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Overview

What we are proposing to do

Medicines listed in the Australian Register of Therapeutic Goods (ARTG) under section 26A of the
Therapeutic Goods Act 1989 (the Act) are included in the ARTG without pre-market assessment by
the Therapeutic Goods Administration (TGA). These medicines are self-listed by the applicant (who
becomes the sponsor), or an authorised representative on behalf of a sponsor (such as a regulatory
affairs agent) through the TGA Business Services (TBS) system.

Once listed, section 9D of the Act permits sponsors to request the Secretary’s approval to vary
(change) certain information in the ARTG entry for their medicine, provided, in general, that the
proposed variation would not make the new entry ‘separate and distinct’ from the existing ARTG entry.

In most circumstances, decisions on proposed variations for listed medicines are made by the TBS
system via an Automated Decision Making (ADM) process [namely, decisions made under section 9D
of the Act excluding subsection 9D(1)]. The TBS system also determines via an ADM process where a
proposed change to an existing listed medicine requires a new listing to be created under s 23 of the
Act.

This paper identifies legislative provisions, definitions and guidance that are not clear or transparent in
relation to variations and other changes that can be made for listed medicines. The TGA is seeking
feedback on proposed approaches to provide greater transparency and certainty regarding automated
decision-making in relation to proposed variations (and other changes) for listed medicines.

What is covered in this consultation paper

Matters in scope

The proposals in this paper relate to requests to change (including vary) the information about
medicines listed in the ARTG under section 26A of the Act (these have an ‘AUST L’ ARTG
identification number). The specific matters under consideration include clarifying the following:

e guidance for changing the information about listed medicines in the ARTG

e the legislative basis for variation decisions subject to ADM

e the term ‘restricted ingredient’ and its scope concerning permitted ingredients in relation to
when changes to a listed medicine would be considered to create a separate and distinct entry
in the ARTG.

Matters out of scope

Assessed listed medicines [those with an AUST L(A) ARTG identification number] and all registered
medicines are not within scope, as in general, variations to these medicines do not undergo an ADM
process and further, the legislative basis for decisions whether subject to ADM or TGA delegate
consideration is clear and transparent for these types of medicines.

Review of the s 9D legislative provisions and legislative criteria for what makes goods that are listed
medicines considered to be separate and distinct are also not in scope.

How to respond

We have posed questions within this consultation paper to help guide feedback. We also welcome any
additional comments via a separate response document if you prefer. You do not have to answer all
the questions, and none are mandatory.

You can submit your views by clicking the link and answering the questions from the consultation
paper. You can also upload your own response document at the same the link.

Consultation: Proposed changes to support automated decision making (ADM) for applications Page 4 of 18
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Executive summary

Medicines listed in the Australian Register of Therapeutic Goods (ARTG) under section 26A of the
Therapeutic Goods Act 1989 (the Act) are self-listed by sponsors through the TGA Business Services
(TBS) site without pre-market assessment by the TGA.

Once listed, sponsors may request changes to a medicine’s ARTG entry under section 9D of the Act,
provided the proposed change would not make the medicine proposed to be included in the ARTG
separate and distinct from the existing listed medicine.

Decisions made under subsection 9D(1) of the Act for listed medicines are made by a person, who is
an authorised delegate of the Secretary of the Department of Health, Disability and Ageing.

Decisions made under other provisions of section 9D of the Act, and decisions on whether a proposed
change is suitable for variation or must result in the listing of a new medicine on the ARTG, are made
by the TBS system via an Automated Decision Making (ADM) process.

This paper identifies guidance, legislative provisions and definitions and that are not clear or
transparent in relation to variations and other changes that can be made for listed medicine. The TGA
is seeking feedback on proposed approaches to improve the clarity, transparency and legislative
support for changes to listed medicines, particularly where decisions are made automatically by the
TBS system.

The consultation paper is divided into 2 parts:

e Part 1 provides Background information; and
e Part 2 discusses the issues and proposed options to address them.

The paper focuses on 3 related issues, summarised below.

Issue 1: The current guidance supporting the framework for listed medicine change requests is
incorrect and unclear

Current guidance on changing information in the ARTG for listed medicines does not clearly explain
when a proposed change is an administrative update, a variation under section 9D of the Act, or a new
listing under section 23 of the Act, including where a new listing meets the criteria of the Therapeutic
Goods (Groups) Order No.1 of 2001. The guidance uses TBS system terminology that is not always
clearly linked to the relevant legislative provisions that define the regulatory pathway for the proposed
change.

The TGA has revised the guidance to better explain the regulatory framework, align practical TBS
terminology with the legislation and assist sponsors identify the correct pathway for proposed
changes. Stakeholder feedback is sought on the clarity of the revised guidance.

Issue 2: The legislative basis for ‘variations’ subject to ADM is not clear or transparent

Variations for registered medicines subject to ADM are provided by regulation 10AAA of the
Therapeutic Goods Regulations 1990 (the Regulations), which provides clarity and transparency for
sponsors of those medicines.

For listed medicines, however, information about variations is only provided in the Guidance on
changing information in the ARTG for listed or assessed listed medicines (the guidance).

Most listed medicine variation applications, other than corrections under subsection 9D(1)(a), are
currently processed by ADM in TBS. Section 9D includes both discretionary and non-discretionary
powers, and ADM should only be used where there is no discretionary component. Therefore,
variation decisions subject to ADM should have a clear and transparent non-discretionary legislative
basis.

The TGA is proposing to specify listed medicine ‘notifiable variations’ in the Regulations, enabled
under subsection 9D(2C) of the Act. This would identify the types of listed medicine changes that must
be varied automatically when requested, such as certain changes to product codes, manufacturers,
routes of administration, container details, warning statements, ingredient information and some non-
restricted ingredient quantities.

Consultation: Proposed changes to support automated decision making (ADM) for applications Page 5 of 18
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This would align listed medicines with the approach used for registered medicines, improve sponsor
confidence in TBS outcomes, and ensure guidance supports rather than substitutes for legislation.

Issue 3: The terms ‘restricted ingredient’ and ‘component’ are ambiguous in relation to
permitted ingredients for listed medicines

There is currently ambiguity in the meaning of ‘restricted ingredient’ where a substance is present as a
component of an ingredient, rather than as a permitted ingredient in its own right. This is particularly
relevant where mandatory components included in the Therapeutic Goods (Permissible Ingredients)
Determination are subject to quantity or concentration limits.

The TGA is proposing to address this issue by either providing clarity in guidance or by amendments
to the Regulations. Legislative clarification is considered to provide greater certainty for sponsors and
stronger support for accurate and clear ADM outcomes.

Consultation: Proposed changes to support automated decision making (ADM) for applications Page 6 of 18
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Part 1: Background: The regulatory framework supporting
changes to a listed medicine’s ARTG entry

Listing medicines in the ARTG

Applications to list a new medicine in the Australian Register of Therapeutic Goods (ARTG) are made
under section 23 of the Therapeutic Goods Act 1989 (the Act).

Medicines listed in the ARTG under section 26A of the Act are included in the ARTG without pre-
market assessment by the TGA. These medicines are self-listed by the applicant (who becomes the
sponsor), or an authorised representative on behalf of a sponsor (such as a regulatory affairs agent) in
the TGA Business Services (TBS) system.

When listing their medicine, the sponsor makes several certifications [under paragraphs 26A(2)(a) to
(k) and, if applicable, subsection 26A(2A) of the Act)] that their medicine meets all legislative
requirements for safety, quality and efficacy.

Each medicine listed in the ARTG has a unique ARTG number starting with ‘AUST L.

The listed medicine framework enables early market access for low risk listed medicines. To facilitate
the self-listing process, there are a number of system architecture rules, or ‘validation rules’, that
support Automated Decision Making (ADM) by the TBS system.

Regulatory pathway for variations to listed medicines

Once listed, the Act permits sponsors to request the Secretary’s approval for variations to the entry in
the ARTG for their medicine, provided, in general, that the requested variation would not have the
effect that the medicine as proposed to be varied would be separate and distinct from the existing
entry.

Where the Secretary approves the requested variation, the existing medicine — with the variation — can
keep its existing AUST L number, whereas a ‘new’ medicine would be allocated a new AUST L
number, unless the new medicine was permitted to be grouped with the existing medicine by a
relevant groups order, for example, the Therapeutic Goods (Groups) Order No. 1 of 2001 (the
Therapeutic Goods (Groups) Order).

The fee for variation of an entry in the ARTG for a listed medicine is at paragraph (b) of item 2A of
Schedule 9 of the Therapeutic Goods Regulations (1990) (the Regulations).

Requests to vary entries in the ARTG for listed medicines are made via the ‘General Listed’ medicine
form in TBS.

A number of subsections of section 9D of the Act permit or require the Secretary to vary an entry in
the ARTG in relation to a listed medicine on request — briefly these are:

e 9D(1)(a): (following a request by the sponsor) the Secretary may vary the entry for the medicine if
the entry contains information that is incomplete or incorrect.

o 9D(2): if the only effect of the request is to (amongst another) add a warning or precaution that
does not include any comparison of the goods with any other therapeutic goods by reference to
quality, safety or efficacy, the Secretary must vary the entry in accordance with the request.

e 9D(2C): if the variation requested is of a kind specified in the Regulations for the purposes of
subsection 9D(2C), the Secretary must vary the entry in accordance with the request (such
variations are referred to as ‘notifiable variations’ and the Regulations contain a number of such
variations, including for instance for registered complementary medicines and registered over the
counter medicines).

e 9D(3): if subsections 9D(2) or (2C) do not apply to the request, and the Secretary is satisfied that
the requested variation does not indicate any reduction in the quality, safety or efficacy of the
goods for the purposes for which they are to be used, the Secretary may vary the entry in
accordance with the request.

Consultation: Proposed changes to support automated decision making (ADM) for applications Page 7 of 18
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Note that paragraph 9D(1)(b) of the Act also permits the Secretary, on their own initiative, to vary the
entry for a registered or listed good if the entry contains information that is incomplete or incorrect.

Changes to medicines that constitute a ‘variation’

Paragraph 28(5)(aaa) of the Act provides the circumstances in which a sponsor must make a
‘variation’ request under section 9D of the Act, and relevantly requires that a request is made where
(among other things):

‘...the information proposed to be changed is of a kind that relates to one or more of the
matters referred to in paragraphs 26A(2)(a) to (ja)...’ of the Act.

In other words, where a request to vary information about the medicine included in the medicine’s
ARTG entry relates to one of the certifications under 26A(2) of the Act made by the sponsor at the
time of listing the medicine [excluding 26A(2)(k)], the request for the Secretary to vary that information
must be made under section 9D of the Act. This amounts to an ‘application’ being made to vary the
medicine in the ARTG and attracts an applicable fee.

In contrast, where a sponsor proposes a change that does not relate to one of the certifications made
under subsection 26A(2), no ‘application’ is made, rather, the change is deemed to be ‘administrative’
and no fee is applicable.

Variations considered by a Delegate

Applications requested under subsection 9D(1)(a) of the Act to vary the entry for the medicine where
the entry contains information that is incomplete or incorrect are subject to consideration and a
decision by a person, as a delegate of the Secretary. These decisions are not subject to automated
decision making (ADM) by the TBS system.

Variations subject to Automated Decision Making (ADM)

Other than applications made under paragraph 9D(1)(a) specifically, all other sponsor applications for
9D variations for listed medicines are currently processed automatically by the TBS system.

Using the information provided by the sponsor in the ‘General Listed Medicine’ application form, TBS
facilitates:

e changes to information about a medicine in the ARTG that is of an administrative nature that do
not necessitate an application under section 9D of the Act

e changes to information about a medicine in the ARTG that constitute a variation application under
section 9D of the Act

e changes to information about a medicine that makes the medicine a ‘new’ medicine therefore
creating a new listing under section 23 of the Act, which receives a new AUST L number; and

e changes to information about a medicine that makes the medicine a ‘new’ medicine, but where a
provision of the Therapeutic Goods (Groups) Order applies, allowing the medicine to be ‘grouped’
under the existing AUST L number.

Defined system architecture rules within TBS (known as validation rules) enable the automatic
determination of application type (e.g., section 23 versus section 9D versus administrative change)
based on the changes made to an existing medicine within the application form and these are
categorised within TBS as follows:

Application type Description

ARTG record update | Minor or negligible changes to a medicine’s details in the ARTG generally
(ARTG) to complete new mandatory information or update information in a non-
mandatory field in the ARTG entry.

Consultation: Proposed changes to support automated decision making (ADM) for applications Page 8 of 18
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Application type

Description

Variation (Vary)

Relatively minor changes to a medicine’s details in the ARTG that do not
have the effect of creating a separate and distinct good under section
16(1A) of the Act.

Grouping (Group)

Changes to a medicine’s details in the ARTG that have the effect of
creating a separate and distinct good under section 16(1A) of the Act and
a provision of a relevant Therapeutic Goods (Groups) Order applies.

New (a new AUST L
will be generated

Changes to a medicine’s details in the ARTG that have the effect of
creating a separate and distinct good under section 16(1A) of the Act and
a provision of a relevant Therapeutic Goods Groups) Order does not
apply.

As such, the TBS system’s determination of the characteristics of listed medicines that:

e are related to the certifications made under subsection 26A(2) of the Act; and

e make them separate and distinguish them from other listed medicines

are critical in delineating whether a proposed change in the General Listed Medicine application form
is one of an administrative nature or an application made under sections 9D or 23 of the Act [including
distinguishing between requests where a relevant provision of the Therapeutic Goods (Groups) Order

applies].

Consultation: Proposed changes to support automated decision making (ADM) for applications Page 9 of 18
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Part 2: Issues with current framework for making changes
to listed medicines in the ARTG

Issue 1: The current guidance supporting the framework for listed medicine
change requests is incorrect and unclear

The problem

The Guidance on changing information in the ARTG for listed or assessed listed medicines (the
guidance) should provide sponsors of existing listed medicines information that amongst other things,
clearly explains:

« the legislation governing the means to change information about a relevant medicine included in
the ARTG; and

e where guidance relates to ADM, how the decision-making system operates in accordance with the
governing legislation.

However, the currently published guidance:

e poorly describes when changes to characteristics of a medicine constitute a ‘variation’ under
section 9D of the Act versus a change of an administrative nature; and

e uses practical terminology relating to change requests that reflect the wording of the TBS system’s
validation rules, but is poorly linked, and in some cases, contradictory, to relevant legislation.

The proposed approach

The revision to this guidance at Attachment A seeks to enhance clarity and transparency for
sponsors of listed medicines seeking to change information about a medicine under their sponsorship
in the ARTG. The revised guidance includes:

e amore thorough explanation of the framework governing changes to information about listed
medicines in the ARTG

« a flowchart, with corresponding text-based sections to better assist sponsors determine the
appropriate pathway for requesting a change to a listed medicine’s entry in the ARTG; and

e amended ‘Change Tables’ that clarify and affirm the legislative basis and regulatory pathway for
each change able to be made to a listed medicine’s ARTG entry.

Additionally, while not subject to ADM, the revised guidance also seeks to clarify when a variation
application may be made under subsection 9D(1) of the Act, as per the TGA’s web statement at:
Availability of s 9D(1) pathway to correct information in the ARTG about listed medicines | Therapeutic
Goods Administration (TGA).

1. Consultation questions: Revised guidance supporting the framework for
listed medicine variations

a) lIs the legislative basis and regulatory pathway for each change that may be
requested to a listed medicine’s ARTG entry clear?

b) Does the revised guidance more clearly align changes described in TBS
application system terminology with the corresponding and relevant

legislation?

For example, is it clear what changes to the information about a listed
medicine in the ARTG will be viewed by the TBS system as creating a new
medicine with a ‘different’ active ingredient, and therefore generate a ‘New’
application under section 23 of the Act?

Consultation: Proposed changes to support automated decision making (ADM) for applications Page 10 of 18
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c) Isitclear when a correction to a listed medicine may be requested under
subsection 9D(1) of the Act, and when a characteristic is considered
‘different’?

d) Do you have any other comments or feedback on the revised guidance?

Issue 2: The legislative basis for ‘variations’ subject to ADM is not clear or
transparent

The problem

The Commonwealth Ombudsman’s Better Practice Guide for Automated Decision Making (BPG)
identifies that automated systems and therefore ADM must comply with administrative law principles
of legality, fairness, rationality and transparency. The key risks that must be avoided include but are
not necessarily limited to algorithmic bias, inaccurate (or less accurate) decisions being produced and
unclear reasons for decisions. The importance of the management of these risks associated with ADM
has also recently been highlighted in recommendation 17.1 of the_Report of the Royal Commission
into the Robodebt Scheme. Regarding administrative law principles specifically, the BPG provides that
agencies should avoid automating discretionary decisions—ADM is only considered appropriate to
support decisions under the Act that do not have a discretionary component. In relation to variations
for medicines, section 9D of the Act contains both discretionary and non-discretionary provisions, yet
the basis for listed medicine variations subject to ADM is not clear, nor transparent in legislation.

Over-the-counter medicines (OTCM) and registered complementary medicines (RCM) applications
subject to ADM are specified for the purposes of subsection 9D(2C) of the Act, and are therefore
transparent in legislation’. This provision of section 9D of the Act states:

‘...requested the Secretary to vary the entry in the Register that relates to the goods; and the
variation is of a kind specified in the regulations...the Secretary must vary the entry in
accordance with the request.’

The exact variations specified for this subsection of 9D of the Act are provided in regulation 10AAA of
the Regulations. This means that, in the case of a variation request for an RCM or OTCM, an
applicant can clearly identify the circumstances in which this request will be automatically approved
(noting that guidance exists to establish practical understanding of this in the context of the TBS
system). Further, this approach clearly distinguishes ‘variation’ applications subject to ADM compared
to those requiring evaluation and the making of a decision by a human delegate.

For listed medicines, however, there is no similar clear and transparent legislative basis for variation
decisions subject to ADM in legislation. Information about listed medicine variations is only provided in
the earlier mentioned guidance.

The proposed approach

Notwithstanding the revised guidance as per section 0 of this paper, the TGA is proposing to specify
changes to listed medicines that are ‘variations’, and specifically subject to ADM, in the Regulations
for the purposes of subsection 9D(2C) of the Act (notifiable variations) consistent with the approach
used for ADM associated with other non-prescription medicines.

These proposed notifiable variations will be consistent with changes to information in the ARTG that
relate to one or more of the certifications made at the time of listing under subsection 26A(2) of the
Act, and the request for which is to be made under section 9D, according to paragraph 28(5)(aaa), of

" Variations specified for the purposes of subsection 9D(2C) of the Act are prescribed in the Regulations, for
example, those included in the table of subregulation 10AAA(2) for a registered complementary or registered OTC
medicine.
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the Act. These will include the changes provided in the table below (and as per the revised guidance
at Attachment A):

Variations for listed medicines

A change to the TGA product code of the medicine.

A change to the manufacturer of, or location of a site of the manufacturer of, the medicine (including
steps in the manufacture of the medicine).

A change to the routes of administration for the medicine only where the dosage form does not
change?.

A change to the type of closure system for the medicine, or a change to the type or volume of the
container for the medicine.

A change to the recommended single or daily dose of the medicine, where the medicine does not
contain a restricted ingredient.

The addition, replacement or removal of a warning statement or precaution.

A change to ingredient information for ingredients of animal origin including animal part, animal
preparation, animal type, country of origin or pre-clearance number.

A different quantity of an excipient component of an active or excipient ingredient, where the
component is not a restricted ingredient.

A change in the component on which an active ingredient is standardised only where there is no
change to the quantity of the components of the active ingredient.

A change to the quantity or concentration of an excipient ingredient® when the excipient is not a
restricted ingredient.

A change to the description on the label of an ingredient that is an active homoeopathic ingredient
where the potency has not changed.

A change to the quantity of equivalent herbal material for an excipient where the excipient is not a
restricted ingredient, and the excipient:

(a) is a herbal preparation with an Approved Herbal Name (AHN) or Approved Herbal Substance
(AHS) name; or

(b) has an Australian Food Name (AFN).

Notes:
(1) ‘Herbal preparation’ and ‘herbal material’ are defined as per the Therapeutic Goods Order No. 92 -
Standard for labels of non-prescription medicines.
(2) ‘Herbal substance’ is defined in Regulation 2 of the Regulations.

The TGA expects this proposal to benefit industry stakeholders in particular by:

e providing a clear legislative basis for ADM in relation to requests to change listed medicines under
section 9D of the Act, and specifically a subsection that is conducive to ADM#, avoiding confusion
between applications subject to ADM and those considered by a human delegate

« providing legislative transparency of the characteristics of listed medicines in the ARTG that are
suitable for variation, and where a request to change that information is to be made under section
9D of the Act

2 A different dosage form is a characteristic that makes listed medicines separate and distinct (as per paragraph
16(1A)(c) of the Act). As such, a change to the route of administration for a listed medicine is only currently
applicable as a ‘variation’ where the dosage form does not change.

3 An excipient ingredient includes a ‘carrier’ or ‘residual solvent’ associated with a herbal preparation with an
Australian Herbal Name (AHN), a proprietary ingredient other than an ‘active pre-mix’ or ‘active herbal extract’ or
diluent associated with an active homoeopathic ingredient.

4 ADM is best supported by legislative provisions that require the Secretary to vary information about a medicine
as requested, rather than ‘consider’ to vary information about a medicine as requested.

Consultation: Proposed changes to support automated decision making (ADM) for applications Page 12 of 18
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e providing a consistent approach for specifying variations for non-prescription medicines subject to
ADM in legislation, aligning with the current process used for RCMs and OTCMs; and

e ensuring the guidance associated with ‘change’ applications subject to ADM is not inconsistent
with the general purpose of guidance, and serves to support practical understanding of relevant
legislation.

2. Consultation questions: Approach to improve transparency for listed
medicine variations subject to ADM

c) Do you support the proposal to specify ‘variations’ for listed medicines
subject to ADM in the Regulations?

d) If not, why?

e) Do you have any other comments or feedback on the problem or proposal?

Issue 3: The terms ‘restricted ingredient’ and ‘component’ are ambiguous in
relation to permitted ingredients for listed medicines

The problem

Use of the term ‘restricted ingredient’

Where significant characteristics about a medicine are changed, the Act requires that the changed
medicine is listed as a new medicine. This is to ensure medicines with significantly different
characteristics are distinguishable by virtue of each distinct listed medicine receiving a unique ID on
the ARTG.

For some requested changes to listed medicines, the delineation of an application under section 23
(new medicine) versus section 9D (variation) of the Act depends on the medicine containing a
‘restricted ingredient’. As TBS (via ADM) facilitates the generation of the relevant application type
using the information provided by the sponsor in the ‘General Listed Medicine’ application form,
legislative clarity is necessary to ensure the determination of ‘application types’ is accurate and
transparent.

The circumstances in which a change to a listed medicine necessitates a completely new listing are:

(1) a different quantity of a restricted ingredient that is an excipient; or

(2) a different concentration of a restricted ingredient if the restriction relates to its concentration
in the medicine; or

(3) a different recommended single dose (RSD) or recommended daily dose (RDD) if the
restriction on a restricted ingredient relates to its quantity in the RSD or RDD.

Regulation 11(2) of the Regulations provides that:

A substance is a restricted ingredient if:

(a) itis an ingredient in a relevant medicine;

(b) for that medicine to be, or remain, eligible for listing, the permissible quantity or
concentration of the substance in the medicine is restricted by operation of any of the
following:

i. Schedule 4;
il. the Poisons Standard;
jii. a condition imposed under section 28 of the Act;
iv. a standard under section 10 of the Act;
V. any other provision in these Regulations or in the Act that deals with eligibility of
medicines for listing.
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Together, this means that the presence or absence of a ‘restricted ingredient’ in a medicine influences
the application category determined by TBS when certain changes to a medicine’s ARTG entry are
requested. The regulatory intent of the provision is clear in that substances subject to a quantity or
concentration restriction are ‘restricted’. However, part (a) of subregulation 11(2) is ambiguous with
respect to whether substances contained within an ingredient, that are not strictly viewed as
‘ingredients’, are captured, e.g. a component contained within a herbal ingredient.

Components

Ingredients permitted for use in listed medicines are specified in column 2 of Schedule 1 of the
Therapeutic Goods (Permissible Ingredients) Determination (the Determination) — see excerpt below.

Schedule 1—Specified permissible ingredients and requirements applying to these ingredients when
contained in a medicine

Permissible ingredients and requirements

Column Column 2 Column Column 4

1 3

Item Ingredient Name Purpose  Specific requirements

2031 ERIOBOTRYA JAPONICA A H Amygdalin and hydrocyanic acid are

mandatory components of Eriobotrya japonica.

The concentration of amygdalin in the medicine
must not be more than 10 mg/kg.

The concentration of hydrocyanic acid in the
medicine must not be more than 10 mg/kg.

Column 4 of Schedule 1 provides requirements for the permissible ingredient to ensure it is suitable
for use in listed medicines. Column 4 can include requirements related to substances or components
contained within the ingredient. These substances are referred to as ‘mandatory components’.

The Determination contains requirements for ‘mandatory components’ of ingredients, which are
typically, but not always, poisons that are in a schedule to the Poisons Standard at a certain
concentration or quantity and require control for listed medicines to remain eligible for listing. In most
cases, these components are not permitted as excipient or active ingredients in their own right.
However, there are exceptions to this, such as caffeine which is a permissible ingredient as well as
being a mandatory component of other ingredients such as Coffea arabica.

In the example provided in the excerpt from the Determination above, amygdalin:
e s referenced in Column 4 as a mandatory component of Eriobotrya japonica; and

e is subject to a quantity restriction drawn from the Poisons Standard (i.e., a concentration of no
more than 10 mg/kg in the medicine), which must be met for the ingredient Eriobotrya japonica to
be eligible for inclusion in a listed medicine.

However, amygdalin itself is not permitted as an active or excipient ingredient on its own (that is, it is
not listed in column 2 of Schedule 1 of the Determination). Rather, it is only referred to as a
‘mandatory component’ in relation to other ingredients such as Eriobotrya japonica. It may therefore
be unclear that ‘amygdalin’ as a component of Eriobotrya japonica is covered by the provisions
associated with a ‘restricted ingredient’ as per subregulation 11(2).

In this sense, it may be unclear as to whether the restricted ingredient definition applies only to those
‘ingredients’ that are specified in column 2 of the table in Schedule 1 to the Determination. While this
is contrary to the protective intent of the separate and distinct provisions of the Act and requirements
governing the eligibility of medicines for listing, the definition is not clear that it captures components of
ingredients. This has particularly become apparent since the introduction of terms such as ‘mandatory
component’ in the Determination, distinguishing substances that may or may not also be ingredients.
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This is consistent with the interpretation of ‘restricted ingredient’ when it was introduced into the
Regulations and version 3 of the ELF system (ELF3) (now termed TBS). Substances that made up or
were components of listable ingredients at the time were seen as ‘restricted ingredients’ within the
meaning of the definition included in subregulation 10A(2) at the time.

Examples include ‘borax pentahydrate’ and ‘boric acid’ by virtue of its constituent component ‘boron’
subject to concentration and quantity limits; and Chondrus species because of the constituent
presence of ‘iodine’, which was and is restricted by quantity in a medicine’s maximum daily dose.

Options to clarify that the term ‘restricted ingredient’ includes ‘substances’ in or ‘components’
of ingredients

Issue 3 Option 1: Clarify the scope and intent of ‘restricted ingredient’ in guidance

Reasons for option 1

« Clarifying the interpretation in existing guidance would situate it near other relevant information
when sponsors are navigating change applications.

Reasons against option 1

o Discordant with the expectation that sponsors refer directly to the legislation to understand their
regulatory obligations and the legal requirements applying to their medicines.

e The legal definition of ‘restricted ingredient’ would continue to be confusing and ambiguous for
industry as ‘mandatory components’ may not be viewed as ‘ingredients’ within the meaning
provided by the Determination.

e The accuracy of ADM that determines and delineates between application types is difficult to
ensure where an unclear legislative provision is interpreted in guidance only, particularly where it
has relevance across other legislative instruments such as the Determination.

Issue 3 Option 2: Clarify the scope and intent of ‘restricted ingredient’ in legislation

Ensure clarity of the meaning of ‘restricted ingredient’ in subregulation 11(2) so that ADM in relation to
applications to change listed medicines, where a restricted ingredient is concerned, is clear,
transparent and well understood.

Reasons for option 2

e Clear legislative underpinning for ‘application types’ where requested changes relate to medicines
containing restricted substances that are either ingredients specified in the Determination,
‘mandatory components’ in relation to those ingredients, or other substances subject to scheduling
in the Poisons Standard.

e Improved ability for sponsors to verify the validated ‘application type’ is correct prior to submission,
particularly where proposed changes relate to components of ingredients.

e The approach is consistent with current and historical validation rules supporting ADM that
determines ‘application types’ for requested changes to listed medicines containing restricted
ingredients or substances.

Reasons against option 2

e Option requires changes to the Regulations, which takes more time to develop and implement
than changes to guidance material.

3. Consultation questions: Options to clarify that the term ‘restricted
ingredient’ includes ‘substances’ in or ‘components’ of ingredients

a) Which option do you prefer?
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b) Why is this your preferred option?

c) Do you have any other comments or feedback on the issue or proposal?

Consultation: Proposed changes to support automated decision making (ADM) for applications Page 16 of 18
to change listed medicines (V1.0 August 2026)

OFFICIAL



OFFICIAL

Therapeutic Goods Administration

Version history

Version ‘ Description of change Effective date

V1.0 Original publication Business Improvement and August 2026
Support Section,
Complementary and OTC
Medicines Branch.
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