, however, these relate to long term therapy®** and there are also reports which
moderate these concerns.>®

As the Committee would be aware, - provides professional practice guidance to pharmacists
on a number of S3 products. For short term use of PPIs, general principles include the
following”®:

. Immediate referral is recommended if: atypical or alarm symptoms are reported; symptoms
are severe enough to impair quality of life; or there has been long term use or the need for
a higher dose.

. For initial therapy, after consideration of the nature and frequency of symptoms, a two week
course of PPI at the recommended dose is appropriate.

. Identify risk factors and consider any lifestyle modifications which may enhance the
outcomes of PPI use.

. Referral for further investigation is recommended if: two weeks of continuous therapy has
failed to adequately control symptoms; or symptoms recur following an initial course of
therapy.

Professional practice guidance for pharmacists

In the event that esomeprazole is rescheduled to SS- will review and update the current
guidance document on the provision of PPIs as a Pharmacist Only Medicine. We would strongly
advocate for the applicant of the rescheduling proposal to work in partnership with - to enable
consolidation of available new evidence into the guidance document and to ensure other
information relevant to esomeprazole is integrated. - will work to ensure accurate clinical
content and consistent messages about all S3 PPIs can be developed and communicated to
pharmacists who will then be able to inform consumers about therapy options, tailor advice
according to their needs and circumstances, and assist consumers to maximise the benefits of
their medicine.

Vakil N. Prescribing proton pump inhibitors. Is it time to pause and rethink? Drugs, 72(4): 437—-45 (2012).
®  Stuart RL, Marshall C. Clostridium difficile infection: a new threat on our doorstep. MJA, 194: 331-2 (2011).

National Prescribing Service. Pharmacy practice review: a counselling and action resource. Quality use of
prescription PPIs. April 2009.

Brunner G, Athmann C, Schneider A. Long-term, open-label trial: safety and efficacy of continuous
maintenance treatment with pantoprazole for up to 15 years in severe acid-peptic disease. Aliment Pharmacol
Ther 24 April 2012. DOI: 10.1111/j.1365-2036.2012.05106.x

Chen J, Yuan YC, Leontiadis GI, Howden CW. Recent safety concerns with proton pump inhibitors. J Clin
Gastroenterol, 46(2): 93-114 (2012).

Pharmaceutical Society of Australia. Guidance for provision of a Pharmacist Only medicine: proton pump
inhibitors. November 2011.

Holtmann G, Bigard MA, Malfertheiner P, Pounder R. Guidance on the use of over-the-counter proton pump
inhibitors for the treatment of GERD. Int J Clin Pharm, 33: 493-500 (2011). DOI: 10.1007/s11096-011-9489-y



Summary

In summary- believes the proposed new S3 entry for esomeprazole is clinically appropriate
based on its inherent safety, efficacy and risk profile. Itis also appropriate to have consistency in
scheduling across all of the similar substances in the same class of medicine.

-would welcome the opportunity to work with the applicant to consolidate and disseminate
any new evidence and up-to-date information on esomeprazole in the context of other S3 PPIs to
assist pharmacists in their professional practice and to maximise the outcomes of therapy for
consumers.

24 September 2013
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