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About the Therapeutic Goods Administration (TGA)

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

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

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

e The TGA relies on the public, healthcare professionals and industry to repc.t 2blems with
medicines or medical devices. TGA investigates reports received by it to u. ‘ermii.e any
necessary regulatory action.

e Toreportaproblem with a medicine or medical device, please see the mformation on the
TGA website <www.tga.gov.au>.
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Abbreviations and acronyms

ARTG Australian Register of Therapeutic Goods

ARGPM Australian Regulatory Guidelines for Prescription Medicines

BP British Pharmacopoeia

CPD certified product details

CTD common technical document

EMA European Medicines Agency

GMP good manufacturing practice

ICH International Conference on Harmor .satic  of Technical Requirements

for Registration of Pharmaceutic Isi = Hvu aan Use

Ph. Eur. European Pharmacopoeia

PI product information

PMF Plasma Master "ile

TG Act Therapc tice —us Act 1989

TGA Thera, ~utic Goods Administration

TGO “helapeutic goods order

TSE transmissible spongiform encephalopathy

P United States Pharmacopeia - National Formulary
WCB working cell bank

WSL working seed lot
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General information
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1.1 What is a biological medicine?

Biological medicines are therapeutic goods that are derived from biological sources and are
regulated as registered prescription medicines. Biological medicines are distinct from the
therapeutic goods that are regulated as ‘biologicals’ (as defined in the Therapeutic Goods Act
19891 [TG Act] and its amendments) and are therefore not regulated under the Biologicals
Regulatory Framework. Biological medicines are not regulated as ‘biologicals’ because they are
specified in the Therapeutic Goods (Things that are not Biologicals) Determination No. 1 of
2011. This determination declares several broad classes of products to be therapeutic gooc's bu
not to be biologicals. Biological medicines within these broad classes include:

e vaccines

e antivenoms

e Dbacterial derived toxins

e immunoglobulins

e monoclonal antibodies (including modified monoclonal anti'._dies,

e allergens

e radiolabelled biological medicines

e plasma-derived products, for example immun glou lins and clotting factors

e hormones such as insulins, growth h7 ~mones, gu..adotropins, calcitonins (non-synthetic)
and somatropin, but not steroid hormo. ~s and synthetic peptides of less than 32 amino
acids

e enzymes such as pancreatins, strep .okinase, hyaluronidase, alteplase and urokinase

e cytokines, growth factors a \d int¢ -leukins such as interferons, erythropoietin and
thrombopoietin, but nc¢ rii. -7 -derived proteins

e heparins, low-molc iar weight heparins, enoxaparins and anti-thrombins
e products of rr comL nant DNA technology

e peptides "atai..rom natural sources and not synthetically derived.

1.2 About this document

All p. escription medicines available for general marketing in Australia are registered in the
Australian Register of Therapeutic Goods? (ARTG). Section 2.5 of the Australian Regulatory
auidelines for Prescription Medicines3 (ARGPM) sets out the kinds of applications that can be
made to enter medicines into the ARTG. Different processes, forms, timeframes and fees apply,
depending on the type of application and category.

1 <http://www.comlaw.gov.au/Series/C2004A03952>
2 <http://www.tga.gov.au/industry/artg.htm>
3 <http://www.tga.gov.au/industry/pm-argpm.htm>
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This document provides guidance for making minor variations to existing ARTG entries.

Scope

Prescription medicines are medicines that require an authorised health
professional’s written instruction (prescription) before they can be obtained
from a registered pharmacist. The types of therapeutic goods that are
regulated as prescription medicines are listed in Part 1 of Schedule 10 of the
Therapeutic Goods Regulations 19904 Most prescription medicines are
contained in Schedules 4 and 8 of the Standard for the Uniform Scheduling . ©
Medicines and Poisons®.

This document provides guidance for minor variations to registered
prescription medicines that are biological medicines. These ir clu. = vaccines,
natural peptides, monoclonal antibodies and other recombir ai. vroadcts. It
does not cover products that are defined as biologicals anc egula 2d under the
Biologicals Regulatory Framework. Further information nb. logicals can be
found in the Australian Regulatory Guidelines for Bie’~gical. ~ If sponsors are
unsure whether their product is a biological medi~‘ne r ~ viological, they
should contact the Therapeutic Goods Adminis ratior

All other registered prescription medicins, ¢ nta... chemical entities. These
medicines include antibiotics, shor*-cha’ 1 synt .etic polypeptides and some
hormones. Guidance for minor varia» ‘ns ~ ~liemical entities is provided in
Minor Variations to Registered Pre cript. 1 _Medicines: Chemical Entities.

Guidance for other types € variations co prescription medicines (that is,
variations administered in v ~ Streamlined Submission Process?) is located in
the ARGPM.

This document applies only to / 1inor: ariations to registered prescription medicines (biological
medicines). It has six parts:

e Part1 (General ir “\rmau. .n) provides an overview of the legislation that governs minor
variations to regi<ter. 1 prescription medicines, including the types of variations that can be
made under € i«ch p. vt of the TG Act. It also includes information about making changes to
the approvad ‘rodr ct information (PI) that relates to minor variations to ARTG entries of
register_. arescription medicines.

e Par¢2 ' ~questing a correction to an incorrect or incomplete entry in the ARTG)
Aesciibes che process for correcting errors in the ARTG entry or the PI for prescription
n. dicines, such as spelling or grammatical errors.

+ , art 3 (Making a safety-related request to vary an entry in the ARTG) describes the
process for requesting minor variations to ARTG entries that relate to the safety of the
medicine, by reducing the patient population that can receive the medicine (for example, by

4 <http://www.comlaw.gov.au/Series/F1996B00406>

5 <http://www.tga.gov.au/industry/scheduling-poisons-standard.htm>
6 <http://www.tga.gov.au/industry/biologicals-argb.htm>

7 <http://www.tga.gov.au/industry/pm-ssp.htm>
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removing an indication or limiting the use of the medicine) or by adding a warning or
precaution (for example, a warning about an adverse effect or interaction).

o Part 4 (Requesting a variation that does not reduce quality, safety or efficacy)
describes the processes for requesting minor variations to ARTG entries that are not related
to the safety of the medicine (as described in Part 3) and do not create a separate and
distinct good (for example, a change in the shelf life of the product). Some of these variations
can be self-assessed, and some require data to be submitted to the Therapeutic Goods
Administration (TGA) for evaluation before the request can be approved or rejected.

o Part 5 (Applying for a variation that creates a separate and distinct good) descri’> :s
the processes for applying for minor variations to ARTG entries where the variatior cre. “es
a new therapeutic good (for example, a change in container type). These changes are not
‘safety-related’, as described in Part 3. Some of these variations can be self-asses. d, a’.d
some require data to be submitted to the TGA for evaluation.

o Part 6 (Changes that do not require prior approval) explains the fc 7 typ. - of changes
that the TGA does not need to be notified about at all, as well as cha. 2es “at the TGA does
not need to approve before the change is implemented. These process. - cannot be used if a
variation will require a change to the PI.

1.3 Overview of the legislative vasis for varying
products

The standard conditions of registration, v -hich appiy, -u all registered prescription medicines,
state that:

Changes or variations in respr ct r. 1nv information concerning the registered or
listed therapeutic goods, being ' nfo ‘mation that would have been relevant to a
decision to register/list .ne goou. in the ARTG, including information on the
formulation of thr regi: ‘ered . .isted goods or other aspects of their manufacture,
and the labelling of e gu_us, shall forthwith be notified to the Secretary, or the
Secretary's delec ate ap ointed for the purposes of section 28 of the Therapeutic
Goods Act 1989 a1 where necessary, the change or variation shall not be
implemen’.ed v “til upproved by the Secretary.8

This means' “at oi.. ~~ medicine is entered in the ARTG, the information cannot be changed
(apart from lii. ted exceptions) without the approval of the Secretary.

Trrou, b~ ut his document, ‘the Secretary’ refers to the Secretary of the Australian
Gov nme~ ¢ Department of Health and Ageing, or the Secretary’s delegate in the TGA.

V. ‘atioas to existing ARTG entries can be made under s. 9D of the TG Act or, if the variation will
resulc in the creation of a separate and distinct good, under s23. Some exceptions are listed in
Part 6 of this document, ‘Changes that do not require prior approval’.

Section 9D has three subsections that are relevant for making variations for prescription
medicines:

8 Conditions—Standard and Specific—Applying to Registered or Listed Therapeutic Goods Under Section
28 of the Therapeutic Goods Act 1989 <http://www.tga.gov.au/pdf/dr4-appendix-04.pdf>

Minor variations to registered prescription medicines: biological medicines Page 13 0f 139
V1.2 May 2013



Therapeutic Goods Administration

e Subsection 9D(1) allows sponsors to request an update to an ARTG entry that is incomplete
or incorrect (see Part 2). The Secretary can also make corrections under s. 9D(1), if
necessary, without the sponsor needing to make a request.

e Subsection 9D(2) allows sponsors to request safety-related variations to an ARTG entry
(and consequential changes to the PI). A variation is safety-related if it reduces the patient
population (such as by removing an indication), or has the effect of adding a warning or
precaution (such as an adverse effect or interaction).

e Subsection 9D(3) allows sponsors to request other variations to an ARTG entry that do r
have the effect of creating a separate and distinct good under s. 16(1) of the TG Act,
provided that the change does not reduce the quality, safety or efficacy of the medicine.

If the variation creates a separate and distinct good, sponsors must apply to the TG£ vider s. 23
of the TG Act for approval of a new registered medicine under s. 25.

Separate and distinct goods

Under s. 16(1) of the Therapeutic Goods Act 19899, a .. =dicine is a separate and
distinct good from a registered medicine if it ha-..

e adifferent formulation, composition or 7es,_~ <_ecification; or
e adifferent strength or size (dis. “ear 'ing p .ck size); or

o adifferent dosage form or mo el; ot

e adifferent name; or

e (different indications ' or

e different directions .or 1se; or

e adifferent{ 'pe of :ontainer (disregarding container size).

Pathways for making m. or variations to registered prescription medicines are shown in Figure
1.1.

9 <http://www.comlaw.gov.au/Series/C2004A03952>
10 Except for variations to indications under s. 9D(2) of the Therapeutic Goods Act 1989, as described in
s. 9D(24).
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Figure 1.1 Pathways for requesting variations to, or making applications for, registered
prescription medicines

Does the variation create a

separate and distinct good?

No Yes
|
s. 9D .5 23
L _
s.9D(1) S.9D(2) s.9D(3 s. 23
Request to Safety-related Reo'.est. ra Application to
correct an request to vary ari. tion fat make a variation
ARTG entry an ARTG entry r.ov  Nuoieduce that creates a
safet , quality or separate and
fficacy distinct good
See Part 2 See Par 3 ‘ See Part 4 See Part 5

ARTG = Australian Register < { The ~veutic Goods
Note: sections refer to the . erapeucic Goods Act 1989

Other than for th' few ¢ :ceptions specified in Part 6, it is a breach of condition of registration to
implement ¢ varia ‘on’sefore the Secretary has approved it. Penalties may apply,!! including
suspension‘o, ancellation of registration.12 It is therefore important that sponsors follow the
correct ¥ ocedu, . when making variations to registered medicines to avoid breaching the
provisi . ot he TG Act. If sponsors do not understand which procedure to follow, they should
con. ~tth~7GA.

11 See s. 21A of the Therapeutic Goods Act 1989
12 See s. 30(2)(c) of the Therapeutic Goods Act 1989
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Categories and timeframes

The TGA takes a risk-based approach to assessing variations to prescription medicines. This
means that the higher the risk associated with the variation, the greater the level of assessment
required by the TGA for a decision to be made. There are three levels of assessment made by the
TGA for variations:

e major variations, which require evaluation of a full dataset, or any combination of quality,
nonclinical, clinical and bioequivalence data (Category 1 and Category 2 applications
administered in the Streamlined Submission Process!3). These variations are not discussea
in this document

e variations that only require evaluation of quality-related data (Category 3 applic iticas®

e lower risk variations for which the sponsor can provide an assessment of t'.enr ~wn data for
the TGA to verify (known as self-assessable requests).

The ARGPM has more details about different categories of applications.

The Therapeutic Goods Regulations 199014 specify statutory proces. ‘ng tiit.es for requests and
applications relating to prescription medicines. The specified ti.ictran. s known as ‘the clock’.
The length of time depends on the level of assessment require '—for :xample, evaluation of
clinical, nonclinical, bioequivalence and quality data (that ‘= a L “~_ory 1 or 2 application) has a
longer timeframe (255 or 175 working days) than an as' essm nt of quality data only (Category
3 application) or verification of a self-assessable req "est “45 v,orking days). Requests for
variations to ARTG entries under s. 9D(1) (correct.ons, or s. 9D(2) (safety-related requests)
have no statutory timeframes.

TGA requests for further informe ion

The TGA may need to request extra inf’ rm ition about a proposed variation, or to clarify
information provided. This can e done us a request for additional information under s. 31 of
the TG Act, as described i-. Sect on 3.4.2 of the ARGPM. Requests made under s. 31 are usually
requests for existing inforn. *ion .. documents relating to specific aspects of the product, the
quality, presentation or ..afety ~ efficacy for their intended use. This is the most common type
of request for further ini ~mation made by the TGA.

Alternatively, the TGA 1. ay raise an objection to a request or application under regulation 16F.
An objectior suai.~.eans that the Secretary will ask the sponsor questions about the product
or the pronose variation (to which the sponsor must respond) that are necessary for a decision
to be m'.de ~hout the request before a decision is made. An objection would usually be raised if
the TG:.l.ad 7 particular concern about the proposed variation, and would like to provide the
=pol. 7r v.ion the opportunity to provide additional information. An example of such an

0 ‘ectiv « would be if the TGA believed that clinical data may be required to support the

prop >sed variation—in this case, an objection would be raised and the sponsor would be asked
to justify why they felt that supporting clinical data were not required.

If the Secretary raises an objection, the clock will stop from the time the Secretary raises the
objection until the TGA receives the response from the sponsor. The Secretary then has
30 working days from the day on which the response to the objection is received, to notify the

13 <http://www.tga.gov.au/industry/pm-ssp.htm>
14 <http://www.comlaw.gov.au/Series/F1996B00406>
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sponsor of the decision. If the Secretary does not meet this 30-working day deadline after an
objection is raised, the application or request is deemed to have been approved. The clock also
stops at any time the Secretary is waiting for a response to a s. 31 request for information.

Fees and submission types for minor variations

Schedule 9 of the Therapeutic Goods Regulations 1990 (the ‘Regulations’) outlines the range of
fees for services that the TGA provides, including fees for making minor variations to registerec
prescription medicines.

Fees for registered prescription medicines are calculated on a ‘per submission’ basis. The t. ' m
‘submission’ is defined in Part 1 of Schedule 9 of the Regulations. If a sponsor is mak’.ag r .ore
than one application or request simultaneously, that falls under one of the categori <iistrd in
the Regulations, and as long as all of the medicines in the applications contain t’ie . "me active
ingredient, they are considered to be making a single submission. This does .. :inclu le
applications for multiple ARTG entries that contain the active ingredient '~ ne a. well as in
combination with other active ingredient(s). The different types of min: = va. ‘ations and the
corresponding submission types are described in Table 1.1. For example, . multaneous requests
for multiple different quality-related variations from one sponsor ali . ~qr.ring evaluation of
quality data (that is, multiple Category 3 applications) are con¢.dered a single submission under
[tem 2B of Schedule 9. A simultaneous or concurrent applicati. 2 fro’.1, or on behalf of, another
applicant is a separate submission.
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Table 1.1 Relevant submission types for minor variations

Part of

Submission1
Act

Type of application? Level of TGA assessment

s.9D(1) | Correction of an ARTG entry

Verification of summary

2A(a) s.9D(2) | Safety-related request (SRR) provided by sponsor

s.9D(3) | Self-assessable request (SAR)

: . . P
2CA 5.9D(2) Safety-related request (SRR) with E\_/a!uatlon of (voully
data clinical) data
2B s.9D(3) | Category 3 application Evaluatic. of yaality data
2(2)3 SAR (that creates a separate and ' Verifi-ation of summary
(a) .23 distinct good oV
good) rov'ded by sponsor
2(bj) and Category 3 application
4 (h]) s.23 (that creates a separat ana Evaluation of quality data
distinct good)

1The numbers listed correspond to the relevant ite. number in Schedule 9 of the Regulations.
2The different types of applications are disc’.ssc " in suosequent sections of this document.

3Included for completeness. This ap ilicatic  type is not listed as a kind considered to be a submission in Part 1
of Schedule 9 of the Regulations

Importantly, the conce; * of a s. umission is only relevant for the purposes of calculating the fees
payable, reflecting th= fac that it is easier for the TGA to process more than one very similar
type of applicatic 1 or r. quest at the same time than if they were received separately. As an
example, a sncase ~mar wish to change the shelf life of a prescription medicine that is sold as
three differ~.. strengths (and therefore has three separate ARTG entries). The TGA evaluation
of these *_quesu. .vill be very similar, if not identical, for each ARTG entry. A sponsor can submit
all thre * r-ju sts to the TGA as Category 3 applications at the same time, and will only pay one
fee nder it~.n 2B of Schedule 9 of the Regulations.

(. rections to ARTG entries, safety-related requests (SRRs) and self-assessable requests (SARs)
that uo not require TGA evaluation of data (that is, requests under s. 9D(1), s. 9D(2) and

s. 9D(3)) can be lodged as a single submission for the purposes of calculating fees payable
(Table 1.1). The TGA administrative processes for each of these types of applications are
distinctly different, including different processing timeframes, different forms and different
information requirements. These application types should therefore be submitted to the TGA as
separate application dossiers with separate application forms; a single cover letter linking the
three requests can also be provided. However, sponsors will only need to pay a single fee, as
long as the separate applications are lodged with the TGA simultaneously and meet the relevant
requirements of a submission.
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For example, if a sponsor wants to submit a SAR at the same time as requesting a correction to
the same ARTG entry, they should submit two separate forms, with the relevant required
information for each application type as separate dossiers. These requests will be processed as
appropriate for each type of variation, and two separate decisions will be made. However, only a
single fee under item 2A of Schedule 9 of the Regulations will be payable.

Please note that safety-related variations (see Part 3) submitted as stand-alone requests,
without any other different request types, will help the TGA process any urgent requests as
quickly as possible.

Making an appeal

Decisions made under s. 9D(1), s. 9D(2), s. 9D(3) and s. 25 are ‘initial decisions’ witl. = che
meaning of s. 60 of the TG Act. This means that a person whose interests are affzc. d by the
decision can request a review by the Minister for Health and Ageing. A requr.. must ..e made in
writing within 90 days of when the person first notices the decision and s! -wuld v > sent to:

The Parliamentary Secretary to the Minister for Health and Ageing
Parliament House
CANBERRA ACT 2600

The letter should be headed ‘Request for reconsideration unde. =ec*.on 60 of the Therapeutic
Goods Act 1989’

Any request for internal review should contain a cle~ de. ~ption of what is wrong with the
initial decision and give the reasons. The person 1 akin; *he request should include all the
information that they would like the Minister’s dei. 7at_ undertaking the review to consider.
Under s. 60(3A) of the TG Act, the Ministe. - delegate cannot consider any other information
provided after the request is made, unless t1. delegate has asked for the additional information,
or the additional information indicate, tr * the safety, quality or efficacy of the product is
unacceptable. The appeal will norma.ty oe 1andled by the one of the Minister’s delegates within
the Australian Government Dep-.cumen. - Health and Ageing (that is, at the TGA).

The delegate can confirm or rev e *.ie initial decision, or revoke the initial decision and
substitute a new decisior . If . ~erson has not received a response within 60 calendar days of
making the request, the nitial wecision is taken to be confirmed.

If the person is nr ¢ sati. iea with the decision, they can appeal to the Administrative Appeals
Tribunal (AAT: st iect .o the Administrative Appeals Tribunal Act 197515). Applications to the
AAT must b_ -ade within 28 calendar days of the Minister’s decision following an appeal. The
AAT mav .firm ¢ decision, vary it, set it aside, substitute a new decision or refer the decision
back tc th~ u: ginal decision maker.

15 <http://www.comlaw.gov.au/Series/C2004A01401>
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Variations to multi-component products

Most registered prescription medicines are presented as a product that
contains a single component (for example, a blister pack that contains one type
of tablet—although this tablet may contain more than one active ingredient),
but some prescription medicines contain multiple components in the same
pack. The regulatory requirements for these multi-component products
depend on the nature of the individual components in the pack.

The most common multi-component packs are composite packs, kits, and
system or procedure packs. Kits and composite packs are defined in th-
legislation under s. 7B of the Therapeutic Goods Act 198916. System o
procedure packs are defined in s. 41BF—these are regulated as r~di. !
devices (see the Australian Regulatory Guidelines For Medical D :vice. '7 on the
TGA website). Variations to the medicine components of kit, ar. * composite
packs are regulated in a similar way to any other prescrioti. » meulicine.

Composite packs contain two or more therapeutic ;90ds, "1t do not contain
therapeutic devices or medical devices that are ir~'ua. 1ir the ARTG. They are
used for a single treatment or a single course o’ treatmient, and the
components are either combined before treatn. nt ¢ administered in a
particular sequence. The composite pack .tse. is regulated as a separate and
distinct good and must have its ow. 'ni. '1e Al 5T R number. Individual
components within the pack may o” ... v nu.nave separate registrations or
listings. Examples of composite p: “ks ar . a blister pack that contains several
different types of tablets, for examp. -.al contraceptives, or a vial of medicine
that is a lyophilised powde *hat is packaged with an ampoule or vial
containing a diluent.

Kits are therapeutic gor ds * ..at contain multiple components to be used as a
unit. A kit may cr..s1st ¢ " gistered medicines, listed medicines, exempt
medicines biol gicals >r exempt biologicals. Kits may include other items or
‘articles’ th: are ~-.nally regarded as medical devices when supplied on their
own, but uue . their nature and intended use are regulated as part of a
prescrip. ‘on medicine product. The legislative basis for this is the Therapeutic
Go~us “Aru les that are not Medical Devices) Order No. 1 of 201018, In this

o: ler, tt 2 medicine and the other item form a single integral product that is
inte ~ _d exclusively for use in the given combination and is not reusable
“although it may be multi-dose). An example of a kit is a cream or ointment
supplied with a purpose-built applicator.

1.4 Changes to the product information

As described in Appendix 8 of the ARGPM, a draft Pl must be lodged, in a form approved by the
Secretary under s. 7D of the TG Act, as part of an application under s. 23 to enter a ‘restricted

16 <http://www.comlaw.gov.au/Series/C2004A03952>
17 <http://www.tga.gov.au/industry/devices-argmd.htm>
18 <http://www.tga.gov.au/industry/legislation-devices.htm>
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medicine’ (for example, a registered prescription medicine) in the ARTG. The form for providing
product information?? is available on the TGA website. All Pl documents must be approved by
the TGA before a medicine can be registered. Sponsors will be advised in the decision letter
from the TGA about when changes to the PI will come into effect.

The PI may need to be changed as a result of a variation to an ARTG entry, as described below,
or a change to the PI may be the only variation to an ARTG entry that is requested.

Consequential changes to the product information that result from
variations to an ARTG entry

Some variations to ARTG entries will require the PI to be updated. For example, char gir4 the
product description will require the ‘Presentation’ section of the PI to be updated ac. rdir gly.
Changes to the PI are considered at the same time as the rest of the request or jpp. -ation. If the
variation to the ARTG entry is approved, the necessary changes to the Pl wi'i a. 2 be approved.

e For variations requested under s. 9D—including 9D(1), 9D(2) and € 2 (3) -approval of a
change to the Pl is made under s. 25AA(4).

e For variations applied for under s. 23 (variations that creat. separace and distinct goods),
approval of a new Pl is made under s. 25(4) and s. 25AA(1

If a variation to an ARTG entry means that the PI must b : alte. »d, the request or application for
the variation should include:

e aclean copy (not marked-up) of the currently apprc . ed PI for the relevant registered
medicine containing the proposed ch~nges

e acopy of the currently approved PI for t. relevant registered medicine, with changes
clearly marked

e atable explaining how each »” he ( ~27.ges relates to the request, preferably including
references to any data subr iitted "2 support of each change

e an assurance that the P1, ~oviaed is the most recent approved version

e anassurance thatali €the proposed changes to the PI relate to the requested changes to
the ARTG entry, a1 " no other unidentified changes have been proposed or made.

For product. wvith. ~7e than one registered trade name, only one representative marked-up
copy of the coi. ~le’e Pl is required, but sponsors should still submit one clean copy of the PI for
each re’,ister~d trade name. These requests should also include an assurance that all PI
ducume_.s fo . all trade names will be changed in the same way, and at the same time, once the
~har,_ ~s huve been approved by the TGA.

Format for marked-up product information

This section provides guidance on how PI documents can be marked up to identify proposed
changes. This is not a mandatory requirement, but following this guidance will assist with the
decision-making process by the TGA. Table 1.2 provides details of the suggested types of
marking up. Figure 1.2 shows an example of a marked-up PI. All marked-up text should be in a

19 <http://www.tga.gov.au/industry/legislation-pi-form.htm>
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different colour(s) from the currently approved, unchanged PI text. Sponsors should ensure that
the information in the entire PI is consistent with the proposed changes. Proposed changes in
the text of the Pl relating to different changes, requests or applications should be clearly
identified by using different coloured fonts. Where applicable, reasons for specific proposed
changes can also be provided in comment boxes in the margins.

Table 1.2 Guidance for preparing marked-up product information

Change to product

information

Text to be deleted Use strikethrough font. ‘

Text that is proposed to be deleted should be showr in . -
current position, not in comment boxes in the mr.cg. *s.
However, explanatory comments added in the 1. argin. may

be useful.

Text to be inserted Use underlined font.

Text to be moved Use strikethrough font to shc w wh re the text is being
moved from, and underh. ~d . ‘nt t+, show where it is being
moved to.

Comment box~s in the n.. “_in may be useful at both the
current and prc_ nsed locations to indicate that the text is
to be moved ~ud . specify the section it is being moved to.
Including sag. . 1!mbers in comment boxes to cross-
reference b¢ twr en the current and proposed locations is
ence draged, particularly for long Pls.

Multiple requests in Pr. ~osed changes in the text of the PI relating to different
one submission (for changes, requests or applications should be clearly
example, several dentified by using different coloured ‘track changes’ fonts
changes undert e or by identifying them in comment boxes.

same part. “cthe . *

Figure 1.2 provides an example of two different kinds of
changes proposed under s 9D(3), marked up in different
colours and with explanatory comments in the margin.
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Figure 1.2 Example of marked-up product information

Pharmacokinetics

Each transdermal patch provides a steady delivery of the medicine for up to seven
days. The transdermal patches (50 micrograms/k per hour] 100 micrograms/k per .-~
hour and 200 micrograms/h per hour) provide dose-proportional increases in
total exposure (AUC (area under the curve)) over the 7 day application period.
: e : : - There

was no accumulation of plasma levels of the medicine over a period of 30 days|

editorial change: replace dosage units
with full description for clarity.

Comment [sponsorl]: Minor ‘

Comment [sponsor2]: Minor
editorial change: change wording of
sentence about accumulation to inem =

clarity.

Metabolism

Metabolism of the medicine in the skin following transdermal patch application is
negligible. The medicine is eliminated via hepatic metabolism, with subsequent
biliary excretion and renal excretion of soluble metabolites. Ingredient A is the
only known active metabolite of the medicine. In a study in post operative patients,
the total clearance of medicine was 75 L per hour.

__--1%  ment [sponsor3]: Minor
litorial change: paragraph moved to
Interactions” section, as this is the most

Presentation and storage conditions | sppropriate location.

c

Transdermal patch 50. Transdermal patch, 50 mg (releases 50 microsram:
medicine perhour) (square, white patch, marked with trade name 2 .d st: agthin

@ t [sponsord]: Self
request: change to Pl to reflect request to
reduce pack size.

Note: This figure shows inserted text (underlinc M and text tu oe deleted or moved (strikethrough font). All
proposed changes are shown in their current or p. »osed position, and not in comment boxes in the margins.
The marked up text shows proposed changes the | >duct information corresponding to two separate
variations being requested under s. 9D(3)- -mi.ic ~-litorial changes to increase clarity (blue text) and a change
to reflect a self-assessable request to reduce ' ne r ack size of the product (red text). Clearly distinguishing
between PI changes corresponding t s differen. cypes of variations that have been submitted simultaneously to
the TGA will aid the decision aakin_ oroce s, as different types of changes may be assessed by different TGA
delegates.

Other changes :~ ti. » product information

In some cas -~ the nlvproposed variation to an ARTG entry is a change to the PI. Most of these
changes donc meet the criteria of a safety-related request (see Part 3) and are requested
under s sU(3). 1..e type of request depends on the level of assessment required by the TGA to
m ke a - (1si n. One example of this is a ‘minor editorial change to the PI’ (see below). Most
othe exar-_tes of where the only variation to an ARTG entry is a change to the PI require
s.mpo: ‘ng clinical, nonclinical or bioequivalence data, and should be submitted as a Category 1
.eq. >stin the Streamlined Submission Process?0. These types of changes to the PI are not
discussed in this document.

See the Australian Regulatory Guidelines for Prescription Medicines?1 (ARGPM) for more

information about Category 1 and Category 2 applications.

20 <http://www.tga.gov.au/industry/pm-ssp.htm>
21 <http://www.tga.gov.au/industry/pm-argpm.htm>
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Minor editorial changes to the product information under s. 9D(3)

Some quality-related variations made under s. 9D(3) will also require a change
to the product information (PI). However, in some cases, the only proposed
variation to an ARTG entry being requested under s. 9D(3) is a change to the
PL.

An example of this is a change to the PI that meets the criteria of a ‘minor
editorial change’, as described below. Minor editorial changes to the Pl can ¢
made as a self-assessable request under s. 9D(3).

Minor editorial changes are intended to improve the quality and reac abi'.cy ot
the PI, and must not alter the context or meaning of the information , - ovic ad.
No new or amended information relating to the quality, safety c e, "cacy of the
product should be proposed as a minor editorial change. All 7 i. -nust comply
with the specified form for providing product information: * for a . 2stricted
medicine.

Examples of minor editorial changes to the PI include.

e changing the sentence structure to improv clarit - (for example, changing
‘The pharmacokinetics of multiple dos~ ~fp - luct X showed that no
accumulation of drug occurred after nulti} 'e dosing’ to ‘No accumulation
of product X occurred after mult. le ¢ ~se< in pharmacokinetics studies’)

e some cases of moving text wit in the ,ame section of the PI, without
changing any text

e changing the text about w =ther or not a particular presentation is
marketed

e amending he.u.ngs ~ comply with the latest approved form for the PIL.

The same requirements «pply r included information and format of the marked-up PI as for
variations that result in consequential change to the PL

Sponsors wantin' clarii cation about which procedure to follow should contact the TGA.

1.5 ‘innlementing approved variations

. “riav. ns to registered prescription medicines cannot be made without approval from the
“ec. ~tary. Sponsors are encouraged to advise the TGA of any unusual circumstances related to
the planned approach for implementing a variation (particularly quality-related variations).
txamples of this include any periods when the ARTG entry has been updated to reflect the
approved change but product prepared under previous conditions is still on the market, or in
certain cases, periods when ‘old’ and ‘new’ product are being supplied concurrently.

22 <http://www.tga.gov.au/industry/legislation-pi-form.htm>
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Sponsors who no longer intend to implement an approved change should inform the TGA in
writing as soon as possible to determine the requirements to request a new change the ARTG
entry under s. 9D(3) (see Section 4.2).

On rare occasions, some changes beyond the sponsor’s control may need to take place before
the TGA can approve them (for example, a change to the name of an overseas supplier). In these
cases, sponsors should submit a request to the TGA as soon as they become aware of the change,
so that the ARTG entry can be updated as appropriate.

1.6 Mechanism to approve one-off changes to
medicines

Occasionally, circumstances arise during the manufacture of a batch of a pre- iptio. medicine
that result in a slight deviation from the approved process, but the change <an b. shown to not
reduce the quality, safety or efficacy of the product. An example of this { - vai ~tion to the shelf
life for a specific batch of the product. It is possible that this batch can stil. e released for
supply, provided that appropriate data are evaluated and the modific *ior is approved by the
TGA. The process for obtaining this approval is to request a Cat zgory 3 quality-related change to
the entry under s. 9D(3), to add a new condition of registratioi for t} 2 product. This new
condition, which is approved under s. 28(3A), will specifi-u.. * tiic relevant batches of product
are able to have a different shelf life, as approved b" the TGA.' he data that should be submitted
to the TGA will depend on the nature of the change. = de. ~lLed in subsequent sections. If the
particular circumstance relates to quality require aents hat are specified in a legislated
standard (that is, the British Pharmacopoeia [BP], . mite I States Pharmacopeia — National
Formulary [USP], European Pharmacopoe. [Ph. Eur.| or a therapeutic goods order [TGO]),
sponsors should make a request to obtain cc <ent under s. 14 to supply the specific batches.
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Part 2

Requesting a correction to
an incorrect or incomplete
entry in the Australian
Register of Therapeutic
Goods: s. 9D(1)

Minor variations to registered prescription medicines: biological medicines Page 26 of 139
V1.2 May 2013



Therapeutic Goods Administration

Does the variation create a
separate and distinct good?

Yes
s. .3 ’
—

—
‘ [

s.9D(1) s. 9D(2) s. 9D(3) | s. 23

Request to Safety-related Requestfora | Application to
correct an request to vary variation { :at make a variation
ARTG entry an ARTG entry does 7L ~au - that creates a
safety , qua, 'y or separate and
e ~any distinct good
See Part 3 See Part 4 See Part 5
_

Variations under s. 9D(1) cg

Level of assessment *vuplication type Timeframe

(working days)
Verification ofd ‘ails Correction to, or completion No statutory timeframe
provided b, 4e spunsor of, an ARTG entry

APTG = \v-.;a1 in Register of Therapeutic Goods
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2.1 What is a correction to an ARTG entry?

A correction to an entry in the Australian Register of Therapeutic Goods?3 (ARTG) is generally a
minor change to correct or complete information that was inadvertently recorded incorrectly or
omitted in the ARTG entry, including the product information (PI). In some cases, errors in
quality-related specifications may need to be corrected.

Sponsors can request corrections to ARTG entries under s. 9D(1) of the Therapeutic Goods Act
198924 (TG Act). Alternatively, the Secretary can make corrections to ARTG entries under
s.9D(1), at his or her initiative.

Examples of these variations include correcting typographical errors in quantities of exc pients,
correcting grammatical errors in the records held about a product or adding a manu - tur ag
step for a licensed manufacturer that was inadvertently omitted.

2.2 Changes to the product informatioi. fcr
corrections to ARTG entries

Variations under s. 9D(1) can generally include only minir--' ct. =;¢s to the PI—for example,
correcting a typographical error in the street name of th : spoi s0r’s address. Any other
requested variation that also requires a change to ti. - P1, uck as moving text from one section
of the PI to another, does not meet the criteria for cort. -ting or completing an ARTG entry and
cannot be made under s. 9D(1). Similarly, updates *o thr PI to reflect changes made to
equivalent documents in other countries: annot be 1uade under s. 9D(1); depending on their
nature, these types of changes should be mc '< as safety-related requests (see Part 3 of this
document) or under s. 9D(3) (see Part i fthi. document). However, adding previously
approved text that was inadvertently or.iti. 7 from the PI—with suitable evidence— would be
an example of an appropriate cor~ ctic » t~ an ARTG entry If sponsors do not understand which
procedure to follow, they shou! { cont ct the TGA.

See Section 1.4 for genevra. 'nfo:nation on changes to the product information.

23 <http://www.tga.gov.au/industry/artg.htm>
24 <http://www.comlaw.gov.au/Series/C2004A03952>
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2.3 How to apply to the TGA

Advice for sponsors
If you want clarification about which procedure to follow, contact the TGA.

You can also contact the TGA for general information before you submit a
request. The TGA can provide advice on general requirements for the requ. -t
and relevant parts of the legislation, but cannot provide detailed, spec’.ic
information about a particular request until it has been lodged.

Further information is also on the TGA website25.

Sponsors can request corrections to ARTG entries by downloading the t¢ m ‘1 2quest to Correct
an ARTG entry under subsection 9D(1)’ from the TGA website. The « ~mple. .d form, together
with any required information or documents, and the relevant f~_, shc '< pe sent to:

Application Entry and Support Team
Office of Medicines Authorisation
Therapeutic Goods Administration
PO Box 100

Woden ACT 2606

The processes and requirements describ. ' in this section also apply to corrections to ARTG
entries that are identified by the Secretary.

What do I need to provide?

For each request, the spo.isor s ould provide all of the following:

e acompleted ‘Reques.to C. vect an ARTG entry under subsection 9D(1)’ form, with
justifications or docu.. 2entary evidence

e ifachange to he ap roved Pl is involved, a clean and marked-up copy of the approved PI
(see Sec m 1.. ~f.nhis document)

e ifre'Cvant, a .able, provided as an attachment to the letter of request, outlining each of the
prc ~~sed “hanges to the PI with brief explanatory text, including justifications

de ~ils of when the entry became incorrect or incomplete (if possible), preferably including
» relevant file or submission number

e relevant evidence of GMP (clearance letter if an overseas site of manufacture is involved, or
Australian manufacturing licence), if this is relevant to the request

e an assurance that the only changes being made to the ARTG entry are those identified in the
request

25 <http://www.tga.gov.au>
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o therelevant fee (see ‘What fees do [ pay?’, below).

Sponsors must fully disclose all intended changes in a request letter. Any undisclosed, additional
changes that are embedded in data or other accompanying documents cannot be approved.

What fees do I pay?

The fees payable for services provided by the TGA are listed in Schedule 9 of the Therapeutics
Goods Regulations 1990. These fees are subject to change from time to time; current fees26 a~~
published on the TGA website. The fee for requests under s. 9D(1) is in item 2A(a) of Part ? of
Schedule 9.

If the variation is initiated by the Secretary, no fee is payable.

What are the timeframes?

There is no statutory timeframe for requests under s. 9D(1); however, ti. » TG. tries to process
requests as quickly as possible.

What happens to my request?

If all the requirements for a correction to an ARTG ~ntry have een met, including payment of
the appropriate fee, the request is referred to the re!- -an. "72A evaluation area for assessment.

The TGA will only review those variations that arc desc ibed in the cover letter provided with
the request at the time of submission. Ari, new information will only be accepted if the TGA
requests them as part of the review process, xcept under justifiable extenuating circumstances.
Any other ongoing regulatory activity .. has change in sponsorship, is usually considered
independently of minor variations.

The TGA will only review those variations requested under the relevant part of the Act that are
described in the applicatiun foi n pre vided with the request at the time of submission. Any new
information will only be acc. ~tea ir the TGA requests them as part of the review process, except
under justifiable exten’ - ting ¢. cumstances. Any other ongoing regulatory activity, such as a
change in sponsorshin, is -sually considered independently of minor variations.

If the Secretarv i< satisf 2d that the ARTG entry is incorrect or incomplete, an appropriate
change will . app. . ed. If not, the request will be rejected. The person making the request will
be sent aletter +'ining the decision. Reasons for the decision will be provided if the request is
rejecter..

'f th. 7ari-“.on to the ARTG entry is approved, the entry will be updated and any necessary

¢, 'nge. <o the Pl will also be approved under s. 25AA(4) of the TG Act. Sponsors should lodge
-op: s of the updated PI and Consumer Medicine Information with the TGA via the TGA
eBusiness Services?? system within 2 weeks of the date of approval. For injectable prescription
nedicines, the current approved PI must also be supplied in hard copy with the medicine (this
is a condition of registration for injectable medicines only).

26 <http://www.tga.gov.au/about/fees.htm>
27 <https://www.ebs.tga.gov.au/>
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The sponsor will be notified of the initial decision in writing. Any notification of a rejection will
include reasons. All decisions made under s. 9D(1) and s. 25AA(4) are subject to review under
s. 60 of the TG Act.

Sponsors can withdraw their request at any time during the process but fees are not refundable.

If the Secretary proposes to vary the entry on his or her initiative, a letter will be sent to the
sponsor informing them of the decision.

2.4 Summary of variations under s. 9D(1)

Figure 2.1 shows a flowchart of the processes for making a decision under s. 9D(1).
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Figure 2.1 Process for requesting corrections to ARTG entries under s. 9D(1) of the
Therapeutic Goods Act 1989

ARTG = Australian Register of Therapeutic Goods; PI = product information; TGA = Therapeutic Goods
Administration
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Part 3
Making a safety-related

request to vary an entry in
the Australian Register of
Therapeutic Goods: s. 9D(7)

Minor variations to registered prescription medicines: biological medicines Page 33 0f 139

V1.2 May 2013



Therapeutic Goods Administration

Does the variation create a
separate and distinct good?

Yes
s. .3 ’
—
—
‘ [

s. 9D(1) s. 9D(2) s. 9D(3) | s. 23
Request to Safety-related Request fo a | Application to
correct an request to variation 1 :at make a variation

ARTG entry vary an ARTG does 7L ~au - that creates a
entry safet', qua. 'y or separate and
e ~any distinct good

See Part 2 See Part 4 See Part 5

Some variations undergs. 90 efjuire supporting data; others do not. This is
assessed on a case-by-Cage i
Level of assessment Application type Timeframe
(working days)

Verificatio.i . “details Safety-related request No statutory timeframe (TGA
provid-u by the sponsor processes as soon as possible)
Eva. atiuu of data Safety-related request with No statutory timeframe (TGA

bmi..ed to the TGA data processes as soon as possible)

ARTG = Australian Register of Therapeutic Goods; TGA = Therapeutic Goods Administration
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3.1 What is a safety-related request?

A safety-related request to vary an entry in the Australian Register of Therapeutic Goods28
(ARTG) is one where the variation has one of two possible outcomes:

e toreduce the patient population that can receive the medicine (for example, remove an
indication or limit the use of the medicine)

e toadd awarning or precaution (for example, an adverse effect or interaction).

These two types of variations are discussed further below. Safety-related requests must be
made under s. 9D(2) of the Therapeutic Goods Act 19892° (TG Act). Requests are assersec on a
case-by-case basis and the proposed variation must meet the criteria of being safety -~ .ate l.
Sponsors should be able to justify how a request meets these criteria. Safety-re'ac 1 va..ations
always require changes to the product information (PI).

Variations that reduce the patient population

These types of safety-related variations reduce the number of p~uple v." J can take the
medicine. In most cases, the TGA only needs to verify the deta’ s of tt : request. Examples
include:

e removing an indication3?

e restricting use of the medicine to certain patic nt grc vs (for example, patients within a
particular age range)

e adding certain contraindications (for ex. nple, contraindicated in patients with renal
impairment).

Additions approved to the PI that »rov de ‘urther information from clinical trials relating to the
patient population (including ¢ iantit-tive information), but not linked to a request to reduce
the number of people tak.ng th med cine, cannot be approved as a safety-related request.

Variations that au 1 a warning or precaution

Warnings and precautions

Proposed changes to an ARTG entry (and/or the approved PI for a product)
can have the effect of adding a warning or precaution without actually using
the words ‘warning’ or ‘precaution’. For example, adding ‘oedema’ or
‘dizziness’ to a list of adverse effects in the PI will have the effect of warning
prescribers about a risk associated with the product. These types of changes
meet the criteria of s. 9D(2) and are considered to be ‘safety-related’.

28 <http://www.tga.gov.au/industry/artg.htm>

29 <http://www.comlaw.gov.au/Series/C2004A03952>

30 Note that under s. 9D(2A) of the TG Act, changes to indications made under s. 9D(2) do not create a
separate and distinct good and do not require an application to be made under s.23 of the TG Act.

Minor variations to registered prescription medicines: biological medicines Page 35 0f 139
V1.2 May 2013


http://www.tga.gov.au/industry/artg.htm
http://www.comlaw.gov.au/Series/C2004A03952

Therapeutic Goods Administration

Examples of variations that have the effect of adding a warning or precaution are:
e adding a clearly identified warning or precaution

e adding an adverse effect

e adding an interaction

e adding a contraindication

e restricting or reducing use of the medicine to a specified period of time (for example, th
medicine must only be taken for 2 weeks)

e changing the ‘Use in pregnancy’ category to a more restrictive classification

e increasing the frequency of a known adverse effect (for example, changing £. v. » ‘cu..imon’ to
‘very common’) or upgrading its severity (for example, moving it from th_ *Adve. e effects’
to the ‘Precautions’ sections of the PI)

e specific warnings about handling, storage or disposal of a product.

Variations that don’t add a warning or precav cion

Not all adverse effects, contraindications and so on will r.1eet e criteria of being safety-related.
All proposed variations are assessed on a case-by-c sel »sis tr determine whether they are in
fact safety-related within the meaning of s. 9D(2).

Examples of variations that do not have the effect . ©ac ding a warning or precaution are:

e achange that may unintentionally broac. = the use of the product (for example, a statement
that patients with impaired liver f.ic fon + .ould not take the medicine for an unapproved
indication may imply that people wi.n i._althy livers can use the medicine to treat the
unapproved indication)

e adding a warning, precautic ~ or #.aim that compares the medicine with another medicine of
the same class (for evam, 'e, product A is less toxic than product B)3t!

e adding information ¢ appropriate medical treatment of overdose, unless recommended by
the TGA or Th :rap. 1itic Guidelines32

e adding1 dify.. ;phrases which reduce the impact of a warning (for example, adding a
statement. <k as ‘no causal relationship has been established’).

If 'he p ~_ose 1 change is a simple addition of a short, qualitative word or phrase (for

exa,. le, 27 uing an adverse effect such as ‘headache’), verification of the details by the TGA is
s *ficic *for approval. However, sponsors should be able to provide the TGA with data to
,up, ort the proposed change if the TGA requests it.

31 Section 9D(2) expressly excludes warnings or precautions that includes a comparison of the goods with
any other goods by reference to quality, safety or efficacy—see s. 9D(2)(b)(ii).
32 <http://www.tg.org.au/>
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Variations requiring evaluation of data by the TGA

If the proposed change is more than adding a simple word or phrase to the approved PI, or is
intended to reflect findings from a clinical trial or other type of study, the TGA may need to
evaluate supporting data. This will be determined on a case-by-case basis. However, the request
will still be processed as a safety-related request, and not as part of the Streamlined Submission
Process, provided it meets the criteria of s. 9D(2). Examples of cases where supporting data mav
be needed are where the proposed variation:

e includes a clarification, discussion or description of the variation (for example, the clini .al
significance of the variation). If a finding has potential safety implications, these shoul. he
clearly stated as a warning or precaution, without any subsequent explanatory te ..,
statements such as ‘the clinical significance of the finding is unknown’ are not st fiz.en asa
warning or precaution without evaluation of supporting data

e includes quantitative data (describing values or incidence of certain finciny 2
e describes a detailed causal relationship, including clinical significan. »
e adds detailed information on interactions with other medicines.

If a request is not safety-related, as described above, it may be ible t¢ be approved through a
separate request under s. 9D(3), if the quality, safety and »““~ac, ~7che product are not
reduced. An example of a change to the PI requiring eva’uatio. of data that is not likely to meet
the criteria of s. 9D(2) (and will therefore need to be ~ub ~itted as a Category 1 application) is
adding clinical trial information relating to efficac’ rat. ~r than safety, such as meta-analysis
from from clinical trials without accompanying sa -ty s’atements.

See Part 4 for more information about ¢ nges under s. 9D(3).

3.2 Changes to th= p-educt information for safety-
related requests

Usually, the only variat. 1 being requested under s. 9D(2) is a change to the PI. Proposed
changes to the app-v. ~d t that meet the criteria of being safety-related must be identified as
safety-related rec uests nd submitted using the appropriate form. If proposed changes to the PI
that are safe -~ -relc ~d are identified during evaluation of a Category 1 application (Streamlined
Submission P, -es<33), the sponsor may be asked to submit a separate safety-related request
under s JD(?). Fullowing the incorrect process is likely to cause delays in approval of important
sz.ety-. “'atec changes to the product.

. e Sc ‘ion 1.4 for general information on changes to the product information.

33 <http://www.tga.gov.au/industry/pm-ssp.htm>
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3.3 How to apply to the TGA

Advice for sponsors
If you want clarification about which procedure to follow, contact the TGA.

You can also contact the TGA for general information before you submit a
request. The TGA can provide advice on general requirements for the requer .
and relevant parts of the legislation, but cannot provide detailed, specific
information about a particular request until it has been lodged.

Further information is also on the TGA website34

Sponsors can lodge safety-related requests by downloading the form ‘Safe. -rela. .d request
(SRR): Request to vary an ARTG entry under subsection 9D(2)’ from the TGA ebsite. The
completed form, together with any required information or docume ~ts, an. the relevant fee,
should be sent to:

Application Entry and Support Team
Office of Medicines Authorisation
Therapeutic Goods Administration
PO Box 100

Woden ACT 2606

Some safety-related requests may be urg ~t—for exainple, if the subject of the variation poses a
serious risk to public health. Sponsors shou. ' identify urgent requests so that the TGA can
process them as quickly as possible. Ar'. -gen. equest should be submitted as a stand-alone
request under s. 9D(2), and not with tker juests such as a self-assessable request under

s. 9D(3). Sponsors are also able t~ .oti. * b althcare professionals about any safety concerns
regarding a product; for examy e, dur'ng discussions about the request with the TGA during the
approval process.

The TGA may also ask <~ onsoi1. to submit a safety-related request (see Section 3.4).

What do I ne »d tc provide?

For each reque - t'.e sponsor should provide all of the following:

e acu~ptet d ‘Safety-related request (SRR): Request to vary an ARTG entry under subsection
. (2)’ “orm outlining each proposed variation to the ARTG entry, with justification for its

rey =stunders. 9D(2)
e clean and marked-up copies of the approved PI (see Section 1.4 of this document)

e atable, provided as an attachment to the form, outlining each of the proposed changes to the
PI with brief explanatory text, including justifications

e an assurance that the only changes being made to the ARTG entry and PI are those identified
in the request

34 <http://www.tga.gov.au>
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o therelevant fee (see ‘What fees do [ pay?’, below).
In addition, the sponsor should provide either:

e an assurance that the sponsor has data to support the proposed changes that can be
provided to the TGA on request

or

e relevant data to support the proposed changes in common technical document (CTD) format
(see ‘Submission of supporting information’, below), if applicable.

Submission of supporting information

In some cases, the Secretary needs more information to decide if a request mee cs 1. = criteria of
s. 9D(2), and is therefore considered to be ‘safety-related’. For example, a sy ot or may want to
add a statement to the ‘Precautions’ section of the PI because a clinical tria. show. d that some
patients are at higher risk of a particular adverse event. The Secretary n. v w. 1t to evaluate the
sponsor’s supporting data to ensure that the proposed addition to t” < Pl is ccurate and
appropriate, and may ask the sponsor to provide this informatie~ Thi. +v e of request will still
be processed by the TGA as a safety-related request (with eval (atior of data).

Any supporting information provided by the sponsor sheuiu mee the requirements of the
relevant European Medicines Agency (EMA)/Inter: atio al Co) ference on Harmonisation (ICH)
guidelines35 that have been adopted by the TGA.

The sponsor can also provide supporting informa. on w ithout being requested to do so by the
Secretary. This is appropriate for comple issues sucu as adding a warning based on data from
clinical trials, or adding quantitative inforn. “ion to describe an adverse effect.

If sponsors are not sure which appro .ch .c *2ke, they should contact the TGA. A higher fee
applies to requests with supportine inf »ror ation that needs to be evaluated. (See ‘What fees do |
pay? for more information abo .t app’icaple fees.)

All data submitted to suppc *as. " y-related request should be prepared in the most recent
version of the CTD form: t. On. data that are relevant to the proposed variation should be
included, and the spons. " only needs to submit a single copy of the data. Refer to the TGA
website for additi~na: uia.nce on Australia-specific requirements for CTD submissions3e.

What fees ‘o I pay?

T 2 fee * maya )le for services provided by the TGA are listed in Schedule 9 of the Therapeutics
Goo. -~ Regriations 1990. These fees are subject to change from time to time; current fees are
L blisi 4 on the TGA website.

Two ievels of fees apply to safety-related requests to vary an ARTG entry under s. 9D(2). The fee
the sponsor pays depends on the level of assessment required for the Secretary to make a
decision. In most cases, the TGA can make a decision based on the sponsor’s own assessment of
the variation, and no supporting data are required. [tem 2A of Part 2 of Schedule 9 applies to
these requests.

35 <http://www.tga.gov.au/industry/pm-euguidelines.htm>
36 <http://www.tga.gov.au/industry/pm-ctd.htm>
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Where the TGA needs to evaluate supporting data to make a decision, a higher fee applies. This
is in item 2CA of Part 2 of Schedule 9. In some cases, the TGA may determine that it needs to
evaluate supporting data during the course of assessing a safety-related request. If there are
multiple changes being requested under s. 9D(2) in the same submission, the TGA will approve
any of the changes that do not require evaluation of data. Any other changes that require
evaluation of supporting data should be lodged in a separate submission. If all proposed
changes require evaluation of supporting data, the sponsor will be invoiced for the balance of
the higher fee not yet paid. This fee should be paid when the relevant data are submitted. A new
request does not need to be made.

What are the timeframes?

There is no statutory timeframe for safety-related requests. However, because annrc ad < ifety-
related requests are expected to improve the safety of a medicine, the TGA trie; to, vocess these
requests as quickly as possible. This depends on the nature and urgency of *1e  ~quest:
variations relating to major public health concerns are given the highest p. rity. Sponsors are
also able to notify healthcare professionals about any safety concerns re, ard. g a product; for
example, during discussions about the request with the TGA during he ap . oval process.

The TGA processes stand-alone safety-related requests as a prority ever safety-related requests
that are submitted with other requests (such as a request for ‘. inor :ditorial changes’ under

s. 9D(3)). Sponsors are therefore encouraged to submit suie., -reiated requests separately from
other types of requests.

Safety-related requests should not be included in strea. ~lined submission process applications,
that is, Category 1 and 2 applications. Following ti ~incrrect process is likely to cause delays in
approval of important safety-related cha. -es to the product.

What happens to my reque ,t?

If all the requirements for a safs cy-related request have been met, including payment of the
appropriate fee, the requcst is . ~ferrr d to the relevant TGA evaluation area for assessment. If a
requirement has not been n. * (to. example, the sponsor has not included a correctly marked-
up copy of the propose new t J, the sponsor will be asked to submit the required information
before the request can be ~rocessed. This will not change the fees payable.

If the Secretary i< sure t 1at the proposed variation is safety-related (that is, will reduce the
patient pop: ‘tion .. can take the medicine, or have the effect of adding a warning or
precaution), it. u1<.be approved. In most cases, verification of the information provided in the
sponso’ s so'“-assessment will be sufficient for a decision. Verification involves a brief review of
the info. natisn provided, including any proposed changes to the P], to confirm the nature of the
rop. ed variation. It also usually includes discussions between the Secretary’s delegate and

tr spo..sor to ensure that the most appropriate wording is used in any changes to the PL

If the Secretary needs supporting data to make a decision (whether the data are submitted at
he TGA’s request or on the sponsor’s own initiative), the evaluation will be conducted
according to guidelines and procedures set out in the ARGPM and other relevant guidance (for
example, relevant EMA guidelines).

See ‘What do I need to provide?’ for more information about supporting information.

The TGA will only review those variations requested under the relevant part of the Act that are
described in the application form provided with the request at the time of submission. Any new
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information will only be accepted if the TGA requests them as part of the review process, except
under justifiable extenuating circumstances. Any other ongoing regulatory activity, such as a
change in sponsorship, is usually considered independently of minor variations.

If the variation to the ARTG entry is approved, the entry will be updated and any necessary
changes to the PI will also be approved under s. 25AA(4) of the TG Act. Sponsors should lodge
copies of the updated PI and Consumer Medicine Information with the TGA via the TGA
eBusiness Services37 system within 2 weeks of the date of approval. For injectable prescription
medicines, the current approved PI must also be supplied in hard copy with the medicine (this
is a condition of registration for injectable medicines only).

The sponsor will be notified of the initial decision in writing. Any notification of a rejection . -ill
include reasons. All decisions made under s. 9D(2) and s. 25AA(4) are subject to revi :w *.adet
s. 60 of the TG Act.

If the Secretary is not satisfied that the proposed variation is safety-related, t'-* requ st will be
rejected. The person making the request will be sent a letter outlining the decisi. n. Reasons for
the decision will be provided if the request is rejected.

Sponsors can withdraw their request at any time during the process Mut fe-, are not refundable.

3.4 Safety-related variations identiiicd by the TGA

If the TGA identifies the need for a safety-related vuria ‘on 1o a product in a sponsor’s range, and
a consequential change to the approved P], it can' 1itiat : discussions with the sponsor about
safety-related requests. This may be to al*on the apy.. _ved PI with other PIs for products that
contain the same active ingredient, or if as. mal is identified during postmarket monitoring of
the medicine. The processes and requir=men. <escribed in this section, including fees, also
apply to safety-related variations ide tif'e. by the TGA.

Alignment of prodr:ct i \fon 1ation approved for the same active
ingredient

To ensure that the infori. ~tion that is available to healthcare professionals and the public is
consistent, all apy.ove. Pls for registered prescription medicines containing the same active
ingredient sho'ilc he co nparable in terms of the safety information provided. If a change to a PI
is approved  ch as iollowing a safety-related request, the TGA encourages sponsors to ensure
that the 27 prov ' Is of all other related products are similarly updated by the same process.38

Ch. ~geZ co the product information based on postmarket monitoring

Ada. ‘onal safety information about a product often becomes available after the product has
entered the marketplace. The TGA may identify a signal during postmarket monitoring and
decide that a safety-related variation is appropriate. In this case, the TGA usually contacts the
sponsor directly to discuss the requirements, and the specific statements that should be added
or removed from the approved PI. In some instances, the TGA may evaluate data provided by

37 <https://www.ebs.tga.gov.au/>
38 [t is a specific condition of registration that the product information for generic products be updated
within one month of safety-related changes made by the innovator.
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the sponsor to be satisfied that the appropriate warning will be added to the PI. Once this is
finalised, the TGA will ask the sponsor to submit a safety-related request, with the appropriate
fee, depending on whether or not data were evaluated. The variation to the ARTG entry will
then be formally approved, along with the consequential change to the PI.

3.5 Summary of safety-related variations under
S. 9D(2)

Figure 3.1 shows a flowchart of the processes for making a decision under s. 9D(2).
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Figure 3.1 Process for requests under s. 9D(2) of the Therapeutic Goods Act 1989

ARTG = Australian Register of Therapeutic Goods; DIC = drug information centre; PI = product information;

I'GA = Therapeutic Goods Administration
* The delegate will make a decision on as many parts of a single request as possible, and any parts requiring

TGA evaluation of data will be lodged in a separate submission.
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Part 4
Requesting a variation that

does not reduce quality,
safety or efficacy: s. 9D(3)

Minor variations to registered prescription medicines: biological medicines Page 44 of 139

V1.2 May 2013



Therapeutic Goods Administration

Does the variation create a
separate and distinct good?

Yes

s. 9D(1) s. 9D(2) s. 9D(3) | s. 23
Request to Safety-related Request for 3 ’ Application to
correct an request to vary make a variation

ARTG entry an ARTG entry that creates a
separate and
distinct good

See Part 2 See Part 3 See Part 5

Some variations under s. 9D areggeii-assessable; others require data to be
submitted to the Therg)eu #c Goofls Administration for evaluation
Level of assessment ‘ Ap, “ication type Timeframe
Verification of d :tails Self-assessable request to vary an ARTG entry 45 working
provided t **ae days
sponsor
Lvaluauon c. quality Category 3 application: variation to ARTG entry | 45 working
date ~uly days
Full evaluation Category 1 or Category 2 application: variation 255 working
(combination of to ARTG entry with consequential PI change days for
clinical, nonclinical, (streamlined submission process). Refer to the Category 1;
bioequivalence and ARGPM for guidance on these application types 175 working
quality data) days for
Category 2

ARTG = Australian Register of Therapeutic Goods; PI = product information
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4.1 What types of variations are covered under
S. 9D(3)?

Variations to registered prescription medicines that are not safety-related (that is, do not meet
the criteria for a safety-related request under s. 9D(2)) can be made under s. 9D(3) of the
Therapeutic Goods Act 19893° (TG Act), provided that the variation does not:

o reduce the quality, safety or efficacy of the product
e create a separate and distinct good.

Most minor variations made under s. 9D(3) relate to the quality of registered presci ption
medicines. Some requests under s. 9D(3) only involve making consequential ch~~ges "o t'.e
product information (PI). Some PI changes may require evaluation of nonclinical, ¢. nical or
bioequivalence data as a Category 1 or 2 application (see below).

For more information about safety-related requests to vary entries 'n ti. » ARTG, see
Part 3.

For more information about variations that create separaf - and discinct goods, see Part
5.

There are two application routes for requests to change jnly v e quality aspects of registered
prescription medicines:

e Requests that require submission of data
Most s. 9D(3) requests are quality rel~ted and 1. |.ire a Category 3 application and
evaluation of relevant quality data by 1. > Therapeutic Goods Administration (TGA).
Requests that require evaluation of ~anci. ‘cal, clinical or bioequivalence data will require a
Category 1 or 2 application unde’ s. © "2 under the Streamlined Submission Process#.

o Requests that can be asse’sed by ...e sponsor (self-assessable request)
If requested variatior : are onsid :red to be minor by the TGA, sponsors can assess the
supporting data themse -es o... then make a request to the TGA based on this self-
assessment. Minor < iange. must be appropriately validated as unlikely to reduce the safety,
quality or efficacy o1 medicine (in fact, some proposed variations can improve the quality
of the product]. Re ues.s should meet specific conditions to be considered self-assessable.
The sponsor . ‘ust t! en make a request for approval of the variation, but must provide the
supportr ~data .”requested to do so by the TGA.

Sectior +.2 ~f tius document outlines the self-assessable requests that can be made under
s. ID(% ] urth 2 TG Act and their specific conditions.

< ctic 4.3 of this document outlines the variations under s. 9D(3) that require data to be
~dv nitted to the TGA for evaluation as Category 3 applications.

See the Australian Regulatory Guidelines for Prescription Medicines*! (ARGPM) for more

information about Category 1 and Category 2 applications.

39 <http://www.comlaw.gov.au/Series/C2004A03952>
40 <http://www.tga.gov.au/industry/pm-ssp.htm>
41 <http://www.tga.gov.au/industry/pm-argpm.htm>
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Approval

The Secretary’s approval is required for all variations under s. 9D(3) of the
Therapeutic Goods Act 198942, This means that, even if the data to support the
proposed variation do not have to be evaluated by the TGA (and the approval
is based on the sponsors’ self-assessment of the proposed change), the
variation must be formally approved before it can be implemented.

If a sponsor decides not to implement a quality-related variation after it has
been approved, they should notify the TGA as soon as possible.

4.2 Self-assessable requests

Conditions for self-assessable requests

All self-assessable requests should be made us g the procedures outlined in
this section and receive the Secretary’s ap... —7ai . ..ore the variation is
implemented.

Sponsors should comply with the ¢ cne. ~l requirements in this section and all
the specific conditions listed for e. ~h priposed variation.

The TGA reserves the righ. » request copies of the experimental (validation)
data at its discretion, and to 1. 'ow up the validation during an inspection of
the manufacturing sit ..

This section outlines the {ener 'reqi .rements for making self-assessable requests, as well as
the specific conditions for & “ere... cypes of variations.

The validation data spe. ‘ed in this document are the minimum requirements, and any
additional necess2.y . ~lia. :ion (for example, to comply with the Pharmaceutical Inspection
Convention/Phai maceu ical Inspection Co-operation Scheme [PIC/S] Guide to Good
Manufactur, ' Pra. “i-¢ for Medicinal Products*3) must also be conducted. If validation data are
needed to sup, vrt«variation, these data may be generated using either pilot plant-scale or full-
product.on h~tches of the product,4 except for variations to batch size, where the data should
bc gene_uted rom full production-scale batches. The use of pilot scale batches should be

‘usti, d.

" ti. validation tests show a difference between pre-variation and post-variation batches, an
appropriate Category 3 application for evaluation should be made (see Section 4.3) unless
~therwise allowed in this document or agreed to by the TGA.

42 <http://www.comlaw.gov.au/Series/C2004A03952>

43 <http://www.tga.gov.au/industry/manuf-pics-gmp-medicines.htm>

44 The role of pilot-scale batches is to provide data that are predictive of the production-scale product.
These may be used in the process development phase, to support formal stability studies, and to support
nonclinical and clinical evaluation. The choice of pilot batch size should be justified.
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Depending on the nature of the variation and the significance of the differences in results,
additional data—such as information on bioavailability, clinical safety or efficacy—may be
needed. The application will then become a Category 1 or 2 application. If this was the case,
sponsors would need to submit a new application in the Streamlined Submission Process.

It is not mandatory for sponsors to use the self-assessment procedure. Any proposed variations
to registered medicines may be submitted as a formal Category 3 application for evaluation, in
which case the normal data requirements and evaluation fee will apply.

General requirements

The following general requirements always apply to self-assessable requests and the spr.isor
must ensure that they comply.

e The product must be registered in the ARTG.

e No request for a variation that requires TGA evaluation of data should v » submaitted as a
self-assessable request.

o All of the validation data specified for each proposed variatie mu. * F.ve been generated.
e Experimental (validation) data must be supplied to the TG. if re juested.

e Validation data must be provided upon request duri 1g a g\ od manufacturing process (GMP)
inspection.

e The person signing the form must be an authc ‘ised ) ficer with access to the supporting
data.

How to apply to the TGA

Advice fo. spo. ~ors
If you w=at cla. ‘ication about which procedure to follow, contact the TGA.

Yo' . als contact the TGA for general information before you submit a

re Juest. [he TGA can provide advice on general requirements for the request
anu *~'cvant parts of the legislation, but cannot provide detailed, specific
fermation about a particular request until it has been lodged.

Further information is also on the TGA website45

What do I need to provide?

Self-assessable requests should be accompanied by all of the following:

e acompleted ‘Self-assessable request (SAR): Request to vary an ARTG entry under
subsection 9D(3)’

45 <http://www.tga.gov.au>
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e an assurance that the only variations being made to the ARTG entry are those identified in
the request, and that no other aspects of the quality information have been changed,
including manufacturing procedures and equipment, and raw material and drug product
specifications

e astatement that all of the general requirements and all of the applicable specific conditions
have been complied with

e ifrelevant, clean and marked-up copies of the proposed PI (see Section 1.4 of this
document)

e relevant evidence of GMP (clearance letter if an overseas site of manufacture is involvec or
Australian manufacturing licence), if this is a condition of self-assessment

e any other information specified as ‘Required information’ for that type of ckh... 7e (. ~_
subsequent sections)

o therelevant fee (see ‘What fees do [ pay?’, below).

The form ‘Self-assessable request (SAR): Request to vary an ARTG e ~try ui ‘er subsection
9D(3)’ is available on the TGA website; all sections of the form sh~=ila = ~ompleted. The
completed hard copy of the form should be signed by the pers: n whe is taking responsibility for
ensuring that all of the general and specific conditions relevan. "o th: proposed variation have
been complied with, and any specified validation data hzve b. »n generated and self-assessed by
the sponsor as acceptable.

The form, together with any covering letter, requ’ 'ed ir. ~rmation or documents, and the
relevant fee, should be sent to:

Application Entry and Support Team
Office of Medicines Authorisation
Therapeutic Goods Administration
PO Box 100

Woden ACT 2606

Note that any validation or ‘pe.. .¢ntal data that were generated for self-assessment purposes
should not be submitted with e request. However, these data may be requested by the TGA for
review at a later date. D« ~ending on the type of variation proposed, different types of self-
assessable reques’s re uirc different types of information. Details of these specific
requirements are orovi .ed in the relevant subsections of Section 4.2 of this document. The
information ~oulau . _iate only to the specific variations requested; no other data should be
provided.

[t s ac ~uitic n of registration that variations cannot be implemented without prior approval by

the . "A.1” . minor variation is implemented without approval (refer to Section 1.5), a

L. “ego. -3 application, including payment of any applicable evaluation fee, will be required to

.egu rise the change, and the full validation data will be required for evaluation. Breaching the

conditions of registration of a product can result in penalties and/or cancellation of the
‘egistration of the product by the Secretary under s. 30(2) of the TG Act. Self-assessment is not

a means of regularising unauthorised changes made to registered medicines.

All self-assessable variations that are approved by the TGA will be documented as approved
variations to the entry in the ARTG of the product under the provisions of s. 9D(3) of the TG Act.

If the type of change does not meet the criteria of a self-assessable request or not all of the
specific conditions have been met, the request cannot be approved because the correct
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procedures have not been followed. Sponsors will be advised to submit the correct form
‘Category 3 application: Request to vary an ARTG entry under subsection 9D(3)’ and the
necessary supporting information in a new request, if they still wish to vary the ARTG entry.

For information on requests under s. 9D(3) that require data, see Section 4.3.

What fees do I pay?

The fees payable for services provided by the TGA are listed in Schedule 9 of the Therapeutir
Goods Regulations 199046, These fees are subject to change from time to time; current fees 7 are
published on the TGA website. The fees for self-assessable requests under s. 9D(3) are liste. at
item 2A(a).

What are the timeframes?

Under regulation 16F of the Therapeutic Goods Regulations 1990, which ap, lies to all requests
under s. 9D(3) that do not require TGA evaluation of clinical, nonclinical « = bicequivalence data,
the Secretary must make a decision about the request and notify the monsor within 45 working
days of receiving the request and payment (whichever is later) .1, if nec _ssary, raise an
objection concerning the application (refer to Section 1.2). An bject >n usually means that the
Secretary will ask the sponsor questions about the produr* *hav -~ necessary for them to make
a decision about the request, to which the sponsor must respc d.

If an objection is raised by the Secretary, the clock .vi.. ~top irom the time the objection is raised
(that is, the matter is raised with the sponsor), an ' will ,.art again when the TGA receives the
response to the objection from the spons~r. The Sec. _ary then has 30 working days from the
day on which they receive the response to . ~tify the sponsor of the decision.

If the Secretary does not make a decis.on -ithui the 45 working day timeframe (or subsequent
30-working day period after a respouis : to an objection), the request is taken to have been
approved.

What happens to ray =quest?

If all the requireme= - fo1  self-assessable request have been met, including payment of the
appropriate fee, t 1e req \est is referred to the relevant TGA evaluation area for assessment. If a
requiremen’ Fds 1. °t bren met (for example, the sponsor has not included a correctly marked-
up copy of tiuce roposed new PI), the sponsor will be asked to submit the required information
before t*.c reque.. can be processed.

Wh n all the necessary information has been received by the TGA (including payment), the
Jack. arts on the application. The TGA verifies the sponsor’s self-assessment of the variation
7.1 approves the request, if applicable. If the Secretary is not able to make a decision, the clock
stops while the TGA asks for information under s. 31 of the TG Act or raises an objection (see
above). The clock restarts on receipt of the complete response to the request for information.
There is no limit on the number of clock stops under s. 31. The person making the request will
be sent a letter outlining the decision about the proposed variation when it is made. Reasons for
the decision will be provided if the request is rejected.

46 <http://www.comlaw.gov.au/Series/F1996B00406>
47 <http://www.tga.gov.au/about/fees.htm>
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The TGA will only review those variations requested under the relevant part of the Act that are
described in the application form provided with the request at the time of submission. Any new
information will only be accepted if the TGA requests them as part of the review process, except
under justifiable extenuating circumstances. Any other ongoing regulatory activity, such as a
change in sponsorship, is usually considered independently of minor variations.

If the variation to the ARTG entry is approved, the entry will be updated and any necessary
changes to the PI will also be approved under s. 25AA(4) of the TG Act. Sponsors should lodge
copies of the updated PI and Consumer Medicine Information with the TGA via the TGA
eBusiness Services*8 system within 2 weeks 2 weeks of the date of approval. For injectable
prescription medicines, the current approved PI must also be supplied in hard copy with (" e
medicine (this is a condition of registration for injectable medicines only).

The sponsor will be notified of the initial decision in writing. Any notification of a re; ».cior will
include reasons. All decisions made under s. 9D(3) and s. 25AA(4) are subject t rc siew under
s. 60 of the TG Act.

Sponsors can withdraw their request at any time during the process bu’ fee. are not refundable.

48 <https://www.ebs.tga.gov.au/>
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Types of self-assessable requests

The types of quality-related changes listed on the following pages are considered self-
assessable, provided that the relevant specific conditions are met. The specific information that
needs to be provided with the request for each type of change is also detailed below.

[t includes the following broad categories of quality-related variations under s 9D(3):
A Changes to the drug substance or excipients

B Changes to drug product specifications

C Change to the site of product manufacture

D Replacement of an in-house reference standard

E Establishment of a new working cell bank or seed lot

F Changes to the quality aspects of the product informatio.

G Changes to product labels

H Changes to the pack size

| Changes to fermentation processes

| Changes to purification pro~ sse.

K Changes to storage of he . - substance

L Changes to filling

M  Chang -top -k-ging

N Cian - to the shelf life or storage conditions of the drug product
v L anges to plasma fractionation intermediates

P Changes specific to influenza vaccines

Q  Other changes
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The guidance provided below is in addition to the information in ‘How to apply to the TGA’,
above.

Note on certified product details (CPD) documents

An updated CPD document is usually provided when a change is made to
aspects of the drug product specifications, such as test requirements, limits of
acceptance or non-pharmacopoeial test methods.

If a self-assessable request results in changes to the product specifications «r
the non-pharmacopoeial test methods, an updated and complete CPD
document should be provided in PDF format after approval of the var .ati ,n. See
Appendix 7 of the Australian Regulatory Guidelines for Prescription M .icip .s*9
(ARGPM). Templates for providing CPDs are available on the TCA v. ~bsice.

Updates to pharmacopoeial monographs

Section 3 of the TG Act lists three pharme _op =ias chat are defined as ‘default
standards’ used to specify the quali’7, m thod : f manufacture and other
aspects of therapeutic goods. These ~ ~ th. ™. itish Pharmacopoeia, European
Pharmacopoeia and United States hart. ~copeia—National Formulary.

Pharmacopoeial monogre_hs may be available for any of the following:

e anparticular ingredi~=* or. w material, for example digoxin

e aparticular drug prHdu :t, for example digoxin tablets

e genersl mo ograr 1s applying to groups of products, for example tablets.

They may als. velate to matters other than tests and limits, for example
guidan. about viral safety.

T} ese 1. onougraphs may be updated from time to time. A given product must
cc ply  vith the applicable official standard at the time the batch of product is
suppued by the sponsor. Sponsors therefore need to seek prior TGA approval
« . SAR) for the implementation of changes consequent to pharmacopoeial
updates, before any relevant product is supplied.

49 <http://www.tga.gov.au/industry/pm-argpm.htm>
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A Changes to the drug substance or excipients

The following changes to vary the drug substance, starting materials, intermediates or
excipients in the drug product are self-assessable:

A1l  More stringent limits for test results
A2  Addition of a new test and limit to the existing specifications

A3  Changes resulting from amendments to pharmacopoeial requirements or the
requirements of therapeutic goods orders

A4  Change to equipment used for quality control testing
A5  Change to assay method
A6  Change to the method for determining the content of res.dual solvents, including water

A7  Change to the method of analysis of non-biologicz exci; ‘ents for biological medicine
products

A8  Minor changes to physicochemical tests for . “cir.ents

A9  Change to source, manufacturing »roce - or site of manufacture of excipients derived
from Category C ruminant tiss! es

A1l More stringeat li. ~its (or test results

Limits for test results i. * v be n.ade more stringent within the existing specifications provided
that this does not ck ~ge e composition of the substance. An example of a change that might
alter the substan’ e is n. 'rowing the test limits for isoelectric point, which could result in
omission of ~ <nai = is.form of a protein.

Specific 7 adit. s

e The propsed limits must be consistent with any applicable official standard or guidelines
a ptecu by the TGA.

.teq. ‘red information
» Therevised set of specifications for the substance.
e Anupdated certified product details (CPD) document, if applicable (see box ‘Note on

certified product details [CPD] documents’, above).

A2 Addition of a new test and limit to the existing specifications

The test should be relevant and appropriately validated.
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Specific conditions
e Appropriate validation data should have been generated for the test method.

e The limits proposed should be based on batch analytical data and must comply with any
applicable official standard or relevant guidelines.

Required information
e Details of the test method.
o The revised set of specifications for the substance.

e Anupdated CPD document, if applicable (see box ‘Note on certified product deta’is [.£D]
documents’, above).

A3 Changes resulting from amendments to pharmaropo ~ial
requirements or the requirements of therapeutic gc ~ds ~rders

Sponsors must make a request to the TGA under s. 9D(3) before any 1. ~cessary changes
resulting from amendments to official standards are implemer .ed. Tkis can be submitted as a
self-assessable request, provided that it meets the specific con ition . listed below. If a
substance complies with the requirements of an earlier eiu. 1 o1 an official pharmacopoeia,
such as the BP, it would be appropriate to substitu’ » the requi ements of the current edition of
that pharmacopoeia. However, any tests that were »- for.. 4 in addition to those of the
pharmacopoeial monograph should continue to b : app: d. Note that changing from the
requirements of one pharmacopoeia to those of an *he., such as from the USP to the BP, is not
covered by this section and may require € “~luation of data by the TGA.

Specific conditions

e The change should not involve ~ha' gir g from the requirements of one pharmacopoeia to
those of another.

o The new pharmacopoei. " mo..ograph or amended TGO must be applicable to the substance.
Required information

o Therevised s 't of s, ecifications for the drug substance.

e Anupdce ' CPD document, if applicable (see box ‘Note on certified product details [CPD]

docv-i.ents, Tove).

A4 Cl.ange to equipment used for quality control testing
spec Sic conditions

The change should meet previously approved validity criteria for the test method. Changes
that do not meet previously approved validity criteria are not self-assessable, and the TGA
will need to evaluate supporting data.

e Appropriate validation data should have been generated for the changed equipment using
the previously approved criteria and, where applicable, the same validation protocol as was
used for the previously approved equipment.
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o [fthe type or brand of consumables used with the equipment is critical (that is, included in
the protocol), appropriate validation data should also be generated for the relevant
consumables.

Required information
e Description of the new equipment.

e Anupdated CPD document, if applicable (see box ‘Note on certified product details [CPD]
documents’, above).

A5 Change to assay method

Changes in the assay method are only self-assessable if an in-house assay me*>od - r<placed
with a pharmacopoeial method. If there are differences in specifications jetw en the two
methods, the most stringent specifications should be maintained. Changes .o v. Al safety testing
are not self-assessable.

Specific conditions
o The method being changed must not be a viral safety testir g methoa.
o The stringency of the specifications should not decre>._ >s a _ _sult of the change.

e Batch analytical data for at least three commerc. °1 b. “ches should have been generated to
demonstrate compliance with the new test an-. lin, *

Required information
e Details of the new method.

e Anupdated CPD document (see t o¥ N¢._ on certified product details [CPD] documents’,
above).

A6 Change to the. etuud for determining the content of residual
solvents, includi: * waver

Specific conditio s
e Appropr. “evaunuation data should have been generated for the proposed method.

e The nev- nethod should demonstrably improve precision, accuracy or specificity, without
reducing uny of these parameters. The one exception is that improved specificity or
a “uracy may be associated with reduced precision, but only if precision remains within the
specified limits.

Required information
e Details of the new method.

e Anupdated CPD document (see box ‘Note on certified product details [CPD] documents’,
above).
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A7 Change to the method of analysis of non-biological excipients for
biological medicine products

Specific conditions

e The change should only be to a non-pharmacopoeial method of analysis. If tested according
to a pharmacopoeial method, a change to the method of analysis of a non-biological
excipient should not require prior approval.

e The change should demonstrably improve precision, accuracy or specificity, without
reducing any of these parameters. The one exception is that improved specificity or
accuracy may be associated with reduced precision, but only if precision remains .wv. in < e
specified limits.

e Appropriate validation data should have been generated for the proposed ‘neti. d.
Required information

e Details of the new test method.

A8 Minor changes to physicochemical tests for € tcipients
Specific conditions

e The change should be a minor change to methrds »r parameters such as pH, osmolality,
hydration state, water content or spectromet. 7. Any .ther changes require evaluation of
supporting data by the TGA (that is, a Category . ~_quest under s. 9D(3)).

e The proposed changes should meet phai "acopoeial requirements.
e The proposed changes should no irclu.._ changes to specifications of excipients.
Required information

e A summary descriptionn €thc _.iange, and details of the new method.

A9 Change *. -~ou ~ce, manufacturing process or site of manufacture
of excipients derised from Category C ruminant tissues

Category € run. 2t tissues are defined in the current edition of the TGA’s Supplementary
Require .ner+- for Therapeutic Goods for Minimising the Risk of Transmitting Transmissible
Svorgijvirm F.icephalopathies (TSEs)®. The variations outlined in this section are only applicable
“fthe rouuctis given by the oral, topical, vaginal, rectal or inhalation routes, and there is no

p . =ntic for cross-contamination with higher risk (Category A or B) tissues.

Specific conditions

e The change should be from a ruminant-derived source to a plant or other non-animal
source.

e The product should not be administered by the parenteral, ophthalmic or intra-tracheal
routes.

50 <http://www.tga.gov.au/industry/tse-supplementary-requirements.htm>
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o Either no changes to the specification of the excipients have been made, or the excipients
have been changed as allowed in A1-A9, above.

Required information

e Details of the excipients and the proposed changes. Where relevant, current certificate of
suitability (CEP) issued by the European Directorate for the Quality of Medicines and
HealthCare (EDQM) to the manufacturer of the excipient. However, not all CEPs from the
EDQM will be acceptable—this depends on the source country of the animal and the parts c.
the animal used to manufacture the excipient.

e A declaration that the Category C material has been self-assessed and complies with the
TGA’s requirements regarding TSE risks.

e An assurance that records of compliance will be maintained for future inspe_ ‘on . ~*ae
TGA.

o The revised specification, if changes have been made.
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B Changes to drug product specifications

The following changes to drug product specifications are self-assessable:
B1 More stringent limits for test results within the existing specifications
B2 Addition of a new test and limit to the existing specifications

B3 Changes resulting from amendments to pharmacopoeial requirements or the
requirements of therapeutic goods orders

B4 Change to equipment used for quality control testing
B5 Change to sterility test method
B6 Reduction or removal of overage

B7 Changes to dimensions, shape, inked imprint, or emb~-si.._~".d debossing of solid dosage
forms

B8 Minor changes to physicochemical tests

B1 More stringent limits for te. * results within the existing
specifications

Specific conditions

o The proposed limits mu - be c..ner the same as, or more stringent than, any applicable
official standard or r :levai. accepted guidelines.

Required informe .o
e Therevi <use of <pecifications.
e Anvuriatea "0 document (see box ‘Note on certified product details [CPD] documents’,

abc ve.

F* iddition of a new test and limit to the existing specifications
Specific conditions
e Appropriate validation data should have been generated for the new test method.

o The proposed limit (release and expiry) should be based on batch analytical data and should
comply with, or be more stringent than, any applicable official standard or relevant accepted
guidelines for such a test.
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o The test method should only be used at a registered quality control testing site that has
appropriate GMP clearance.

Required information
e Details of the new test method.
o The revised set of drug product specifications (release and expiry).

e Anupdated CPD document (see box ‘Note on certified product details [CPD] documents’,
above).

B3 Changes resulting from amendments to pharmacopoeia’
requirements or the requirements of therapeutic goods or-er.

Sponsors must make a request to the TGA under s. 9D(3) before any necessary . "anges
resulting from amendments to official standards are implemented. This cai. “e submitted as a
self-assessable request, provided that it meets the specific conditions list 1 be.ow.

Specific conditions

e The new pharmacopoeial monograph or TGO should be su. able  or the product and, if
necessary, appropriate validation data should have b_en _enerated.

e The change should not involve changing from th. veq ‘re.nents of one pharmacopoeia to
those of another.

e Any tests that are performed in addit’ ~n to thosc ur the pharmacopoeial monograph or TGO
should continue to be performed.

e The test method should only be v',ed a 2 registered quality control testing site that has
appropriate GMP clearance.

Required information
o Therevised set of drr.g p. duct specifications (release and expiry).

e Anupdated CPD docu -ent (see box ‘Note on certified product details [CPD] documents’,
above).

e Ifthech -einvuives updating microbiological test requirements for non-sterile products
to me~* TGy .. 77—Microbiological standards for medicines (TGO 77), the product should
hav 2 ur 2 rgone arisk assessment for objectionable microorganisms, in addition to those
~vecitied .n the pharmacopoeias that form the basis of TGO 77. An assurance should be
p. viaed that the report of the risk assessment is available for review, if required by the
TGA.

34 Change to equipment used for quality control testing

Specific conditions

e The change should meet previously approved validity criteria for the test method. Changes
that do not meet previously approved validity criteria are not self-assessable, and the TGA
will need to evaluate supporting data.
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e Appropriate validation data should have been generated for the changed equipment using
the previously approved criteria and, where applicable, the same validation protocol as was
used for the previously approved equipment.

o [fthe type or brand of consumables used with the equipment is critical (that is, included in
the protocol), appropriate validation data should also be generated for the relevant
consumables.

Required information
e Description of the new equipment.
e Anupdated CPD document (see box ‘Note on certified product details [CPD] docuv .ic. s’

above).

B5 Change to sterility test method
Specific conditions

e All aspects of the test are in accordance with the requirement< ot ™e i"iternationally
harmonised test published in the BP, Ph. Eur. or USP and a‘ specified in TGO 77.

o The test follows the guidelines on particular aspects o7« » sc . ity test in Appendix 17 of
the ARGPM.

e Comparative batch data should have been gen _ratc ! using validated test methods.
Required information
e Details of the new test method.

e Anupdated CPD document (see t o¥ N¢ .. on certified product details [CPD] documents’,
above).

B6 Reduction or 1. moval of overage
Specific conditions

e Stability testi g of t .e product with reduced overage on at least three production batches of
the post riati... product should show that all products meet specifications at the
expiration . “t<. This should be done according to International Conference on
Har.nor" ation (ICH) requirements, and data should be made available to the TGA on
request. /.ny failure to meet drug product specifications during the stability trials should be
n tifieu to the TGA as a priority. The TGA reserves the right to withdraw the product from
the .narket if this requirement is not met.

e Any excipient involved should not be an antioxidant or another ingredient whose function
(at least in part) involves being ‘consumed’ over time.

e Manufacture of the product with reduced overage should have been validated appropriately.

Required information

e The revised manufacturing formula.
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e Anupdated CPD document (see box ‘Note on certified product details [CPD] documents’,
above).

B7 Changes to dimensions, shape, inked imprint, or embossing and
debossing of solid dosage forms

Definitions

An inked imprint is a marking or pattern on the product made by printing
with an ink during product manufacture.

Embossing/debossing is either the raised (embossed) or depre<<ea
(debossed) marking, pattern or engraving on the product that i; for ~ed by
special tools used during product manufacture.

Specific conditions

e The product should be a solid dosage form (note that caps: les ar- considered to be solid
dosage forms, but impregnated sponges are not).

e There should be no concurrent change to the fexmu ition « xcept as allowed in Section 5.2 of
this document.

e There should be no change to, or addition or «. letica of, scoring.

e Where an inked imprint is changed, the ~ should be no change to the imprinting ink used.
Required information

e The new product descriptior.

o Therevised set of drug nrou *ct <pecifications at release and expiry.

e Anupdated CPD dc-1menu see box ‘Note on certified product details [CPD] documents’,
above).

e Where the nr noser change requires an update to the PI, details of changes to the P], as

outlined - Sect.uii 1.4 of this document.

B3 M. r changes to physicochemical tests

S, ecif: conditions

e Thereis no change in test method other than minor changes to existing test methods for
physicochemical parameters of the drug product such as pH, density, specific gravity, optical
rotation, extractable volume, osmolality, osmolarity or viscosity.

Required information
e A summary description of the change, and details of the new method.

e Anupdated CPD document (see box ‘Note on certified product details [CPD] documents’,
above).
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C Change to the site of manufacture

Some minor changes to sites of manufacture do not require prior approval; these are discussed
in Section 6 of this document.

The following changes to sites of product manufacture are self-assessable:

C1 Addition of a new site of secondary packaging operations for an already registered
product

C2 Deletion of site of manufacture

C3 Change to manufacturer or supplier of excipients or raw materials

C4 Change to site of quality control testing

C5 Addition of a new site of release for supply operations fr. .n a. ~~.dy registered product

Definitions
The following definitions apply for *1.. ~u1.uses of this document:

o Change in site of manufactur. me .ns a change in the location of the
manufacturing premis -. Some changes related to changes in site of
manufacture may not be . “f-assessable.

e Packaging matel ia’ m . .1s any material employed in the packaging of a
medicinal pre  .ct, ¥r'ading any outer packaging used for transportation
or shipmen . Pack ging materials are referred to as primary or secondary
accoruirg tc vhe_ner or not they are intended to be in direct contact with
the pradu - Secondary packaging includes any packaging or labelling
(inc ding repackaging or labelling, over-labelling or supplementary
' "elli, ~) where the medicine remains in the primary container and that
prin ary container is not opened, breached or modified in the secondary
nar’.aging process.

.e that primary and secondary packaging require different levels of good
manufacturing process certification.

o Release for supply means that ‘medicinal products are not sold or
supplied before an authorised person has certified that each production
batch has been produced and controlled in accordance with the
requirements of the market authorisation and other regulations relevant to
the production control and release of medicinal products’ (from the Guide
to Good Manufacturing Practice for Medicinal Products).5!

51 There may be more than one site involved in release for supply of a product. However, release for
supply should only happen once, to ensure that the complete batch records (and responsibility for
release) are held in one place. All sites must demonstrate compliance with good manufacturing practice
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C1 Addition of a new site of secondary packaging operations for an
already registered product

Specific conditions

o [fthe new site is in Australia, the site must have a current manufacturing licence for this
type of manufacture issued by the TGA. If the new site is overseas, the product sponsor must
have a current GMP clearance letter (valid at the time of application) issued by the TGA for
the new manufacturing site and for that type of manufacture.

e Apart from the change in site of manufacture, there should be no changes to any other
aspect of the quality data other than changes to manufacturing equipment. Whers a (an, 2
in manufacturing equipment is made, this should have been validated in accord: 1c_-w’ h
the principles of GMP.

Required information
o Details of the manufacturing step(s) undertaken at the new site of 1. ~nu.. ~ture.

e A copy of the Australian licence and/or GMP clearance.

C2 Deletion of site of manufacture

Specific conditions

e None.

Required information

o The name and site address of the r... ifac. rer and the steps of manufacture to be deleted.

o GMP clearance letter to show that t 1er: is at least one validly registered site of manufacture
performing the same step(s; of m~nufacture as the deleted site. This evidence should be in
the form of the currei.c nrit. out f om the TGA eBusiness Services website52 for the product
or a copy of the TGA ~pp val ietter.

C3 Change ‘v .na..ufacturer or supplier of excipients or raw
materials

Specific r-adit. s
o The cnan‘,e should not be to excipients or raw materials of animal or human origin.
e Thu :hange should not be to excipients or raw materials used in heparin products.

e The change should not be to excipients produced by recombinant DNA technology.

(GMP) through a Therapeutic Goods Administration licence or clearance. Compliance with shipping
conditions during importation into Australia is the responsibility of the Australian sponsor for products
released for supply overseas. The sponsor does not require a GMP licence to perform this step.

52 <https://www.ebs.tga.gov.au>
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Required information
e The name and street address of the new manufacturer.

e An assurance that the excipients or raw materials comply with previously approved
acceptance criteria and/or storage conditions.

C4 Change to site of quality control testing
Specific conditions

e There should be no modifications to the testing procedure, and the previously apr.c -=d
validation criteria should be met.

o [fthe new site is in Australia, the site must have a current manufacturing li_enc for this
type of manufacture issued by the TGA. If the new site is overseas, the p. ou “ct sponsor must
have a current GMP clearance letter (valid at the time of the applicatio. * issucd by the TGA
for the new manufacturing site and for that type of manufacture.

e There should be no changes to the test methods used for testing 1. » product, whether or not
the test methods have been provided to the TGA previousl', excent where allowed by other
sections within this document.

e There should be no impact on existing method -valid tions and the test methods have been
adequately qualified to generate results compar-. “le .tk 4t of currently approved quality
control sites. The qualification data should be srov. "=d to TGA on request.

e The change should not be a change tc¢ ~ viral sate.y testing site.

Required information

e The name and address of the new s’ce.

e Details of the manufacturir ; step”s) undertaken at the new site of manufacture.

e A copy of the Australian . ~ence and/or GMP clearance letter.

C5 Additio« u. 2 1.ew site of release for supply operations for an
already reqis *ered product

Specific ~_adit. s

o 'fthenev site is in Australia, the site should have a current manufacturing licence for this
t, e or manufacture issued by the TGA. If the new site is overseas, the product sponsor must
have a current GMP clearance letter (valid at the time of application) issued by the TGA for
t..e new manufacturing site and for that type of manufacture (see definition of ‘release for
supply’ in box ‘Definitions’ above).

Required information
e Details of the new site of manufacture.

e A copy of the Australian licence and/or GMP clearance.

Minor variations to registered prescription medicines: biological medicines Page 65 of 139
V1.2 May 2013



Therapeutic Goods Administration

D Replacement of an in-house reference standard

Specific conditions

The TGA should have explicitly approved the protocol for establishing a replacement
standard. The protocol should have been submitted with the application for registration or a
subsequent Category 3 application to change the in-house reference standard. This also
includes a change in shelf life of the reference standard.

Required information

Details of the new reference standard, including assigned values.
The reference to the TGA approval of the protocol (that is, TGA submission »= mb.
The proposed date of implementation, allowing time for TGA approval.

An updated CPD document (see box ‘Note on certified product detai. * [Cy ] documents’,
above).
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E Establishment of a new working cell bank or
seed lot

The following changes to establish a new working cell bank or seed lot are self-assessable:

El Addition of a new working cell bank or working seed lot
E2 Change to the storage site for the master cell bank or seed lot, or working cell bank or
seed lot

E1 Addition of a new working cell bank or working see l¢™
Specific conditions

o The new working cell bank (WCB) or working seed lot (WSL) skauld b derived from the
previously approved master cell bank or master seed lot.

e The TGA should have explicitly approved the protocol for  “is pv pose. The protocol should
have been submitted with the application for registra_iv. or « subsequent Category 3
application to change the WCB or WSL.

e There should be no effects on genetic stability proc 'ct yield, adventitious agent safety, or
quality and purity, as shown by the validation tudyv.

Required information

e Details of the new WCB or WSL.

e The proposed date of impler.c.itat. =, allowing time for TGA approval.

e Adeclaration that the WCB = WL has been validated by an approved protocol (stating the

date of approval of tk2 p. *ocol) and found to be acceptable.

E2 Change 0 e storage site for the master cell bank or seed lot, or
working <¢ll ~an’. or seed lot.

Specific ~onditi. s

"he char e should be to backup/reserve storage site only.

k uir. dinformation

The address of the new site.

Details of the facility that has taken responsibility for GMP compliance for the secondary
storage site.
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F Changes to the quality aspects of the product
information

Changes to the product information (PI) under s. 9D(3)

Most quality-related changes to the PI are approved as consequential changes
made at the same time as approval of a request under s. 9D(3) (that is, any ¢’
the types of changes listed in this section of this document). There is no ne ~1

to make a separate self-assessable request to change the PI in these cas--

The types of changes in this section are requests for changes to the F ~vherz
the only proposed change being requested under s. 9D(3) is a c'.an_= to wne PL.

Specific conditions
e The change should be one or more of the following:

— adding the names of excipients in the product, whethe or no those excipients are
referred to in the TGO pertaining to labels

— adding the Chemical Abstracts Service (CALY nu. ber, ¢ aemical structure, molecular
formula, molecular weight and/or chemical == me, smenclature of the drug substance

— changing the name, address or other deta. = of t'ie product’s sponsor or distributor

— putting into effect the guidelines 1. -ections 3.1-3.3 and 3.5 of Appendix 20 of the
ARGPM (‘Supplementary guidelines . *radiopharmaceuticals’)

— changing the PI of radiopharr iac-u ‘~als to specifically

= give instructions anc .uforrn. ~..on about the enhancement of radiation protection
and safety of the us 'r and he patient. These may include radiation shielding data,
decay charts, pr <ea. *~. to minimise radiation doses to staff and unwanted doses to
patients, and refe. ces to guidelines and codes of practice relating to radiation
protection

= giveir struc ions to users that the patient dose should be measured by a suitable
racio. “tivit;, calibrator immediately before the dose is administered.

e Anyinclua 1technical information should be accurate and should be obtained from
recr gnis~d reterence sources.

e " 'lnam_sand terminology used in the PI must be Australian approved names or entered in
the "GA eBusiness Services code tables.

e Products should not be supplied with a new PI until the change has come into effect.

e The approved amended PI must be updated on the TGA website when the proposed changes
come into effect.

Required information

e Details of changes to the PI as outlined in Section 1.4 of this document. If the amendments
are necessary because of other regulatory actions that have already been approved or
notified, evidence of such approval or notification.
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G Changes to product labels

Requirements for labels

Mandatory labelling requirements for prescription medicines are set out in the
therapeutic goods order that pertains to labels (currently Therapeutic Goods
Order No. 69—General requirements for labels for medicines), as amended
from time to time. It is the sponsor’s responsibility to ensure that their proc act
labels meet any state and territory government requirements. When makir,
changes to labels, sponsors should consider the recommendations in *.1e "GA
document Best Practice Guideline on Prescription Medicine Labelling*

Self-assessment of proposed changes to product labels is only zidlow 1 for the
types of changes detailed in this section. Also see Part 6 of tl.is «. ~cument for
other types of changes to labels that do not require prior ap, rovai or
notification.

Specific conditions
e The change must be one or more of the following:

— change to warning statements

= addition of, or changes to, a warning ¢ ' precadtion statement resulting from a
safety-related variation to the Pl under s. Z0(2) of the TG Act, where the PI change
has been approved by the TGA

= addition of warning or car.io, ~ry s.atements where an incorrect route or method of
administration may be hzzz.do .5, such as ‘Not for injection’, ‘For external use only’
and ‘Not for oral use’, v ad. **lon of mandatory warning or cautionary statements in
the current edition »fthe 'GA document Required Advisory Statements for Medicine
Labels54, if relev nt.

— change to quali"* or m. .ufacturing aspects

» additic’. « "the ames of excipients, whether or not the excipients are referred to in
the Tt O tha relates to labels

= - lition ur the release rate for transdermal patches

amenument of the means of expressing the proportion of drug substance in topical
pr 2parations

= addition or amendment of the terms hypotonic, hypertonic and isotonic in the labels
of large-volume injections

— changes as a result of other TGA requirements

= amendments that have been approved by the TGA under s. 9D(1) of the TG Act
(correction of an incomplete or incorrect entry in the ARTG)

= addition of a new TGA-approved route of administration for injectable medicines

53 <http://www.tga.gov.au/industry/labelling-pm-best-practice.htm>
54 <http://www.tga.gov.au/industry/labelling-rasml.htm>
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= amendments resulting from the implementation of a self-assessable request that is
either submitted simultaneously or has been previously approved by the TGA

= amendments resulting from the implementation of changes allowed in Part 6 of this
document that have been notified to the TGA, including changes to the sponsor
name, sponsor address and medicines scheduling

= changes to the method of expressing the content of active ingredients or excipients,
in accordance with the current TGO pertaining to labels, such as changing ‘0.5 mg’ tc
‘500 micrograms’

= changes as a result of product rescheduling (following from changes to the Stcvdara
for the Uniform Scheduling of Medicines and Poisons5>)—for example, changes to
directions for use and statement of purpose(s) of the product that are in .ccr. dance
with the approved PI (see Part 6 of this document for more information)

= changes that must be made to labels to comply with current TGOs Note hat
updating old labels that have not previously been evaluated anc app "oved by the
TGA is not self-assessable

= change to names of active ingredients, excipients or dos~ge fo1 1s as a result of
changes in the Australian Approved Name or TGA eBu<inc s S-rvices code tables.

— changes to presentation, sponsor details, and so on

= changes to the colour, design or layout of labe’s v. *th 110 change to content, provided

that there is no loss of differentiation b- twe n pac s that contain different strengths

- change to layout should not introdur- - de, “i-week or time-of-day (or similar)
dosing schedule panel, although v/ riatic < to such panels that were previously
approved may be allowed, provide. *h=_there is no change to the dosing
regimen

- change to the layout or desig. ~f a physician sample pack may include changes
in content if this is to F.us1 = coinpliance with Australian pharmaceutical
industry codes of conuv :t

- deletion of reper_eu tex. [present elsewhere on a label) from selected side
panels is 2=cept 'ble, p ovided that the information is not mandatory and its
removalis i acce "unce with the best practice guideline on prescription
medicine 1abe, ng

= additior ~r du ~tion of, or change to, the name or address of the Australian sponsor
or suy plier fthe product

= 'ditio. ~7 deletion of, or change to, the company logo or livery
= dele a of existing graphics, pictures or diagrams and any associated text

ac dition or deletion of, or change to, simple instructional, informational or anti-
campering statements, such as ‘Consumer medicines information enclosed’, ‘Break
security seal before opening’, ‘Push tablets through blister foil’ and ‘Do not accept if
security seal is broken’

= addition or deletion of, or change to, the statement of country of origin or
manufacture for imported products, as required by other relevant Australian
legislation

55 <http://www.tga.gov.au/industry/scheduling-poisons-standard.htm>

Minor variations to registered prescription medicines: biological medicines Page 70 of 139
V1.2 May 2013


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

Therapeutic Goods Administration

= addition or deletion of, or change to, label text of outer protective pouches or
8 p p
overwraps of the container or primary pack where the new text is not confusing,
promotional or contradictory to text on the container or primary pack labels

= addition or deletion of, or change to, the pictogram of a product or its dosage form,
provided that it does not contravene the Best Practice Guideline on Prescription
Medicines Labelling.

e All changes to the label must be identified in the request.
o The changes must ensure continued compliance with the relevant TGO pertaining to lab_is
e For addition of, or changes to, a company website address, the website should have:

— an Australian address (that is, ends with “.au’ or other justified suffixes that 1 »fect
Australian ownership of the address)

— information about the product (including any direct links from the v.evL ite) tnat is
consistent with the information approved by the TGA for that proa -t.

Required information

e (Copies of the existing labels and final copies or mock-ups o che ameuded labels, including
any logos, designs or graphics. The copy should be actual s e ans should indicate the
colours to be used. If there are multiple strengths or r." si.._, one representative label or
copy will be sufficient, provided that the only differc 1ce be :ween the labels is the pack size
or strength, unless this would contravene the sti ngu. di“.erentiation requirement.

e If batch number and expiry date are printed ¢ the !apels during packaging, a statement to
this effect, stating the prefixes to be v =d.

e For addition of, or changes to, a corr»any -ebsite address, an assurance that the sponsor
has full control over the content rth: ite,

e For changes to labels resulti*.g tron. _cher regulatory actions that have been either already
notified or approved, ~ppr« nriate evidence of the notification or approval, for example a
TGA submission numbc
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H Changes to the pack size

Reducing the number of units (vials, syringes, ampoules, cartridges) in a pack is self-assessable;
increasing the number of units in a pack is not.

Definitions
For the purpose of this document, pack size is defined as follows:

e For products presented as discrete dosage units (for example, tablts,
capsules, compressed or moulded suppositories, pessaries, or ot} er <.ngle-
dose medicine inside a unit container), the pack size is the numb. of v .iits
in the container.

e For non-sterile solid, powder, semi-solid and liquic "roa. -ts, the pack
size is the weight or volume of the container conten: -

o Forinjections and other sterile preparations, . “e pa :< size is the
number of ampoules, vials, prefilled syringe ., bags, vuttles and so on per
primary pack (carton).

e For transdermal patches, the pack ' 1ze is "he number of patches per
primary pack (carton).

o For pressurised metered-do e pre, arations or dry powder inhalers,
the pack size is the norninal nui. >~. of doses in the container.

e For non-pressurised m. ~red-dose preparations, the pack size is the
minimum number ot ¢ ses .n the container, or the volume or weight of the
container contents.

Volume of fill ¢ r a ste ile product is defined as the nominal volume of solution
in the conca’ner, he *otal content of which represents the strength of the
product 7; lis *d on the label. It may include an overfill. Note that inclusion of a
new vo. e of 1dl, or a change in the existing nominal volume of fill of an
inje-"~n ¢ a peritoneal dialysis solution is considered under the legislation as
a hang. in product strength and requires a Category 1 application.

Specific conditivus

e < “hecharge

should not be a change in the volume of fill of an injection or other sterile

p1 ~aration.

e ‘lae change

should be the result of either of the following:

— Pharmaceutical Benefits Advisory Committee recommendation (including a larger pack

size)

— tointroduce a smaller pack size; or

— deletion of an existing pack size that is no longer to be supplied.

e The change
indications.

in pack size should not be accompanied by changes to dosage regimen or
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o The label for the new pack size should be the same as for the current pack size, except for
quantity of goods or other changes allowed in other sections of this document.

e The additional or changed pack size should be consistent with the treatment
recommendations in the PL.

e The container material, size and shape should be either unchanged, or changed in a manner
permitted in this document.

Required information
o Relevant details regarding the change in pack size.
e A copy of the label for the new pack size, as appropriate.

e  Where the proposed change would involve approval of an amended P], det'uls € changes to
the P, as outlined in Section 1.4 of this document.
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|  Changes to fermentation processes

The following changes to fermentation processes are self-assessable:

11 Reduction in fermentation period
12 Change in manufacturer of the filter
[3 More stringent internal process controls

I1 Reduction in fermentation period

Specific conditions

e Thereduction in fermentation period should not change the bat<h siz.
e There should be no change to internal process controls.

Required information

e Reasons for the change.

e Details of the change.

I2  Change in manufacturer ¢ "the filter

Specific conditions

e There should be no change 0 internai process controls.

o The filter should not be ‘seu ™ steps that require viral safety validation.

Required information

e Reasons for t! e cha 'ge.

e Detailsc “he ne.. manufacturer.

e An -ssur~nce that the new filter meets the same acceptance criteria as the previous filter.

e . 2 assuiance that the internal process controls for the filtrate have not been changed.
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I3  More stringent internal process controls

Specific conditions

e There should be no change to the quality characteristics of the product.
Required information

e Details of the new internal process controls.

e Reasons for the change.
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J Changes to purification processes

The following changes to purification processes are self-assessable:
J1 Reduction in holding times

]2 Reduction in column life

J1  Reduction in holding times

Specific conditions

e The change should not be a change to a plasma-derived product.
Required information

e Scientific justification for the reduction in holding times.

J2  Reduction in column life
Specific conditions

e None.

Required information

e Scientific justification for the redv_.uc » in «slumn life.
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K Changes to storage of the drug substance

The following changes to storage of the drug substance are self-assessable:
K1 Reduction in shelf life

K2 Change in dimensions or manufacturer of storage container

K1 Reduction in shelf life
Specific conditions

e None.

Required information

e Details of the new shelf life.

e Areason for the planned reduction in shelf life.

K2 Change in dimensions or manui. ct\ ver )f storage container
Specific conditions

e The surface area in contact with the p. duct should not change.

o The dimensions of the storage cor a1, =r si.uuld only increase by 50% or less.

e There should be no change te *'ie ¢ nt.iner material.

Required information

e Details of the change.

e Justification for .. ~ ch. 1ge.

e Anassurar.ce “at <.ability studies have been conducted.
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L  Changes to filling

L1 Introduction of a similar filling line
Specific conditions
e The new filling line should be similar to the existing filling line.

e There should be no modifications to the procedure, and the previously approved valida*.o.
criteria (including validated aseptic holding and filling times) and/or release specifica ons
should be met.

e This can include upgrades to an existing filling line.
Required information

e General details of the new/upgraded filling line.
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M Introduction of anti-tamper packaging for the
drug product

Specific conditions
o The packaging materials should not contact the product.
Required information

e Details of the change.
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N Changes to the shelf life or storage conditions
of the drug product

The following changes to shelf life and storage conditions for the drug product are self-
assessable:

N1 Reduction in shelf life
N2 Changes to excursion temperature during manufacture

N3 Addition of a restrictive shelf life or storage condition

N1 Reduction in shelf life

Specific conditions

e None.

Required information

e Details of the new shelf life.

e A reason for the reduction in shelf life.

N2 Changes to excursion tempc "ature during manufacture

Specific conditions
o The change is one of t':e fol owins .
— aremoval of an € .cur. ‘on temperature
— areduction i~ the ‘me spent out of refrigeration, including time out of the freezer.

All other changes o the excursion temperature require the TGA to evaluate the data (see
Section 4.3 } or fui uier information).

Requir- d infarmation

e  ~tail- ~i the change.
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N3 Addition of a restrictive shelf life or storage condition
Specific conditions

o The change should be to a more restrictive shelf life or storage conditions.
Required information

e Details of the change.

e The reason for the change.
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O Changes to plasma fractionation intermediates

The following changes to plasma fractionation intermediates are self-assessable:
01 More stringent internal process controls

02 Reduction in column life

01 DMore stringent internal process controls

Specific conditions

e There should be no change to the quality characteristics of the product
Required information

e Details of the change.

e The reason for the change.

02 Reduction in column life
Specific conditions

e None.

Required information

e Details of the change.

e Ajustification for the propc ~ed rr duction.
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P Changes specific to influenza vaccines

Some of the processes for regulating quality-related changes to influenza
vaccines are slightly different from the processes for other vaccines, because of
the changing nature of the vaccine virus strains. This section may also be
applicable to new vaccines that have similar requirements to influenza
vaccines.

The following changes that are specific to influenza vaccines are self-assessable:

P1 Change in the passage or lot number of the approved reassorted virus cr ap, -oved virus
isolate

P2 Change in the working seed lot
P3 Replacement of reference reagent

P4 Strain-specific variations to manufacturing nroc sses

P1 Change in the passage or lot nu. *b_r of the approved reassorted
virus or approved virus isolate

Specific conditions

e The new lot should be deriv_.a rron. .1 approved reassorted virus or virus isolate, using an
approved process.

Required information

e Thelot number ~~d . =sage history.

P2 Ch: 'ge...«he working seed lot

Specifi. cor “tions

» . ew._.king seed lot should be derived from an approved reassorted virus or virus isolate,
usl. ;an approved process.

e Neuraminadase identity should be performed on the first three monovalent pooled harvests
from the changed working seed lot, and data should be supplied to the TGA before any lots
will be released.

Required information

e Thelot number and passage history.
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P3 Replacement of reference reagent
Specific conditions
e Changes can only be made to the reference antigen or antiserum.

Required information

e Thelot number and source of the reference antigen or antiserum.

P4  Strain-specific variations to manufacturing processes
Specific conditions

e Changes can only be made within previously approved parameters.
Required information

e Details of the changes.
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Q Other changes

The following further changes are self-assessable:
Q1 Change in details of albumin manufacturer or supplier
Q2 Change in manufacturer or supplier of crude heparin

Q3 Changes to medicines and poisons scheduling

Q1 Change in details of albumin manufacturer or suppl’el
Specific conditions

e The change may apply to the name or contact details of albumin supp. >rs or manufacturers,
but not to the site or process of manufacture. (Changes to site or | -ocess of manufacture of
albumin products require TGA evaluation of supporting da"a.)

Required information
e Details of the new manufacturer or supplier.

e Evidence of GMP clearance, showing the chan ‘ed nc. :e.
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Q2 Change in manufacturer or supplier of crude heparin

Note on heparin products

The stage of manufacture at which starting material for a heparin product is
considered to be the drug substance (also known as the active pharmaceutical
ingredient, or API) is earlier than for other biological medicines. This is
described in current monographs and good manufacturing practice (GMP)
requirements for heparin products. It means that GMP clearance is requirec
earlier in the process for heparin products than for products that do not
contain heparin.

The point at which the drug substance starting material is intre " cec ‘=0 the
process, as interpreted by the Therapeutic Goods Administration. ‘“TGA) for
manufacture of a heparin drug substance, is defined in the flow “hart below. It
is important to note that steps A to B in the flowchart ai. the only steps in
manufacture that do not have to be covered by TGA-issue. GM/Z clearance.

(A) Porcine intestinal mucosa
Extraction
Enzymatic digestion
Ion exchange chromatog aphy
Precipitc on
Drying or I+ »hilisation
(B) Drug substa .cc stay - f material (crude heparin)

(C, "'er_rin drug substance

(D, Heparin finished product

Flowcnart of the manufacturing process for heparin drug product from porcine
. *_stinal mucosa

Manufacturing steps A to B result in the drug substance starting material
(crude heparin). Any step of manufacture beyond this point is regarded as
drug substance manufacture and must be covered by TGA-issued GMP
clearance.

Specific conditions
e There should be no change to the country of origin of the crude heparin.
Required information

o Details of the change, including the following:
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— names and addresses of the supplier(s) of the crude heparin

— names and addresses of the suppliers of the raw starting material (the porcine intestinal
mucosa)

— names and addresses of the suppliers any of the intermediates up to the crude heparin.

Q3 Changes to medicines and poisons scheduling

Note that any changes to the Standard for the Uniform Scheduling of Medicines and Poisons>¢
signal heading and cautionary statements are matters for the states and territories, and
therefore should be handled through state and territory authorities. If a medicine has ue. 2
rescheduled from Schedule 4 or 8 to Schedule 2 or 3, any necessary changes to the ¢ ‘o-.uct
should be handled according to the Australian Regulatory Guidelines for Over-th- "oui. =
Medicines57, where appropriate.

Specific conditions

e The change in scheduling is from a Schedule 2 or 3 medicine to - Schec ‘le 4 or 8, or from a
Schedule 4 to a Schedule 8 medicine, or

e The medicine has been rescheduled from Schedule 4 or 81 Sche {ule 2 or 3, but continues
to be regulated as a prescription medicine (see Part 1'u: “~heuule 10 of the Regulations).

Required information

o Relevant evidence of the change, such as a co} 7 of t} « final Advisory Committee on
Medicines Scheduling decision

e A copy of the revised label

e A clean and marked-up copy of tl.e .ro’,used amended PI, as outlined in Section 1.4 of this
document.

56 <http://www.tga.gov.au/industry/scheduling-poisons-standard.htm>
57 <http://www.tga.gov.au/industry/otc-argom.htm>
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4.3 Requests that require submission of data

This section outlines the procedures for submitting a Category 3 application to request a
variation to an ARTG entry under s. 9D(3). Category 3 applications relate to requests to vary
the quality information held in the ARTG entry for prescription medicines.

The data required to support a Category 3 application are detailed in this section. The types
of changes listed in this section are representative and not intended to be an exhaustive list
of all quality-related changes requiring evaluation of data by the TGA. The requirements are
essentially the same as for the corresponding section of an application to register a new
prescription medicine. The requirements of the relevant EMA/ICH guidelines adopted*
the TGA should be met, as appropriate.

Requests for variations that require evaluation of clinical, nonclinical or bioequ.va nce data
will require a Category 1 or Category 2 application in the Streamlined Subm’s. »n Prucessss.
If a Category 3 application is submitted, but the TGA determines that eval. tion « “clinical,
nonclinical or bioequivalence data is required, sponsors will be informe * tha the request
should be made as a Category 1 or Category 2 application with relevant su, norting data.
Sponsors should be aware that r. 16F of the Therapeutic Goods R~7ul. “ior.s 19905° will not
apply to the request if the delegate forms the opinion that TGA evalu-tion of clinical,
nonclinical or bioequivalence data is required. In this case,r. 1 < or . 16D will
consequently apply, and sponsors will be required to sukmit  new Category 1 or Category 2
application for the variation to be approved.

How to apply to the TGA

Advice for sponsors
If you want clarif’ _..cior. ~*+ out which procedure to follow, contact the TGA.

You can aiso cos "act t.1e TGA for general information before you submit a
request. The A can provide advice on general requirements for the request
and rel - ant pa. s of the legislation, but cannot provide detailed, specific
infor—ati. ~ about a particular request until it has been lodged.

Fi rther information is also on the TGA website 60

Wkhat uo ¥ need to provide?

F . aCacegory 3 application, sponsors should provide the following:
e acover letter (see below)

e acompleted ‘Category 3 application: Request to vary an ARTG entry under subsection

9D(3)’ form

58 <http://www.tga.gov.au/industry/pm-ssp.htm>
59 <http://www.comlaw.gov.au/Series/F1996B00406>
60 <http://www.tga.gov.au>
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e therelevant data in the common technical document (CTD) format. Only a single copy of the
supporting data needs to be submitted. The data should relate only to the specific variations
requested; no other data should be provided. Depending on the nature of the change,
Module 2 data may be required in addition to Module 3 data.

For each proposed change, the sponsor should provide all of the following with the cover letter
of the application:

e aclear description of the currently approved information that is relevant to the proposed
variation

e details of the proposed change, including a brief description of the data provided, with
references

e justification for the change(s)

e asummary of technical data to support the proposed change(s) (see ‘Dz ca1 auirements’,
below)

e adeclaration that: ‘No aspects of the quality information have b en ch. ~ged, including
manufacturing procedures and equipment, and raw material ~d « -u-, product
specifications, other than the changes nominated in this ay dlication’.

If the proposed change involves an amendment to the ap~.v ~d. ., the sponsor should provide
clean and marked-up copies of the PI, as outlined i Sec ‘on 1.: of this document.

What fees do I pay?

The fees payable for services provided by 1. ~ TGA are listed in Schedule 9 of the Therapeutic
Goods Regulations 199061, These fees 7= sub, -tto change from time to time; current fees6z are
published on the TGA website. The fe s for ~guests under s. 9D(3) that require supporting data
are listed at item 2B.

What are the timefr. me.”

Under regulation 16F o1 “e Therapeutic Goods Regulations 1990, which applies to all requests
under s. 9D(3) th~. do ~ot.equire TGA evaluation of clinical, nonclinical or bioequivalence data,
the Secretary mu * mak : a decision about the request and notify the sponsor within 45 working
days of rece. ng tu..equest and payment (whichever is later) or, if necessary, raise an
objection ~oncu ~ig the application (refer to Section 1.2). An objection usually means that the
Secrete y v ask the sponsor questions about the product that are necessary for them to make
a de-isiun abut the request, to which the sponsor must respond.

I, ‘n oL_:ction is raised by the Secretary, the clock will stop from the time the objection is raised
tha s, the matter is raised with the sponsor) and will start again when the TGA receives the
response to the objection from the sponsor. The Secretary then has 30 working days from the
iay on which the response is received to notify the sponsor of the decision.

If the Secretary does not make a decision within the 45-working day timeframe (or subsequent
30-working day period after a response to an objection), the request is taken to have been
approved.

61 <http://www.comlaw.gov.au/Series/F1996B00406>
62 <http://www.tga.gov.au/about/fees.htm>
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What happens to my request?

If all the requirements for a s. 9D(3) request have been met, including payment of the
appropriate fee, the request is referred to the relevant TGA evaluation area for assessment. If a
requirement has not been met (for example, the sponsor has not included a correctly marked-
up copy of the proposed new PI), the sponsor will be asked to submit the required information
before the request can be processed.

When all the necessary information has been received by the TGA (including payment), the
clock starts on the application. The TGA evaluates the data, and approves the request, if
applicable. If the Secretary is not able to make a decision, the clock stops while the TGA as. - for
information under s. 31 of the TG Act or raises an objection (see above). The clock res’a. - o
receipt of the complete response to the request for information. There is no limit on h7 nu nber
of clock stops under s. 31. The person making the request will be sent a letter 01" "inii._*the
decision when it is made. Reasons for the decision will be provided if the regn«stis . ~jected.

The TGA will only review those variations requested under the relevant pa * of tr.: Act that are
described in the application form provided with the request at the time « “su. mission. Any new
information will only be accepted if the TGA requests them as part ¢ “the r.. iew process, except
under justifiable extenuating circumstances. Any other ongoing » sula ~*, activity, such as a
change in sponsorship, is usually considered independently of minor rariations.

If the variation to the ARTG entry is approved, the entry “viu = updated and any necessary
changes to the PI will also be approved under s. 25" A(4 of thi TG Act. Sponsors should lodge
copies of the updated PI and Consumer Medicine In*. na. . with the TGA via the TGA
eBusiness Services®3 system within 2 weeks of th date . “approval. For injectable prescription
medicines, the current approved PI must also be su *nlied in hard copy with the medicine (this
is a condition of registration for injectable aedicines only).

The sponsor will be notified of the init‘a: 'ecis. yn in writing. Any notification of a rejection will
include reasons. All decisions made v ader:. 5D(3) and s. 25AA(4) are subject to review under
s. 60 of the TG Act.

Sponsors can withdraw ti.eir rv *uest at any time during the process but fees are not refundable.

63 <https://www.ebs.tga.gov.au/>
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Data requirements

The following requests to vary an ARTG entry require submission of supporting data to the TGA
for evaluation as a Category 3 application.

A Changes to an entry that involve consequential changes to quality aspects of the product
information

B Changes to specifications of the drug substance, drug product or excipients

C Changes to the method of manufacture of the drug product

D Changes to the site of manufacture of the drug product

E Changes to the source or manufacturing process of excipients of a ima origin
F Changes to the packaging

G Change to, or addition of, pack size

H Changes to the shelf life or storage conditions ¢. *he .. ug substance or drug product
| Changes to labelling

| Changes to gene technology asp-.cts

K Changes to cell banks or s -ed lots

L Changes to filling ¢”the 'rug product

M  Changes toii-he se.eference standards

N Change. "o diluents, kits or product components

o C. .ager to plasma master files

P Changes to plasma fractionation intermediates

7 Changes specific to influenza vaccines

R Changes to other types of quality-related variations where the change does not create a
separate and distinct good
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Depending on the nature of the proposed change(s), the following supporting technical data
should be provided. If not provided, the TGA may request the data. Sponsors should be aware
that the types of changes listed in this section are not exhaustive, and the technical data
required represent the minimum data necessary for assessment. The TGA reserves the right to
request data or information in addition to those specified below, if appropriate.

The guidance provided below is in addition to the information in ‘How to apply to the TGA’,
above.

Comparability studies

Any major change to the manufacturing process, addition of a new
manufacturing site or moving of the process from one site to another cqui.es
data to demonstrate that the drug substance or product made by ti. > two
processes or sites is comparable. The requirements for this t,. of
comparability study are outlined in the International Confc ence . n
Harmonisation (ICH) guideline ICH Topic Q5E: Compara. ity . ©
Biotechnological/ Biological Products—Note for Guic “nce o
Biotechnological/Biological Products Subject to Ch~1ge in _heir Manufacturing
Process.

Where the changes are significant, or vari~.u. » in product quality parameters
is found, stability data may be need ~d tc suppc 't retention of the existing shelf
life. A minimum of three batches of n. *er. ' ~. commercial should be provided
to validate a major change in man factu ‘ng process. Once validated and
approved by the TGA, these batche. ma: be released for supply.

If comparability cannot be . monstrated, supporting nonclinical and clinical
data are required as a €. ~gor, * application.

A Changes tc ai. entry that involve consequential
changes to ¢ 'ality aspects of the product
information

Changes to the product information under s. 9D(3)

Most quality-related changes to the product information (PI) are approved as
consequential changes made at the same time as approval of a request under
s. 9D(3) (that is, any of the types of changes listed in this part of the
document). There is no need to make a separate self-assessable request to
change the PI in these cases.

The types of changes in this section are requests for quality-related changes to
the PI where the only proposed change being requested under s. 9D(3) is a
change to the PI.
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This section covers all quality-related changes to the ARTG entry resulting in changes to the PI
that are not described in Section 4.2.

Required information
e A description of the proposed change to the ARTG entry.
e Details of changes to the PI, as outlined in Section 1.4 of this document.

o Relevant technical data to support the proposed change(s).

4

B Changes to specifications or test methods u!
the drug substance or drug product.

This includes changes to, or removal of, a test method, or changes to speci.” -atioi. ;, where these
are not self-assessable changes (refer to Section 4.2).

Required information

e A copy of the revised specifications; where relevant, this s” ould I 2 consolidated to apply to
all sites of drug substance manufacture.

o Justification for the proposed changes, includin, any ~han‘ es to test procedures. Data
demonstrating the equivalence of the alternati- ¢ «. *"d/ur pharmacopoeial methods may also
be required, if relevant.

e Validation of any changed test procea. ‘es (including microbiological tests, if applicable).

o (Certificates of analysis for three re g1 "entc.ive batches (preferably sequential batches) of
the bulk drug substance or drug j.re dui., demonstrating the manufacturer’s ability to meet
the revised specifications. W'.c.'e ti ~ ~xpiry specifications change, stability data may be
necessary.

o [fthe change is apprrvec n updated CPD (see box ‘Note on certified product details [CPD]
documents’, above;

C Clkanges to the method of manufacture of the
drug surL~@nce and drug product

equ -ed uformation
» . detailed description of the changed manufacturing process, including flow diagram.

»  Process validation data for the changed process (including validation of sterile manufacture
and sterilisation processes, if applicable).

e I[fthe drug substance is made entirely by fermentation, details of any material of animal
origin used during the process that is classified as Category C in the TGA’s Supplementary
Requirements for Therapeutic Goods for Minimising the Risk of Transmitting Transmissible

Minor variations to registered prescription medicines: biological medicines Page 93 0of 139
V1.2 May 2013


http://www.tga.gov.au/industry/tse-supplementary-requirements.htm
http://www.tga.gov.au/industry/tse-supplementary-requirements.htm

Therapeutic Goods Administration

Spongiform Encephalopathies (TSEs)54. If appropriate, provide the necessary assurance
regarding self-assessment of TSE risks of such materials.

Where a manufacturer produces multiple products at the same site, details of the
manufacturing process(es) and the measures taken to ensure that there is no cross-
contamination of different drug substances.

Batch analytical data generated for three full production-scale batches of drug substance or.
drug product manufactured using the proposed process, unless otherwise justified. These
data should be compared with data from at least three batches of recently manufactured
pre-variation product and the mean, standard deviation and range of historical data. 2! data
should be generated using approved routine quality control methods, unless otherwise
justified and details are provided of the non-routine methods used.

Real-time stability data generated for batches produced using the new proccs. (reic: to
Appendix 14 of the ARGPM). For biological medicine products requiring = riger. :ion or
freezing, stability testing should be in real time at the specified storag: -emp rature, for at
least the requested shelf life. The time out of refrigeration (which al 2 in 'udes time out of
the freezer) during normal manufacturing processes, up to the point ¢ "return to the fridge
or freezer following labelling and packaging, should have been de "nec and justified. From
that point onward, all storage and shipping conditions shor id be justfied by the real-time
stability data; the data for justifying any temperature excu -ions should include real-time
studies of the proposed excursion followed by returr . . e nurmal storage conditions for
the remainder of the shelf life.

If the changes proposed are to the drug prodv :t an. may affect bioavailability of the
product, comparative bioavailability data. (Nc¢ - the., if bioavailability data are required and
are submitted to support the change, “e applicauon becomes a Category 1 application.)

If the change is likely to affect critic=" qua. 7 parameters, data from comparability studies
on pre-variation and post-variati m “ir. -~ substance or drug product.

If the change is approved, a'. updateu CPD (see box ‘Note on certified product details [CPD]
documents’, above).

Appropriate validati sn da  (including revised viral load reduction claims), where a change
is to a process invoi. d in viral reduction.

D CI ‘nycs to the site of manufacture of the drug
subswnce and drug product.

. 2qu.. ~d information

LMP evidence for the new site (that is, the Australian licence for an Australian site, or a
current GMP clearance letter for an overseas site or reference to the clearance submission
number). The Australian licence or GMP clearance letter should cover the relevant
manufacturing steps and must be valid at the time of the request.

64 <http://www.tga.gov.au/industry/tse-supplementary-requirements.htm>
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A declaration that the manufacturing process, including batch size, is the same as that used
at the currently approved manufacturing site, or a description of any differences between
the processes at the new and currently approved sites.

For plasma products, comparative impurity profiles from representative batches from the
current and new sites of manufacture using validated test methods.

Appropriate validation of the process at the new site (including validation of sterile
manufacture and sterilisation processes, if applicable) to demonstrate that the product
manufactured at the new site meets the currently registered requirements for in-proces.
controls and the drug product specifications.

Description and validation of quality control test methods where there is a chang ¢ ir cest
procedures or where the laboratory testing the product (site of quality control t. =*ing" has
changed.

Certificates of analysis for three sequential, preferably full-scale batch~; of «. ug product
that were manufactured at both the currently approved site and the nev. site.

Relevant comparative data on the product (see ‘C: Changes to th methud of manufacture of
the drug product’, above).

Relevant stability data for batches produced at the new sit. ‘ref-r to Appendix 14 of the
ARGPM). For biological medicine products requiring cefr._<ration or freezing, stability
testing should be in real time at the specified su rag. temr zrature, for at least the requested
shelf life. The time out of refrigeration (which ~isc ‘nciuues time out of the freezer) during
normal manufacturing processes, up to the pc 'nt of _turn to the fridge or freezer following
labelling and packaging, should have heen defii. ' and justified. From that point onward, all
storage and shipping conditions shoui. “e justified by the real-time stability data; the data
for justifying any temperature excur<ions hould include real-time studies of the proposed
excursion followed by return to t’.e r. mal storage conditions for the remainder of the shelf
life.

If the change is likely *o aff ct crit cal quality parameters, data from comparability studies
on pre-variation and p< *-va. ' Zon product.

Appropriate valida. 'n data (including revised viral load reduction claims), where a change
is to a process ... ~lve. in viral reduction.

E Cha~ces to the source or manufacturing
proces: of ingredients of human and animal origin

T, ~incudes changes to the source or manufacturing process of raw materials of human or
animal origin, for example, albumin or heparin.
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Note on heparin products

The stage of manufacture at which starting material for a heparin product is
considered to be the drug substance (also known as the active pharmaceutical
ingredient, or API) is earlier than for other biological medicines. This is
described in current monographs and good manufacturing practice (GMP)
requirements for heparin products. It means that GMP clearance is required
earlier in the process for heparin products than for products that do not
contain heparin.

The point at which the drug substance starting material is introduce” . *o v =
process, as interpreted by the Therapeutic Goods Administration (TZA} for
manufacture of a heparin drug substance, is defined in the flow~har. “el-w. It
is important to note that steps A to B in the flowchart are tlie o. 'v steps in
manufacture that do not have to be covered by TGA-issued («M: -learance.

(A) Porcine intestinal mucosa

Extraction
Enzymatic digestion

Ion exchange chromatogre. hy

Precipitation
Drying or i, »hilisation
(B) Drug substance st? . Y ma. .ial (crude heparin)
v
(C)*" par: dr.ag substance

(D. Yepa n finished product

Flr wen vt o« the manufacturing process for heparin drug product from porcine
it estin7 . mucosa

Marufacturing steps A to B result in the drug substance starting material
(vrude heparin). Any step of manufacture beyond this point is regarded as
drug substance manufacture and must be covered by TGA-issued GMP
clearance.

Required information

e For excipients derived from Category C tissues from TSE-relevant ruminant species that are
used in products that are implants or injectable products given by the parenteral,
ophthalmic or intra-tracheal routes, or for excipients derived from Category A or B tissues
from TSE-relevant ruminant species (see TGA’s Supplementary Requirements for Therapeutic
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Goods for Minimising the Risk of Transmitting Transmissible Spongiform Encephalopathies
[TSEs]¢5) used in products given by the oral, topical, vaginal, rectal or inhalation routes:

— details of the excipients and the proposed changes
— measures taken by the manufacturer to minimise TSE risks.

Refer to Appendices 9 and 10 of the ARGPM for additional details on requirements for
ingredients of human or animal origin. See also Sections 4.3 O and 4.3 P for information about
changes to plasma-derived products. Refer to the information box above for special
requirements for heparin products.

F Changes to the packaging

This includes container shape, size and material, as well as any measuring cr de 'very device
included in the pack, but excludes container type. It also refers to relevent a mects of packaging
of diluents, kits and other product components.

Any change in the material contacting the product will require e~ ienc ~. biomaterial safety
testing and stability data. Changes to the container/closure sy; tem w 1l require
container/closure integrity testing.

Required information
e Specifications of the packaging and packaging mate ‘als.

e I[frelevant, biomaterial safety eviden: ~ that any ..ew polymeric or rubber packaging
materials used that are in contact with . = product are free from any leachable toxic
impurities and comply with BP/Pb- T 'r./u "® and Australian requirements for polymeric
materials used in packaging of m di.in. =

e Relevant stability data if thr packeging may be expected to be less protective than the
currently approved p.ckag g or i the change may affect the stability of the product;
otherwise, a commitme, to generate such data according to relevant stability guidelines
and in accord with =~ MP re. iirements. Comparative moisture permeability data of the
current and pronose. ~ontainer/closure system may be required.

e [fthe contain r/clo: ure system is a child-resistant package or is implied by its presentation
tobeac ‘'d-re.._.ant package, a declaration that the re-closable package meets all of the
requireme. - {the current TGO on child-resistant packaging. State in the declaration which
of t’.e re= ~gnised international standards on child-resistant packaging the closure complies
wity, and include evidence of adequate directions for opening and reclosing the package.

e Va, ‘'ation data on the changed measuring/delivery system in the pack.

o For sterile products, sterile manufacture information and sterility testing data, as
appropriate, including (for example) validation of aseptic media fills and preservative
efficacy test data.

e Revised labelling, instructions for use and any other appropriate information or data that
relate to the change, if applicable.

65 <http://www.tga.gov.au/industry/tse-supplementary-requirements.htm>
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e  Where the proposed change would require an update to the PI, details of the amended P], as
outlined in Section 1.4 of this document.

G Change to, or addition of, pack size

Definitions
For the purpose of this document, pack size is defined as follows.

e For products presented as discrete dosage units (for example, t 1b] _cs,
capsules, compressed or moulded suppositories, pessaries or ath. - sir gle-
dose medicine inside a unit container), the pack size is the 1.um. >t of units
in the container.

e For non-sterile solid, powder, semi-solid and liqw. 1 p. ~ducts, the pack
size is the weight or volume of the container cor “ents.

o Forinjections and other sterile preparat’ons, the pack size is the
number of ampoules, vials, prefilled syring <, bag ;, bottles and son per
primary pack (carton).

o For transdermal patches, the p. "k s -ei- the number of patches per
primary pack (carton).

o For pressurised met- red-dose . eparations or dry powder inhalers,
the pack size is the nun. -r of doses in the container.

e For non-pressuri.ed . etered-dose preparations, the pack size is the
minimum number ¢ ¢ dcses in the container, or the weight or volume of the
container cc itents.

Volume of "o, -*crile product is defined as the nominal volume of solution
in the cor .cain. - the total content of which represents the strength of the
producut =< listed on the label. It may include an overfill. Note that inclusion of a
nev. v. 'un, of fill, or a change in the existing nominal volume of fill of an

ir ectiol or a peritoneal dialysis solution is considered under the legislation as
ac. e in product strength and requires a Category 1 application.

R quir . inf: rmation

+  De. ils of the new or additional pack size and the rationale for its introduction.

e Revised labelling, if applicable.

o  Where the proposed change would involve approval of an amended PI, details of the
amended PI, as outlined in Section 1.4 of this document.
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H Changes to the shelf life or storage conditions
of the drug substance or drug product

Note on stability testing

For biological medicine products requiring refrigeration or freezing, stability
testing should be in real time at the specified storage temperature, for at lea“ .
the requested shelf life. The time out of refrigeration (which also includes ‘me
out of the freezer) during normal manufacturing processes, up to the p~*~t o.
return to the fridge or freezer following labelling and packaging, sho d ".ave
been defined and justified. This should be based on worst-case storag
scenarios and include storage conditions inherent in the manufictu. ‘ng
process and transport. From that point onward, all storage s na hipping
conditions should be justified by the real-time stability dat. the aata for
justifying any temperature excursions should include re. tim studies of the
proposed excursion followed by return to the norme.’ stora. : conditions for
the remainder of the shelf life.

Refer to Appendix 14 of the ARGPM for additio. 2l de ails on requirements for
stability testing of biological medicines.

Required information

o Real-time stability data on at least thy1 » production-scale batches to support the change.
Data from fewer batches or pilot-scale b. ~hes may be acceptable, if justified. Shelf life will
not be assigned based on accelera’ca -stilg.

e For multi-dose products (dri;, pro urc” only):

— results of antimic_obiai “rese vative efficacy testing, in accordance with the
requirements of TGy 77, w support changes to the closed shelf life

— results of simula ~d in-use testing to support changes to the open in-use shelf life.
Details on_n1s =st. g are provided in Appendix 16 of the ARGPM.

e Fordru; ".roa. “t<.nhat are to be reconstituted or diluted before use, data to support changes
in the sto1. e periods and conditions if the conditions are specified to be longer than
24 Fours at -8 °C or 6 hours at room temperature. Appropriate microbiological data
cor. “s o microbiological challenge experiments similar to preservative efficacy testing.
. =ally, cne results should show evidence of microbial death, but demonstration of stasis
(the is, not more than 0.5 log1o units higher than the initial value of the inoculum) over the
, “oposed storage period is the minimum requirement. Chemical and physical data showing
the stability of the reconstituted product are also required.

e Revised labelling for drug products, if the storage conditions are to be changed.

e  Where the proposed change to a drug product would involve approval of an amended PI,
details of the amended P], as outlined in Section 1.4 of this document.

o Ifthe change is approved, an updated CPD (see box ‘Note on certified product details [CPD]
documents’, above).
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|  Changes to labelling

Note on labelling

Any proposed changes to labels must comply with Therapeutic Goods Order
No. 6966—General requirements for labels for medicines.

Required information
e Description of the proposed changes.

e Copies of both the currently approved labels and the changed labels. The p: opc =d labels
should meet the format requirements of Module 1.3.4 of the CTD forma’ »/, . nd be actual size
and in colour.

J Changes to gene technology aspects

Any changes to production cell lines are considered to b- ma, r manufacturing changes and will
require thorough genetic characterisation, validati. n, cc mpar: pbility and stability studies. If
variation in product quality attributes is found, cliric.” dac. will probably need to be provided
to support the changes. This would require lodge 1ent ¢. a Category 1 application under the
streamlined submission process. If there is any dou *-.oout what type of application is
required, contact the TGA.

K Changes to cell fariks or seed lots

Types of changes to cell bai ‘s ai.” _eced lots for which evaluation of data is required include:

e creation of anew m -ter ceil bank or seed lot may be permitted as a Category 3 application
(rather than a ©a. -Jo1, 1 or 2 application) only if adequate justification for not providing
clinical datai prov. led

e creatior. ¢ ~ new working cell bank or seed lot—this type of change can be self-assessable
in sclue circe_astances (see Section 4.2)

e hange i storage conditions

e cha..ge in the primary storage site(s)¢8 of the cell bank or seed lot; the new site will require
LMP clearance.

66 <http://www.comlaw.gov.au/Details/F2009C00264>

67 <http://www.tga.gov.au/industry/pm-ctd.htm>

68 A primary storage site for the master or working cell bank or master or working seed lot is the
principal storage site or location from which the MCB and WCB cell bank/seed lot is retrieved for use in
manufacturing. The site(s) which are used for back-up storage of the master or working cell bank/seed
lot are considered secondary storage sites(s).
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Required information
e Description of the proposed change.
o Justification for the proposed change, including changes to test procedures.

e Appropriate validation data.

L Changes to filling of the drug product

Types of changes to filling processes for which evaluation of data is required include:
e change to in-process controls

e change in filling equipment that involves use of equipment significantly ui. ~rent rrom that
used previously and that does not involve upgrade of an existing filling ine

e increase in filling time.

Required information

e Description of the proposed change.

o Justification for the proposed change, including ~hai ves tc test procedures.
e Appropriate validation data.

e Ifthe drug substance is sterile and ui. "=rgoes no rurther sterilisation, supporting data for
changes to filling time or storage of ster. ~ bulk drug substance. Appropriate validation data
to support an increase in filling tir.c . “oui. be provided.

M Changes to i1-hnuse reference standards

This applies to the intr. 'uctiol of a new reference standard (that is, a reference standard that
has not been previr: -'v a, "roved by the TGA) or an additional reference standard.

A request (con*ai ingt'.e relevant data) can be made to have the process for qualification of an
in-house ref_ ~nce swandard approved by the TGA to allow subsequent changes in reference
standard- o be -lr-assessable (see Section 4.2 D).

Regrircu inf rmation

¢ De. ription of the proposed change.

o Justification for the proposed change, including changes to test procedures.
e Appropriate validation data.

e Ifthe change is approved, an updated CPD, if relevant (see box ‘Note on certified product
details [CPD] documents’, above).
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N Changes to diluents or product components

Any changes to product components require the TGA to evaluate the data. This includes any
changes to diluents and any change to, or addition of, a component of a biological medicine.

Required information
e Description of the proposed change.
o Justification for the proposed change, including changes to test procedures.

e Appropriate validation data.

O Changes to plasma master files

This section also applies to albumin when it is used as an excipient. The 1 *ma . of the plasma
master file should comply with the EMA guidance document EMEA, "PMP, ,WP/3794/03
Guideline on the Scientific Data Requirements for a Plasma Mastre: .« ile (. ".r’), which has been
adopted by the TGA.

The following types of changes are examples of those th- ¢ req, ire evaluation of data by the TGA:
e change to country of origin of plasma

e change to include a new organisation acting a. 2 sur plier of plasma (addition of a new
collection site within an organisatiori n be provided in the PMF annual update)

e change to tests and site of viral testi 7 of . ~nufacturing plasma pool
e change to manufacturing pool size 'r n 1mber of donations per pool
e change to hold times for pl sma

e change to donor sele tio. ‘exclusion criteria

change to donati~n q. ~rantine period.

Required inform. “tion

e Descrintio. »f the proposed change.

e Jus ¥_at1 n for the proposed change, including changes to test procedures.

A} ropriate validation data.

© Changes to plasma fractionation intermediates

The following types of changes are examples of those that require evaluation of data by the TGA:

e change in manufacturer (for example, alternative supplier of an intermediate, with no
change in the method of fractionation); a change in the method of fractionation may require
supporting clinical data, and would thus be a Category 1 application

Minor variations to registered prescription medicines: biological medicines Page 102 of 139
V1.2 May 2013



Therapeutic Goods Administration

e change in filter manufacturer

e change in batch size

e increase in hold times

e change in equipment

e addition or deletion of, or change to, a step

e increase in column life

e change in shelf life for storage of intermediate.

Required information

e Description of the proposed change.

e Justification for the proposed change, including changes to test proced. -es.

e Appropriate validation data.

Q Changes specific to influenza ‘azcines

Some of the processes for regulati g que 1.cy-related changes to influenza
vaccines are slightly differ »nt from v.__ processes for other vaccines, because of
the changing nature of the . -cine virus strains. This section may also be
applicable to new vaccir ~< the. have similar requirements to influenza
vaccines.

The following types of chunges hat 7. e specific to influenza vaccines require evaluation of data
by the TGA:

e change in strain for s asonal influenza vaccines—details of the reassorted virus or virus
isolate should ve p. dviued in the application

e change1 chea, ~7oved reassorted virus or virus isolate for influenza vaccines—this refers
to a chang. m the approved reassorted virus or virus isolate of the same strain used to
pro.uce *he working seed lot. Details of the approved reassorted virus or virus isolate
sho..u be provided in the application

¢ an, ~ther changes requiring evaluation, such as strain-specific variations to production
, rocesses that exceed approved parameters.

Required information
e Description of the proposed change.
o Justification for the proposed change, including changes to test procedures.

e Appropriate validation data.
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R Changes to other types of quality-related
variations where the change does not create a
separate and distinct good

The types of quality-related changes listed in Section 4.3 are not intended to be exhaustive. If
there is any doubt about the type of application required for a particular type of change, please
contact the TGA.

An example of other types of change is a new supplier or manufacturer of albumin for a bi. ~d
product.

Required information
e Appropriate supporting data for the change(s).

e  Where the proposed change would involve approval of an amended PI, v ~tails of the
amended PI as outlined in Section 1.4 of this document.

e [fapplicable, and if the change is approved, an updated CPD sce bu. Note on certified
product details [CPD] documents’, above).

4.4 Summary of variations uLaG2r's. 9D(3)

Figure 4.1 shows a flowchart of the proce ses for m....ng a decision under s. 9D(3).
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Figure 4.1 Process for requests under s. 9D(3) of the Therapeutic Goods Act 1989

ARTG = Australian Register of Therapeutic Goods; Cat 3 = Category 3 application; PI = product information;
SAR = self-assessable request; TGA = Therapeutic Goods Administration; wd = working days
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Applying to make a variation
that creates a separate and
distinct good: s. 23
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Does the variation create a

separate and distinct good?

No
s. 9D
s. 9D(1) s. 9D(2) s. 9D(3) ‘ s. 23
Request to Safety-related Request fcra | Application to
correct an request to vary variation t. at make a
ARTG entry an ARTG entry does rot: duce variation that
cafet, qual ly or creates a

et ooy separate and
distinct good

See Part 2 See Part 3 See Part 4

=
Some variations under s. 23 /g : elf-assessable; others require data to be

submitted to the TGA fgr evilluati

Level of assessment ‘ Ap, “ication type Timeframe
Verification of d :tails Quality-related variation: self-assessable request | 45 working
provided t **ae days
sponsor
Lvaluauon c. quality Category 3 application: quality-related variation | 45 working
date ~uly days
Full evaluation Category 1 or Category 2 application: major 255 working
(combination of variation (streamlined submission process). days for
clinical, nonclinical, Refer to the ARGPM for guidance on these Category 1;
bioequivalence and application types 175 working
quality data) days for
Category 2

ARTG = Australian Register of Therapeutic Goods
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5.1 What is a separate and distinct good?

Separate and distinct goods

Under s. 16(1) of the Therapeutic Goods Act 198969, a medicine is a separate
and distinct good from the registered medicine if it has:

e adifferent formulation, composition or design specification; or
e adifferent strength or size (disregarding pack size); or

o adifferent dosage form or model; or

e adifferent name; or

e (different indications;70 or

e different directions for use; or

e adifferent type of container (disregarding ontai: er size).

Applications for variations to prescription medicinc " the - cres (e a separate and distinct good
are made under s. 23 of the Therapeutic Goods Act i9y4 > (TG Act) and approved under s. 25 and
s. 25AA of the TG Act.

There are two routes for applications to ¢, nge the quality aspects of medicines where a
separate and distinct good is created.

e Applications that require subn.is.,101 of data
Quality-related variations us.ady r ~.ire evaluation of relevant data by the Therapeutic
Goods Administration (TG/ ) as a' .ategory 3 application under s.23. Variations that require
evaluation of nonclinicz" ch. "~=" or bioequivalence data will require a Category 1 or 2
application under s. .3 in e Streamlined Submission Process?!.

e Applications t+ * ca. he assessed by the sponsor (self-assessable request)
If quality-rele ed va iations are considered to be minor by the TGA, sponsors can assess the
support 2, da ~th-mselves and then make an application to the TGA based on this self-
assessn.e. Minor changes must be appropriately validated as unlikely to reduce the safety,
quali.y or eti..acy of a medicine (in fact, some proposed variations can improve the quality
of t *= uro .uct). Proposed variations should meet specific conditions to be considered self-
. 'sess~vie. The sponsor must then apply for approval of the variation, and must provide the
su, ~orting data if the TGA requests it.

Section 5.2 of this document outlines the self-assessable variations that can be made
unders. 23, s. 25 and s. 25AA and their specific conditions.

69 <http://www.comlaw.gov.au/Series/C2004A03952>

70 Except for variations to indications under s. 9D(2) of the Therapeutic Goods Act 1989, as described in
s.9D(2A)

71 <http://www.tga.gov.au/industry/pm-ssp.htm>
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Approval

The Secretary’s approval under s. 25 is required for applications made under
s. 23 of the Therapeutic Goods Act 198972, This means that, even if the data to
support the proposed variation do not have to be evaluated by the TGA, the
variation must be formally approved before it can be implemented.

Section 5.3 of this document outlines the applications for quality-related variations *nade
under s. 23 that require data to be submitted to the TGA for evaluation (Categorv ?
applications).

Because the variations covered in this part of the document will create a separz.c ‘na Zistnct
good, the ‘new’ good must be separately entered in the Australian Register o™ heray :utic
Goods73 (ARTG). However, depending on the nature of the variation, the p=ovisic s of the
Therapeutic Goods (Groups) Order No. 1 of 200174 may mean that the ¢’d1 A. ST R number can
be retained for the new product. Where the provisions do not apply a nev. AUST R number will
be provided upon approval.

If the new product keeps the old AUST R number because the ¢ roups Order applies, the sponsor
should advise the TGA when supply of the new product cex=me. -7, by writing to:

Application Entry and Support Team
Office of Medicines Authorisation
Therapeutic Goods Administration
PO Box 100

Woden ACT 2606

For variations for which the provisior. v. *he . oups Order do not apply, the sponsor should
cancel the registration of the old proi.urcit ...ey no longer intend to supply it. Sponsors should
clearly indicate if they propose t~ _app 7*oth the old product and the new product
concurrently.

If the sponsor decides ne.to . ‘oply the new product, they should notify the TGA in writing.

72 <http://www.comlaw.gov.au/Series/C2004A03952>
73 <http://www.tga.gov.au/industry/artg.htm>
74 <http://www.tga.gov.au/industry/legislation-groups.htm>
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5.2 Self-assessable requests

Conditions for self-assessable requests

All self-assessable requests should be made using the procedures outlined in
this section, and receive the Secretary’s approval before the variation is
implemented.

Sponsors should comply with the general requirements in this section and . "1
the specific conditions listed for each proposed variation.

The TGA reserves the right to request copies of the experimental “al. ‘ti ,n)
data at its discretion, and to follow up the validation during an nspc tion of
the manufacturing site.

This section outlines the general requirements for making self-asses able 1cquests, as well as
the specific conditions for different types of self-assessable vari.uons.

The validation data specified in this document are the minimu. rec.iirements and any
additional necessary validation (for example, to comply - vith ™e Guide to Good Manufacturing
Practice for Medicinal Products’5) should also be co. duc =d. If salidation data are needed to
support a variation, these data may be generated r.iw., eituer pilot plant-scale or full
production batches of the product,’6 except for v “iatioi.. to batch size, where the data should
be generated from full production-scale batches.

If the validation tests show a difference betv. =n pre-variation and post-variation batches, an
appropriate Category 3 application fo' ev 'uation should be made (see Section 5.3) unless
otherwise allowed in this document ur sgried to by the TGA.

Depending on the nature of the variat on and the significance of the differences in results,
additional data, such as stuies  bisavailability, clinical safety or efficacy, may be needed—the
application will then bec.me Category 1 or 2 application. If this was the case, sponsors would
need to submit a new a, »licatiun in the Streamlined Submission Process.

It is not mandator y for vonsors to use the self-assessment procedure. Any proposed variations
to registerer r.ec ~ines may be submitted as a formal Category 3 application for evaluation, in
which case *.. normal data requirements evaluation fee will apply.

Genes ut 17.quirements

1 ~foli.wing general requirements always apply to self-assessable requests, and the sponsor
shou d ensure that they comply:

The product must be registered in the ARTG.

75 <http://www.tga.gov.au/industry/manuf-pics-gmp-medicines.htm>

76 The role of pilot-scale batches is to provide data that are predictive of the production-scale product.
Pilot-scale studies may be used in the process development phase to support formal stability studies, and
to support nonclinical and clinical evaluation. The choice of pilot batch size should be justified.
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No application for a variation that requires TGA evaluation of data should be submitted at
the same time as the self-assessable request, unless the two applications are clearly
identified and appropriate procedures are followed. Note that separate fees may apply if the
different applications do not fall under the same type of submission, as defined in Part 1 of
Schedule 9 of the Therapeutic Goods Regulations 199077.

All of the validation data specified for each proposed variation should be generated.
Experimental (validation) data must be supplied to the TGA, if requested.

Validation data should be provided upon request during a good manufacturing practix -
(GMP) inspection.

How to apply to the TGA

Advice for sponsors
If you want clarification about which procedure to fol. w, -ontact the TGA.

You can also contact the TGA for general infort ation jefore you submit an
application. The TGA can provide advice 0=, ~ne. ’ requirements for the
application and relevant parts of the legi ;slatior  but cannot provide detailed,
specific information about a particui. - ap, 'ic~.cdon until it has been lodged.

Further information is alsoont e TG y» website78

What do I need to provide?

Self-assessable requests should oe accompanied by all of the following:

a completed ‘Self-asses. hle. _,uest (SAR): Quality-related variation under section 23’ form
(see below)

an assurance th.ac he ¢ ly variations being made to the ARTG entry are those identified in
the applicatic 1, and -hat no other aspects of the quality information have been changed,
includin nan. =~ uring procedures and equipment, and raw material and drug product
specificatic s

a st *t~.ne .t that all of the general conditions and all of the applicable specific conditions
. 2ve bo_n complied with

~lean and marked-up copies of the product information (PI) (see Section 1.4 of this
document)

relevant evidence of GMP (clearance letter if an overseas site of manufacture is involved, or
Australian manufacturing licence), if this is a condition of self-assessment

77 <http://www.comlaw.gov.au/Series/F1996B00406>
78 <http://www.tga.gov.au>
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e any other information specified as ‘Required information’ for that type of change (see
subsequent sections)

o therelevant fee (see ‘What fees do [ pay?’, below).

The form ‘Self-assessable request (SAR): Quality-related variation under section 23’ is available
on the TGA website; all sections of the form should be completed. The completed hard copy of
the form should be signed by the person who is taking responsibility for ensuring that all of the
general and specific conditions relevant to the proposed change have been complied with, and
any specified validation data have been generated and self-assessed by the sponsor as
acceptable.

The form, together with any covering letter, required information or documents, anr’ th-
relevant fee, should be sent to:

Application Entry and Support Team
Office of Medicines Authorisation
Therapeutic Goods Administration
PO Box 100

Woden ACT 2606

Note that any validation or experimental data that were gener ted fc ' self-assessment purposes
should not be submitted with the application. However, the<e «. *a-.ay be requested by the TGA
for review at a later date. Depending on the type of variz cion | ~oposed, different types of self-
assessable requests require different types of infor.. atic ». De’ails of these specific
requirements are provided in the relevant subsection: ~f Section 5.2 of this document. The
information should relate only to the specific vari tions applied for; no other data should be
provided.

Variations resulting in separate and distinct , “escription medicines cannot be implemented
without prior approval by the TGA. D ,ins, “is ineans that an unregistered product is being
supplied. If such a variation is impleme 1ter| without approval by the TGA (refer to Section 1.5),
a Category 3 application, includ‘.ig pavi..cnt of any applicable evaluation fee, will be required to
regularise the change, an the | 'l val dation data will be required for evaluation. It is an offence
under the Act to supply uni ~istc. _d prescription medicines. Self-assessment is not a means
of regularising unauth )rise. ~hanges made to registered medicines which create
separate and distinct g ods.

All's. 23/s. 25 sel -asses able variations that are approved by the TGA will be documented as
new ARTG ¢ ‘ries »-cr the provisions of s. 25 of the TG Act. If a proposed variation does not
meet the crite. -~ of a self-assessable request or not all of the specific conditions have been met,
the app’.catinn cannot be approved because the correct procedure has not been followed.

Si onsc. ~ will be advised to submit the correct form ‘Category 3 application: Quality-related
varle ‘oni..der section 23’ and the necessary supporting information in a new application, if
ti v st. ‘wish to vary the entry.

For information on applications under s. 23 that require data, see Section 5.3.

What fees do I pay?

The fees payable for services provided by the TGA are listed in Schedule 9 of the Therapeutic
Goods Regulations 199079. These fees are subject to change from time to time; current feess? are

79 <http://www.comlaw.gov.au/Series/F1996B00406>
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published on the TGA website. The fees for self-assessable requests under s. 23 are listed at
item 2(a).

What are the timeframes?

Under regulations 16G and 16F of the Therapeutic Goods Regulations 1990, which apply to all
quality-related applications under s. 23, the Secretary must make a decision about the
application and notify the sponsor within 45 working days of receiving the application and
payment (whichever is later) or, if necessary, raise an objection concerning the application
(refer to Section 1.2). An objection usually means that the Secretary will ask the sponsor
questions about the product that are necessary for them to make a decision about the
application, to which the sponsor must respond.

If an objection is raised by the Secretary, the clock will stop from the time the cojec ‘on is raised
(that is, the matter is raised with the sponsor) and will start again when the 1. receives the
response to the objection from the sponsor. The Secretary then has 30 woir ing d.ys from the
day on which the response is received to notify the sponsor of the decisi. n.

If the Secretary does not make a decision within the 45-working 43y ('me’rame (or subsequent
30-working day period after a response to an objection), the a'splication is taken to have been
approved.

What happens to my application?

If all the requirements for a self-assessable variat. n ha /e been met, including payment of the
appropriate fee, the application is referrc " to the relevant TGA evaluation area for assessment.
If a requirement has not been met (for exarn. le, the sponsor has not included a correctly
marked-up copy of the proposed new ., the . onsor will be asked to submit the required
information before the application cz 1 Fe | . .cessed.

When all the necessary inform#.ion has veen received by the TGA (including payment), the
clock starts on the applic.cion. he T’.A verifies the sponsor’s self-assessment of the variation,
and approves the applicatio. if applicable. If the Secretary is not able to make a decision, the
clock stops while the T* A asks or information under s. 31 of the TG Act or raises an objection
(see above). The clork re. arts on receipt of the complete response to the request for
information. Ther 2 is i limit on the number of clock stops under s. 31. The person making the
application wi'l b sent a letter outlining the decision when it is made. Reasons for the decision
will be prov.c 4 if tne application is rejected.

The TG 1+ wi'" ~nly review those variations requested under the relevant part of the Act that are
deseribeu in *ae application form provided with the application at the time of submission. Any
‘ew . ‘oration will only be accepted if the TGA requests them as part of the review process,

e . »pt uader justifiable extenuating circumstances. Any other ongoing regulatory activity, such
as a vaange in sponsorship, is usually considered independently of minor variations.

‘fthe application is approved under s. 25, a new entry will be created and a new PI will also be

approved under s. 25(4) and s. 25AA(1) of the TG Act. Sponsors should lodge copies of the new
PI and Consumer Medicine Information with the TGA via the TGA eBusiness Services8! system

within 2 weeks of the date of approval. For injectable prescription medicines, the current

80 <http://www.tga.gov.au/about/fees.htm>
81 <https://www.ebs.tga.gov.au/>
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approved PI must also be supplied in hard copy with the medicine (this is a condition of
registration for injectable medicines only).

The sponsor will be notified of the initial decision in writing. Any notification of a rejection will
include reasons. All decisions made under s. 25 and s. 25AA(1) are subject to review under s. 60
of the TG Act.

Sponsors may withdraw their application at any time during the process. If they do so after the

application has been accepted, they will forfeit the fees paid.

Types of self-assessable requests

The following changes are self-assessable under s. 23 of the TG Act.
A Formulation change relating to colouring agent, flavour or fragrance

B Addition or deletion of, or variation to, an inked imprint

A Formulation change relating *¢ colouring agent,
flavour or fragrance

The AUST R number can . retained

Certain changes to, or 1de. ‘on ur deletion of, colouring agents, flavour or
fragrance of a producc r :ay 2e made through self-assessment. Under s. 16(1) of
the Therapeutic “oods A.. 198982, a change in formulation means that the
reformule”ed p nduct .s a separate and distinct good from the existing product,
and this req ‘res . .ew ARTG entry.

Howeve the provisions of the Therapeutic Goods (Groups) Order No. 1 of
20rL "low “he AUST R number of the existing product to be retained for the
n w prc luct if the new product replaces the existing product.

Specifir conditions

e  he cel-uring agent, fragrance or flavour is present in the formulation at not more than
2Y%. v/w or w/v, and contains only substances that are already entered in the ARTG.

e Any new colour is listed in the current TGA list of colours permitted in medicines for oral
use, and complies with the specifications in the same list (see the TGA guideline ‘Colourings
permitted in medicines for oral use83’).

e Any new proprietary excipients4 to be used should be already entered in the ARTG.

82 <http://www.comlaw.gov.au/Series/C2004A03952>
83 <http://www.tga.gov.au/industry/cm-colourings-oral-use.htm#colourings>

Minor Variations to Registered Prescription Medicines: Biological Medicines Page 114 of 139
V1.2 May 2013


http://www.comlaw.gov.au/Series/C2004A03952
http://www.tga.gov.au/industry/cm-colourings-oral-use.htm#colourings
http://www.tga.gov.au/industry/cm-colourings-oral-use.htm#colourings

Therapeutic Goods Administration

Relevant comparative data of the type listed below should have been generated for the
dosage form manufactured using the new and old formulations. At least three recently
manufactured batches of the pre-variation product and one production batch of the post-
variation product should be tested, preferably at the same time and using the same method.
The second and third batches manufactured under the new conditions, if not available at the
time of application, should be tested, and the results should be reviewed by the sponsor as
soon as they become available. The TGA should be notified of any differences as a priority.

— For all solid dosage forms (for example, tablets, capsules, compressed suppositories
and pessaries), the comparative dissolution profiles should be similar (that is, the
similarity factor, f2, should be between 50 and 100). These data are not required it . ~e
drug is in solution at any stage during manufacture of the drug product, or if i_1s 1
solution in the drug product or present as liquid globules.

— For semi-solid and liquid products (for example, ointments, creams, ‘otic s, oral
liquids, moulded suppositories and pessaries), comparative batch d-.ca sing
appropriate methodology should demonstrate that there has been . 2 cha..ge to the
particle size distribution and polymorphic form of the drug subs ‘unce ‘n suspension.
These data are not required if the drug substance is in solut’ »n at a. 7 stage during
manufacture of the drug product, or if it is in solution in #' > di = roduct or present as
liquid globules.

A stability test on the reformulated product should h7.C ~eg... on at least one production-
scale batch, and should begin on the second an thii 1 batc es as they become available. If
the results of the stability test do not meet the st. <it: ~titns, the TGA should be notified
immediately, and the reformulated product v 1y be vithdrawn from the market at the TGA's
discretion.

If relevant, the drug product specificati. s (release and expiry) should be revised to
incorporate any new product descr, “ion . other organoleptic properties of the product.

Required information

The code number for *he ni w pro irietary excipient, together with its ARTG number, if
relevant.

A comparative list . the cuirent and new product formulations.

Information ¢ a use r non-use of human embryos or human embryonic stem cells, or other
materia’ s~ ar. °d frym human embryos or human embryonic stem cells, in the manufacture
of the pr¢ ict (this is a requirement under regulation 9B).

An 1pd .. d certified product details (CPD) document for the product that incorporates the
“hanges ' applicable (see box ‘Note on certified product details [CPD] documents’, in
S. *ion 4.2).

+. clean copy of the PI must be provided. Where the proposed change would involve
approval of a new PI, a marked-up copy should also be provided, as outlined in Section 1.4 of
this document.

84 As defined in the Therapeutic Goods (Groups) Order No. 1 of 2001
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B Addition or deletion of, or variation to, an inked
imprint

The AUST R number can be retained

An inked imprint is a mark made by printing with an ink during product
manufacture, where the ink itself is part of the product formulation. Inked
imprints on a solid oral dosage form may be added, deleted or varied throu_h
self-assessment.

Addition, deletion or change in formulation of an ink is a change i» p1 dur.
formulation. Under s. 16(1) of the Therapeutic Goods Act 19898, thi. means
that the reformulated product is a separate and distinct goo « t1. " the existing
product and requires a new entry on the ARTG.

However, the provisions of the Therapeutic Goods (“roups Order No. 1 of
2001 allow the AUST R number of the existing pro7uc. “o } e retained for the
new product if the new product replaces the e¥ sting nroduct.

Note that, if the proposed change is to the l... ‘'ng . «ctern, but the same ink is
used, this represents a change to ar exis ing Ai TG entry. Refer to Section 4.2 B
for requirements.

Specific conditions

e Any new colour or dye of an ink sh.."1 be sted in the current TGA list of colours permitted
for use in medicines for ingestior (s.e .. . TGA guideline ‘Colourings permitted in medicines
for oral use®®’), and should ce= ply ' it', the specifications in that list.

e Any new proprietary c¢xcip. nt te oe used should be already entered in the ARTG.

e Ifrelevant, the drus Hrodu - specification should be revised to incorporate any change in
product description.

Required inforn: ition
e Acompu. fvelist of the current and new product formulations, if relevant.

e Inf rr (. non use or non-use of human embryos or human embryonic stem cells, or other
naterial sourced from human embryos or human embryonic stem cells, in the manufacture
01 “e product (this is a requirement under regulation 9B).

e ‘.erevised product description (if this has changed), incorporated into the revised set of
drug product specifications (release and expiry).

o The code number for the proprietary excipient, if relevant, together with its ARTG number.

85 <http://www.comlaw.gov.au/Series/C2004A03952>
86 <http://www.tga.gov.au/industry/cm-colourings-oral-use.htm#colourings>
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Therapeutic Goods Administration

e Anupdated CPD document for the product that incorporates the changes, if applicable (see
box ‘Note on certified product details [CPD] documents’, in Section 4.2).

e A clean copy of the PI must be provided. Where the proposed change would involve
approval of a new PI, a marked-up copy should also be provided, as outlined in Section 1.4 of
this document.

Minor Variations to Registered Prescription Medicines: Biological Medicines Page 117 of 139
V1.2 May 2013



Therapeutic Goods Administration

5.3 Applications that require submission of data

This section outlines the procedures for submitting a Category 3 application for a quality-
related change under s. 23.

The data required to support a Category 3 application for a variation to the quality
information that result in a separate and distinct good are detailed in this section. The types
of changes listed in this section are representative, and are not intended to be an exhaustive
list of all quality-related changes requiring evaluation of data by the TGA. The requirement:,
are essentially the same as for the corresponding section of an application to register a nev
medicine. The relevant European Medicines Agency (EMA)/International Conference un
Harmonisation (ICH)87 guidelines adopted by the TGA should be followed, as approj ri.ce.

Applications for variations that require evaluation of clinical, nonclinical or bicequ. alence
data will require a Category 1 or Category 2 application in the Streamlined "ub. ~ission
Processss. If a Category 3 application is submitted, but the TGA determines hat evaluation
of clinical, nonclinical or bioequivalence data is required, sponsors will L intc 'med that the
relevant guidance advises that the application should be made as a « ~tegoi, 1 or Category 2
application with relevant supporting data. Sponsors should be .ure 1. ~_r. 16G and r. 16F
of the Therapeutic Goods Regulations 19908 will not apply to he ap lication if the delegate
forms the opinion that TGA evaluation of clinical, nonclinic=! o1 i~<quivalence data is
required. In this case, r. 16C or r. 16D will consequently ipply, and sponsors will be
required to submit a new Category 1 or Category 2 . ~pli atior. for the variation to be
approved.

How to apply to the TGA

Advice for sponsrrs
If you war : clar ficatir n about which procedure to follow, contact the TGA.

You can 7.so ¢ ntact the TGA for general information before you submit an
applicat. n. The TGA can provide advice on general requirements for the
apruc ‘ioi. nd relevant parts of the legislation, but cannot provide detailed,
s] ecific aformation about a particular application t until it has been lodged.

Further information is also on the TGA website%0

Mha do I need to provide?

For a Category 3 application, sponsors should provide the following:

e acover letter (see below)

87 <http://www.tga.gov.au/industry/pm-euguidelines.htm>
88 <http://www.tga.gov.au/industry/pm-ssp.htm>

89 <http://www.comlaw.gov.au/Series/F1996B00406>

90 <http://www.tga.gov.au/>
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e acompleted ‘Category 3 application: Quality-related variation under section 23’ form

e the relevant data in the common technical document9! (CTD) format. Only a single copy of
the supporting data needs to be submitted. The data should relate only to the specific
variations proposed; no other data should be provided.

For each proposed change, the sponsor should provide all of the following in the cover letter of
the application:

e aclear description of the currently approved information that is relevant to the propose.
variation

e details of the proposed change
e justification for the change(s)
e technical data to support the proposed change(s) (see ‘Specific conditicas’, . =low)

e adeclaration that ‘No aspects of the quality information have been c. ang. 1, including
manufacturing procedures and equipment, and raw material an " drug , roduct
specifications, other than the changes nominated in this app!* atic. '

The sponsor should provide clean and marked-up copies of th. PI, a< outlined in Section 1.4 of
this document.

What fees do I pay?

The fees payable for services provided by *he TGA aic listed in Schedule 9 of the Therapeutic
Goods Regulations 199092. These fees are s. “iect to change from time to time; current fees93 are
published on the TGA website. The fee~ [ rap, "ications under s. 23 that require supporting data
are listed at items 2(bj) and 4(h).

What are the timef-am >s?

Under regulations 16G a1d 16. of the Therapeutic Goods Regulations 1990, which apply to all
quality-related applicati. s under s. 23, the Secretary must make a decision about the
application and n-cify “e sponsor within 45 working days of receipt of the application and
payment (whiche -er is ater) or, if necessary, raise an objection concerning the application
(refer to Sec. ~u 1.5,. An objection usually means that the Secretary will ask the sponsor
questions ~bou “*:product that are necessary for them to make a decision about the

applicz 1or . which the sponsor must respond.

'fan hjec..on is raised, the clock will stop from the time the Secretary raises the objection (that
is asks or the necessary information) and will start again when the TGA receives the response
(0 tl. objection from the sponsor. The Secretary then has 30 working days from the day on
which they receive the response to notify the sponsor of the decision.

If the Secretary does not make a decision within the 45-working day timeframe (or subsequent
30-working day period after a response to an objection), the application is taken to have been
approved.

91 <http://www.tga.gov.au/industry/pm-ctd.htm>
92 <http://www.comlaw.gov.au/Series/F1996B00406>
93 <http://www.tga.gov.au/about/fees.htm>
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What happens to my application?

If all the requirements for a s. 23 application have been met, including payment of the
appropriate fee, the application is referred to the relevant TGA evaluation area for assessment.
If a requirement has not been met (for example, the sponsor has not included a correctly
marked-up copy of the proposed new PI), the sponsor will be asked to submit the required
information before the application can be processed.

When all the necessary information has been received by the TGA (including payment), the
clock starts on the application. The TGA evaluates the data, and approves the application, if
applicable. If the Secretary is not able to make a decision, the clock stops while the TGA ask.
questions under s. 31 of the TG Act or raises an objection (see above). The clock rest=«ts .n
receipt of the complete response to the questions asked. There is no legal limit to th. ».am} er of
clock stops under s. 31. The person making the application will be sent a letter u. ‘ning the
decision when it is made. Reasons for the decision will be provided if the apr . ation s rejected.

The TGA will only review those variations requested under the relevant va: of the Act that are
described in the application form provided with the application at the tir. » of ;ubmission. Any
new information will only be accepted if the TGA requests them as p. =t of ' 1.e review process,
except under justifiable extenuating circumstances. Any other c.igoing . cgulatory activity, such
as a change in sponsorship, is usually considered independent 7 of m nor variations.

If the application is approved under s. 25, a new entry w il be reated and a new PI will also be
approved under s. 25(4) and s. 25AA(1) of the TG A *. S} nso’ s should lodge copies of the new
PI and Consumer Medicine Information with the TZA . "a tne TGA eBusiness Services?4 system
within 2 weeks of the date of approval. For inject: hle prescription medicines, the current
approved PI must also be supplied in har! copy wit.. “.1te medicine (this is a condition of
registration for injectable medicines only).

The sponsor will be notified of the ini“ial . ~cision in writing. Any notification of a rejection will
include reasons. All decisions made un‘er ‘. 25 and s. 25AA(1) are subject to review under s. 60
of the TG Act.

Sponsors can withdraw the'r ap, 'ic~.cion at any time during the process but fees are not
refundable.

94 <https://www.ebs.tga.gov.au/>
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Data requirements

The following applications to vary an ARTG entry to create a separate and distinct good require
submission of supporting data to the TGA for evaluation:

A Formulation changes

B Change to container type

C Gene technology aspects

D Replacement of trade name

Depending on the nature of the proposed change(s), the supporting tec! nic. data described
below should be provided. If not provided, the data may be requested by v = TGA. Sponsors
should be aware that the types of changes listed in this section are nc exbaustive, and that the
technical data required represent the minimum data necessary ror assessment. The TGA
reserves the right to request data or information in addition tc *hose specified below, if
appropriate.

The guidance provided below:
e isin addition to the information in ‘How to ag ‘ly to ..ie TGA’, above

e applies only to biological medicines.

A Formulation char o2s

Changes to the formulatiorn fa . 'ugical medicine require evaluation of clinical and nonclinical
data. These types of vari «tion. ~hould be submitted as Category 1 or Category 2 applications
under the streamlined s hmission process. Some minor formulation changes with no clinical
impact may be suk.ni. ~d <, a Category 3 application. Please contact the TGA to discuss
proposed change that ' 1ay meet these criteria.
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B Changes to container type (drug product)

The AUST R number cannot be retained

Under s. 16(1) of the Therapeutic Goods Act 19899, a change in container type
means that the repackaged product is a separate and distinct good from the
existing product, and this requires a new ARTG entry. The provisions of th
Therapeutic Goods (Groups) Order No. 1 of 2001 do not apply so it is »~t
possible for the current AUST R number to be used for the new y ro” act.

Applications to change the container type can be submitted as Caw. ~ory o
applications under s. 23 only if no other changes requiring e*_" atioi. of
clinical and nonclinical data are proposed. An example of ¢ “hang where this
is applicable is changing from a vial to a prefilled syring. or ¢ vtridge.

If other types of changes (such as changing the indic.. ‘ons ) route of
administration) are also proposed, these shoul? ve sub....cted as Category 1 or
Category 2 applications under the streamlined ‘ubmi sion process.

Required information
e Container description and relevant specificati ns.
e The proposed shelf life and storage co. ‘itions in the new container type.

e Stability data (including physical, .ne ical and microbiological aspects, as applicable) as per
TGO 779 from at least three procu- cior-scale batches, to confirm the stability of the product
in the new type of container

e Information on use or ron-v ~ o~ human embryos or human embryonic stem cells, or other
material sourced fror .1 hu ~an embryos or human embryonic stem cells, in the manufacture
of the product (this - arequirement under regulation 9B of the Therapeutic Goods
Regulations 19707

e For steri'e pru 'ucts, information on sterile manufacture, validation of sterilisation
process_._alidation of container closure integrity, preservative efficacy data and sterility
testiv.z data, . appropriate.

e “or non--cerile products, details of the revised manufacturing process in the new container,
tu_~ther with process validation data, if appropriate.

e . 2vised labelling, if applicable.

A clean copy of the PI must be provided. Where the proposed change would involve
approval of a new PI, a marked-up copy should also be provided, as outlined in Section 1.4 of
this document.

95 <http://www.comlaw.gov.au/Series/C2004A03952>
96 <http://www.tga.gov.au/industry/legislation-tgo.htm>
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C Genetechnology aspects

Any change to production cell lines is considered to be a major manufacturing change and will
require thorough genetic characterisation, validation, and comparability and stability studies. If
the product quality varies as a result of the change, clinical data are likely to be needed. This
requires lodgement of a Category 1 application under the streamlined submission process. If
sponsors have any doubt about the type of application required, they should contact the TGA.

Sponsors should revalidate the manufacturing process if there is any change in batch size o
batch definition (for example, pooling of multiple batches from fermentation), or a change - the
in-process controls. Analytical validation will need to be redone if there are any chan-es >
analytical methods or specifications. If the sponsor chooses not to provide validatio: t'iey
should include a statement of assurance that there have been no changes to the .. ~ce.  la-
process controls, analyses and specifications.

D Replacement of trade name

The AUST R number can be retained

Under s. 16(1) of the Therapeutic Go. 7sa *1¢3997, a change in trade name
means that the renamed producti . a se, arate and distinct good from the
existing product, and this requires > nev' ARTG entry. However, the provisions
of the Therapeutic Goods “roups) Order No. 1 of 2001 allow the AUST R
number of the existing proa. °tto be retained for the new product, if the new
product replaces the evi;.'ng p. sduct.

Only the trade name—not the 1 onprc >rietary name of the drug substance—can be changed
under this application type The ‘et-.is of the product, including indications and sponsor,
should remain the same

Required informati~n
e Proposed rep icem' nt trade name.
e Therevise. 'abal.

e Inf = ati n on use or non-use of human embryos or human embryonic stem cells, or other
. ateri~Isourced from human embryos or human embryonic stem cells, in the manufacture
of v = product (this is a requirement under regulation 9B of the Therapeutic Goods
_egulations 199098).

» A clean copy of the PI must be provided. Where the proposed change would involve
approval of a new PI, a marked-up copy should also be provided, as outlined in Section 1.4 of
this document.

97 <http://www.comlaw.gov.au/Series/C2004A03952>
98 <http://www.comlaw.gov.au/Series/F1996B00406>
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Therapeutic Goods Administration

5.4 Summary of variations under s. 23

Figure 5.1 Process for applications under s. 23 of the Therapeutic Goods Act 1989

ARTG = Australian Register of Therapeutic Goods; Cat 3 = Category 3 application; PI = product information;
SAR = self-assessable request; TGA = Therapeutic Goods Administration; wd = working days
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Part 6
Changes that do not require
prior approval
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IMPORTANT

The processes described in Part 6 cannot be used if the proposed changes
require a consequential change to the approved product information of the
registered medicine.

6.1 Changes that do not require notification to tho
TGA

The TGA does not need to be notified about the following changes:

e changes to the local distributor of the drug substance and excipient; ‘nci. 1ing material of
biological origin (same site and method of manufacture, specification: na, where
applicable, biological source, including geographical origin and s. “olifr)

o the following changes to product labels with strictly no o her c) anges and where
minimum letter height requirements of the therapeuti- ~aoo. ~.der pertaining to labels are
observed:

— changes to colours of artwork, provided th~ci. 1oes not impair legibility of labels (and
unless colour-coding is used to indicate p. »duct .crength)

— change of typeface and increase i. “ont size ot print only

— inclusion or removal of foreign ratio.. 'registration number

— inclusion or removal of, or ch .n-,es .., name and address of supplier in New Zealand
— inclusion or removal of ‘.ate of 1..anufacture of product

— inclusion or remov?! of, *ckanges to, sponsor or supplier telephone/facsimile number,
barcodes, Austra'’an = 1siness Number or Australian Company Number, product code
number, recycl. ogo and associated text, trademark and other such symbols (for
example, ® T anu ™)

— change tc AUST R number following an approved change that requires a new AUST R
num r (fo. cxample, new formulation). (For other aspects of changes to product labels,
seasece "5 4.2 Gand 4.3 1 in this document)

— ' ~klng . in web address, without a change in the content of the website

ai._ other change that the TGA has advised does not require notification to the TGA.

5.2 Changes that require notification to, but not
prior approval by, the TGA

The TGA should be notified of the following changes, but prior approval is not required:

e change to manufacturer’s name (provided that they are not the product sponsors) or the
manufacturing address, provided the actual site location does not change
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e certain changes to plasma master files.

Notification, together with any relevant documentary evidence required in support, should be

made in writing and the date of implementation advised. No specific form is required. The self-
assessable request form (see sections 4.2 and 5.2) should not be used for this purpose. Further
details for each type of change are given below.

Change to manufacturer’s name only (provided that they are not the
product sponsors), but not the manufacturing site address

The notification, together with valid good manufacturing practice (GMP) evidence of *iic
company with the new name, should be sent to:

Office of Manufacturing Quality
Therapeutic Goods Administration
PO Box 100

Woden ACT 2606

A new GMP clearance letter or an Australian manufacturing licence w 'l be issued, as
appropriate. GMP clearance may also be required when an ove: seas mauufacturer changes
company name.

The information about the name change, together with 7 cove. 'ng letter from the sponsor,
should then be forwarded to the Information Techn. 'og, Sect.on of the TGA, with a request to
update the client database in the TGA eBusiness S _rvic -. This will ensure that ARTG entries for
the products concerned include the new company ~ame.

A copy of the notification, together with th. new GMP clearance letter, should be sent to the
Application Entry and Support Team in *he 0. "ce of Medicines Authorisation at the same
address. This procedure should be fo".ow'c ™ by every sponsor whose products are
manufactured by the affected mannfac’ ure .

Changes to plasma r-as. ~»iles

The following changes «. =included in annual updates to plasma master files and therefore do
not require separa.c . “tifi ation to the TGA:

e additior ~. re. av-. of collection centres for a currently approved collection organisation
(see Appe. lix 9 of the Australian Regulatory Guidelines for Prescription Medicines®9)

e  chz 197 1 sites for testing of individual donations

¢. nge of tests for testing individual donations.

Editorial changes to documentation for the manufacturing process

Typographical and editorial changes to documentation for the manufacturing process do not
require prior approval by the TGA, provided that they do not change the performance of the
procedure.

99 <http://www.tga.gov.au/industry/pm-argpm.htm>
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Notification, together with any relevant documentary evidence required in support, should be
made in writing and the date of implementation advised. No specific form is required. Sponsors
should provide clean and marked-up copies of the description of the manufacturing process.

Changes to method of manufacture of drug substance or drug product

Changes to acceptance criteria for raw materials do not require prior approval by the TGA,
provided that the changes meet the specifications of the relevant official standard, and there is
no reduction in the quality of the product.

Notification, together with any relevant documentary evidence required in support, sh=1d « »
made in writing and the date of implementation advised. No specific form is require .. S.orsors
should provide a summary of the new acceptance criteria, preferably in tabular form -
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Glossary

Note: terms that are highlighted in bold type in this glossary are specifically defined in s. 3(1) of
the Therapeutic Goods Act 1989100 (TG Act).

adjuvant A component that potentiates the immune responses to an
antigen and/or modulates it towards the desired immune
responses.

antibiotic A selective antimicrobial agent (other than disinfectar. -,

antiseptics and substances solely used as anti-nespi. ~tics) that,
on application to living tissue or by systemic 7., inistiution, kills
or prevents growth of susceptible microorg. ‘isms.

application (unders. 23 of  Variations to Australian Register of Ti. ‘rapeii.ic Goods (ARTG)

the TG Act) entries that create separate and d’,unct , uds under s.16(1) of
the Therapeutic Goods Act 1998 ' TG Ac )are made by submitting
an ‘application’ to the TGA v=-er 27 of the TG Act, which is
approved under s. 25. The wora ‘application’ is used in the
legislation.

Other types of varic ‘ions . ARTG entries that are discussed in
this document are mc. '~ 0y submitting a ‘request’ to the TGA
under s. 9D« “the TG Act.

Australian Register of The rey ister . .intained under s. 9A of the TG Act for the purpose
Therapeutic Goods 101 of o= npi ‘n¢ information in relation to, and providing for

(ARTG) € 7aluat’on of, therapeutic goods for use in humans.

ARTG entry separate and distinct product included in the ARTG, as

described by the criteria in s. 16(1) of the TG Act.

See also Australian Register of Therapeutic Goods (ARTG)

100 <http://www.comlaw.gov.au/Series/C2004A03952>
101 <http://www.tga.gov.au/industry/artg.htm>
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Therapeutic Goods Administration

batch

Category 1,2 or 3
application

certified product details
(CPD)

clock

common technical
document?02 (CTD) formz .

composite pack

As defined in s. 3(1) of the TG Act, a quantity of the product that
is:

e uniform in composition, method of manufacture and
probability of chemical or microbial contamination; and

e made in one cycle of manufacture and, in the case of a produc’
that is sterilised or freeze dried, sterilised or freeze dried in
one cycle.

A production-scale batch is a batch of the size that will be
produced during routine marketing of the product. Dat4 fr» m
production-scale batches may not always be available »~.ore
registration of the product.

The role of a pilot-scale batch is to provide c ata . at are
predictive of the production-scale product. P.. ~t-scale studies may
be used in the process development phase . > support formal
stability studies, and nonclinical and c¢. nical zvaluations.

The type of administrative appli. ~tior made to the TGA to register
new products or vary existing, “oaucts.

A statement of prod-.ct « tails, specifications and test methods
generated by the sp ‘nsor ac the request of the TGA.

Recording of v ~rking days by the TGA, by which statutory
timefrar.ies “or rcquests and applications are measured.

A linternauonally agreed set of specifications for a submission

¢ »ssier The CTD format includes five modules that set out the
reqwirements for a consistent, unambiguous and transparent

« sssier that can be easily navigated by TGA staff and evaluators .

A medicinal product in which the primary pack or container
contains two or more therapeutic goods, but does not contain
therapeutic devices or medical devices. They are used for a single
treatment or a single course of treatment, and the components are
either combined before treatment or administered in a particular
sequence. The composite pack itself is regulated as a separate and
distinct good and must have its own unique AUST R number.
Individual components within the pack may or may not have
separate registrations or listings. Examples of composite packs
are a blister pack that contains several different oral
contraceptives, and a vial of medicine that is a lyophilised powder
that is packaged with an ampoule or vial containing a diluent.

102 <http: //www.tga.gov.au/industry/pm-ctd.htm>
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Therapeutic Goods Administration

consequential change (to
the approved product
information)

container

container type

default standard

diluent

dosage form

Arug ~rocd.ct

drug substance

A required change to the approved product information for a
medicine as a result of a variation to the ARTG entry for that
medicine.

The immediate covering of the goods. This could be a bottle, tube,
ampoule, syringe, vial, sachet, strip pack, blister pack, wrapper,
cover or other similar article that immediately covers the goods. ’c
does not include an article intended to be ingested.

See also packaging

The terms used to describe containers that hold medic -es.
Descriptions of the various types of containers ar e li. *=d 1n the
‘Container code’ table on the TGA eBusiness S_rv ~es website103,
Container types are independent of the mate ial us. d to make the
container, the size of the container and ty, - ot . 'osure (if any).

Sections 3 and 10 of the TG Act lic. taree . .iarmacopoeias, defined
as ‘default standards’, that are u =d to pecify the quality, method
of manufacture and other as; ~ts “lLuaerapeutic goods. These are
the British Pharmaconoeic Eurc_ean Pharmacopoeia and United
States Pharmacopeia— Na. ~no’ Formulary. Wherever possible, a
relevant monograp! in o. = of the default pharmacopoeias
(including their sup, 'eme nts) serves as the standard for
substances ‘sed in meuicines. Some exclusions from this
requirement . = described in specific therapeutic goods orders.

A steriie '.qu q, supplied as a component of some medicines or as
aeparate product, and intended for use in

1 const tution/dilution of the drug product in preparation for
aa.. .dstration (for example, water for injections).

The pharmaceutical form in which a product is presented for
therapeutic administration (for example, tablet, cream).
Descriptions of the various kinds of dosage forms, and their
definitions, are listed in the ‘Dosage forms’ table on the TGA
eBusiness Services website.

The finished or final dosage form of the therapeutic good, after all
stages of manufacture (other than release for sale) have been
completed. Also known as finished product.

The therapeutically active component in the final formulation of
therapeutic goods that are biological medicines. Also known as
active ingredient.

103 <https://www.ebs.tga.gov.au/>
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Therapeutic Goods Administration

excipient

fee

fill volume

good manufacturing
practice (GMP)

GMP clearance
letter/licence

Guide to Good
Manufacturing Practice for
Medicinal Products105

indications

initial decision

Any component of a drug product other than an active ingredient.
In some cases, the distinction between an active ingredient and an
excipient may not be clear—for example, sodium chloride used to
adjust tonicity of an injection is an excipient.

A sum payable to the TGA by a person making a request or
application in relation to that request or application, as set out in
Part 2 of Schedule 9 of the Therapeutic Goods Regulations 1927 "4
(for example, an evaluation fee).

Agreed specification of the target volume of a drug prc dr_ci: the
final container.

A set of principles and procedures that, whe ~ follo -ed by
manufacturers of therapeutic goods, help' ens re that the
products manufactured will have the requit. 1 quality. A basic
tenet of GMP is that quality should be b, ilt j".to each batch of
product during all stages of the r.anufa<turing process.

See also Guide to Good Man*” ~tu. _ Practice for Medicinal
Products

Official approval fr¢ m a r. culatory agency that a manufacturer
meets the requireme *< ,f the Guide to Good Manufacturing
Practice for . ‘edicinal Products.

A publi :ator *hat outlines good principles and practices to be
folle'ved n t1e manufacture of therapeutic goods to provide
a surar e of product quality and compliance with products

€ ‘erer. in the ARTG.

Tne specific therapeutic uses of the goods.

Decisions of the Secretary (or a delegate) under various sections
of the TG Act for which an internal review under s. 60 of the TG
Act or under r. 48 of the Therapeutic Goods Regulations 1990 can
be requested.

104 <http://www.comlaw.gov.au/Series/F1996B00406>
105 <http://www.tga.gov.au/industry/manuf-pics-gmp-medicines.htm>
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Therapeutic Goods Administration

kit

label

manufacture

manufacturer

manufacturing site

medicine

overage

A therapeutic good that contains multiple components to be used
as a unit. A kit may consist of registered medicines, listed
medicines, exempt medicines, biologicals or exempt biologicals
but cannot be a composite pack or system or procedure pack (see
s.7B(1) of the TG Act). Kits may include other items or ‘articles’
that are normally regarded as medical devices when supplied on
their own but, because of their nature and intended use, are
regulated as part of a prescription medicine product. The
legislative basis for this is the Therapeutic Goods (Articles th.t a
not Medical Devices) Order No. 1 of 2010. In this order, the
medicine and the other item form a single integral procduc. thac s
intended exclusively for use in the given combination p.is .ot
reusable (although it may be multi-dose). An exar., = 0. litisa
cream or ointment supplied with a purpose-bvi' app.. -ator.

A display of printed information that is o1. or a *ached to, the
goods, or on or attached to a containe or pr nary pack in which
the goods are supplied, or supplied -viti. ~u7.1 a container or pack.

To produce the goods, or to ~~7ay ‘= any part of the process of
bringing the goods to thei finai ‘tate, including processing,
assembling, packaging lab 'linc, storage, sterilising, testing or
releasing for supply of ti.  goods or of any component or
ingredient of the go ds as part of that process.

The corporatic or person carrying out one or more of the
manufa_cu) g sieps.

Ser so i ar.afacture

Pro _ses that are for use in the manufacture of a particular kind

“therapeutic good, and at which the same persons have control
of management of production of the goods and procedures for
quality control.

Therapeutic goods that are represented to achieve, or are likely to
achieve, their principal intended action by pharmacological,
chemical, immunological or metabolic means in or on the body of
a human or animal. Medicines do not include products that are
defined as biologicals in s.32A of the TG Act; these are regulated
under the Biologicals Regulatory Framework6 (Part 3-2A of the
TG Act).

Increased content of drug substance, usually due to loss of
potency on storage.

106 <http://www.tga.gov.au/industry/biologicals.htm>
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Therapeutic Goods Administration

overfill

packaging

pack size

Parliamentary Secretary

plasma master file

primary pack

product

oro. cti=‘ormation (PI)

Increased volume of drug product to account for loss during
delivery.

Secondary packaging means any packaging or labelling process
(including repackaging and labelling, over-labelling and
supplementary labelling) where the medicine is already in the
primary container, and that primary container is not opened,
breached or modified in the secondary packaging process.

Primary packaging means any other type of packaging
operation.

Note that primary and secondary packaging requi~~di. ~reit
levels of good manufacturing practice certificatic n.

Size of the goods in terms of the quantity ont. ‘med in the
container (for example, volume in a multi-u. ~ container) and/or
the number of items in the primarv nni. ar rack (for example,
number of tablets in a bottle).

See also packaging

The Parliamentary Sez. tar, “or Health and Ageing, who assists
the Minister for He' (th in . ~lation to the regulation of therapeutic
goods.

A compil-"*on ¢ ~ll the required scientific data on the quality and
safety ¢ f bun v plasma relevant to medicines, medical devices
and inve tig:.tional products that use human plasma in their

r anufa~ture. These data cover all aspects of the use of plasma,

f. »m cr dection to plasma pool.

Tne complete pack in which the goods, or the goods and their
container, are to be supplied to consumers.

The commercial presentation or marketed entity of therapeutic
goods, excluding pack size.

Information relating to the safe and effective use of the goods,
including information regarding the usefulness and limitations of
the goods. A Pl is approved by the Secretary under s.25AA of the
Act as part of the approval of the registration of a prescription
medicine. All PIs must comply with the specified form for
providing product information197 for a restricted medicine.

107 <http: / /www.tga.gov.au/industry/legislation-pi-form.htm>
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Therapeutic Goods Administration

quality The composition, strength, potency, stability, sterility, purity,
bioburden, design, construction and performance characteristics
of goods.

raw material A general term used to denote starting materials, reagents, and

solvents intended for use in the production of intermediates or
drug substances.

Release for supply Release for supply means that ‘medicinal products are not »ld
or supplied before an authorised person has certified th.. "acL
production batch has been produced and controlled ir ac_or:’ance
with the requirements of the market authorisatior ~na th<r
regulations relevant to the production control ar d re. ase of
medicinal products’ (from the Guide to Good I tan. “acturing
Practice for Medicinal Products).108

request Variations to the ARTG entries that do . ~t c’ eate separate and
distinct goods are made by submr.cting A ‘request’ to the TGA
under s. 9D of the TG Act.

Variations to ARTG entrie that reate a separate and distinct
good are made by sub. itt. = a7, ‘application’ to the TGA under
s. 23 of the TG Act. Tne w rd ‘application’ is used in the

legislation.

route of administration Route by whic. ~ therapeutic good is applied on, or introduced to,
the bod,.

safety-related A safety-related request to vary an entry in the ARTG is one where

t. ~ var ation has one of two possible outcomes:

to reduce the patient population (for example, remove an
indication or limit the use of the medicine)

e to have the effect of adding a warning or precaution (for
example, an adverse effect or interaction).

Safety-related requests must be made under s. 9D(2) of the TG
Act.

108 There may be more than one site involved in release for supply of a product. However, release for
supply should only happen once, to ensure that the complete batch records (and responsibility for
release) are held in one place. All sites must demonstrate compliance with good manufacturing practice
(GMP) through a Therapeutic Goods Administration licence or clearance. Compliance with shipping
conditions during importation into Australia is the responsibility of the Australian sponsor for products
released for supply overseas. The sponsor does not require a GMP licence to perform this step.
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Therapeutic Goods Administration

Secretary

self-assessable

separate and distinct goods

The Secretary of the Department of Health and Ageing. The
Secretary can delegate powers under various provisions of the TG
Act to officers of the Department of Health and Ageing (officers of
the TGA). When exercising these powers, the officers are known
as delegates.

Throughout this document, ‘the Secretary’ means the Secretary o:
delegate of the Secretary.

If requested s. 9D variations or s.23 applications are conside. >d to
be minor or low risk by the TGA (as specified in this de_un :nt),
sponsors can assess the supporting data themselvesa d che'.
make a request or application to the TGA based o7, . is s -
assessment. Minor changes should be appropr® ‘=ly v. idated as
unlikely to reduce the safety, quality or efficx -y o1 medicine.
Requests and applications should meet sy ~cit. conditions to be
considered self-assessable. The sponsor mu. * then make a request
or application for approval of the varia. on, - nd must provide the
supporting data if the TGA reque.cs it.

Unders. 16(1) of the TG A ., a 1. =dicine is a separate and distinct
good from other regi. "ere ' med cines if it has:

o adifferent formr 1latio composition or design specification;
or

e adifferen. ‘trength or size (disregarding pack size); or
e ad fferer -osage form or model; or

e adiffe.ent name; or

e 'rerentindications;1%9 or

e different directions for use; or

e adifferent type of container (disregarding container size).

109 Except for variations to indications under s. 9D(2) of the TG Act, as described in s. 9D(2A).
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Therapeutic Goods Administration

sponsor

standard

starting material

step in riannfacture

<’: amhned submission
process

strength

Where this expression is used in the TG Act in relation to
therapeutic goods, a sponsor means:

e aperson who exports, or arranges the exportation of, the
goods from Australia; or

e aperson who imports, or arranges the importation of, the
goods into Australia; or

e aperson who, in Australia, manufactures the goods, or
arranges for another person to manufacture the goods, fc
supply (whether in Australia or elsewhere);

but does not include a person who:
e exports, imports or manufactures the gocus; *

e arranges the exportation, importation. ~r n. nufacture of the
goods;

on behalf of another person who at the tiine of the exportation,
importation, manufacture or arr ngen 2nts, is a resident of, or is
carrying on business in, Av.u. ia.

Where the expression ‘s u. °d ir this document in relation to a
request under s.9D, ur ay. ~lication under s.23 of the TG Act, it
means the person ii relat on to whom the medicine is registered.

The publishea -iteria that a product must meet. For registered
prescrir 0 meuaicines, the standard must be specified in a
therapev'ic gvods order, or the British Pharmacopoeia, European
PFurmacc veia or United States Pharmacopeia to be considered
¢ 1 offic al standard.

A1, API starting material is a raw material, intermediate or an
API that is used in the production of an API and that is
incorporated as a significant structural fragment into the
structure of the API.

Any part of the process of bringing goods to their final state that
may be completed separately from other parts of the process.

The TGA’s administrative process for assessing applications under
s.23 of the TG Act or requests under s.9D(3) in relation to
prescription medicines that require evaluation of nonclinical,
clinical or bioequivalence information, usually in addition to
quality information (Category 1 and Category 2 applications only).
Category 3 applications are not made through the streamlined
submission process.

The quantity of a drug substance in a medicine.
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Therapeutic Goods Administration

supplier

therapeutic goods order
(TGO)

validation data

variation

warning or precaution

working day

A person or organisation that is involved in the supply and
distribution of the product, but not involved in product
manufacture.

An Australian standard made under s.10 of the TG Act that relates
to a particular type of therapeutic good or specifies particular
requirements for labelling, packaging or other aspects.

Links to current TGOs, and guidance for some TGOs, are available
on the TGA website.

Experimental data generated to support a request or a, »lic”cion
to vary an ARTG entry.

A change to an ARTG entry.

One or more statements in the product ~formation (PI) that draw
attention to potential adverse effzcts resulting from product use.

Proposed changes to an AR7_ ~nu., and/or the PI for a product)
can have the effect of add’ 1g a w 1rning or precaution without
actually using the wor. = ‘v rniag’ or ‘precaution’. For example,
adding ‘oedema’ ordizzi. =ss’ to a list of adverse effects in the PI
will have the effect « “war aing prescribers about a risk associated
with the pi Juct.

These ty» - of ¢ nges are considered to be safety-related and
must b requ <zed under s. 9D(2) of the TG Act.

F or the Hurposes of determining the time period within which an
ap, 'i~ution under s.23, or request under s.9D, of the TG Act must

= processed, it means a day that is not a Saturday, Sunday or
holiday day for Commonwealth offices in the Australian Capital
Territory (see also r. 16A of the Therapeutic Goods Regulations
1990).
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