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Session overview

* Reporting adverse events to the TGA

» Pl updates from international regulators
» TGA safety communication

» Medicine shortages

» Pharmacovigilance inspection program
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What we do

The Pharmacovigilance Branch of the TGA monitors the
quality, safety and efficacy of medicines and vaccines after
they have entered the Australian marketplace.
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Pharmacovigilance at the TGA
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Pharmacovigilance responsibilities
of medicine sponsors

Reportlng adverse events '- : _ Australian recommendations and requirements
to the TGA O

Version 3.0, August 2023
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Reporting adverse events to the TGA

Significant safety issues — SSls Other safety issues

e 72-hour reporting timeframe « 30-day reporting timeframe

« Closely aligned with the European « Safety-related changes recommended
Medicines Agency'’s ‘emerging by comparable overseas regulators
safety issues’ (that do not fit the definition of a

_ _ significant safety issue)
* Require the TGA's urgent attention

» Safety issues from other sources that
have been internally assessed and
confirmed
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Improving readability of case narratives

Solution ¢ Required evidence base

° SpaCing Boxed.warmngs sllmluld generally be based on observed data from clinical and
sometimes non-clinical sources.

e subheadings

Clinical data may be from:

¢ market authorisation studies

e post-market sources including post-market studies (either sponsor initiated or
investigator initiated) and literature or pharmacovigilance activities

¢ additional analyses of data

e off-label use of the medicine (in exceptional circumstances).

Generally, a boxed warning will be required on the basis of direct evidence from the
particular medicine. Sometimes a boxed warning may also be required:

¢ on the basis of indirect evidence or an anticipated effect

e if a particular safety signal occurs for one medicine within a class, but not others.
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Updates by comparable
overseas regulators

When an overseas regulator adds safety
information to their PI/CMI, the TGA expects you to
update the Australian Pl and CMI accordingly.
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TGA safety communication

* Product Information updates are listed monthly
on the TGA website

* Medicine Safety Update articles are published
on the TGA website when the information is
clinically important or of special interest

« Summaries and links to Medicine Safety
Update articles appear in Australian Prescriber
and are disseminated via the Primary Health
Network

Therapeutic Goods Administration — tga.gov.au



TGA Medicine Safety Updates

* More prominent warnings about serious
ehaviour proBiems " side effects for fluoroquinolone antibiotics
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Understanding the impact of shortages and discontinuations

iy = Public consultation in 2024

217 respondents

Medicine shortages in Australia
Consultation on challenges and opportunities

Organisations Individuals

» 32 health professional e 116 consumers

« 26 medicine industry e 19 prescribers

e 6 consumer e 9 pharmacists

e 7 government » 2 other health
professionals
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Understanding the impact of shortages and discontinuations

Market research in 2024

Remote 1%

Very remote 1%

800 survey respondents + 17 one-to-one
interviews

207 prescribers

197 pharmacists
295 impacted consumers
101 non-impacted consumers
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Challenge themes

That people experienced relating to
medicine shortages and
discontinuations

1 Inconsistent, inaccurate or not timely
information about medicine availability

Lack of reporting requirements for
shortages of specific medicines of

2 public interest that are not currently
captured by mandatory reporting
framework

Low confidence in medicine supply
3 leading to stockpiling and reduced
demand predictability
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Challenge themes

4 Limited therapeutic alternatives for
niche treatments

Time-consuming manual administrative

5 and regulatory processes, leading to
delays and barriers to patients
accessing alternatives

Perceived inequitable distribution of
o and access to limited stock (outside of
TGA remit)
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TGA Medicine Shortages and Discontinuations improvements
roadmap

4 )

Priority Outcome 1

Updated legislative

framework to better
meet public information

\_ needs )

Priority Outcome 2
Critical
improvements to
data and digital
infrastructure

Priority Outcome 3
Better access to
shortages
information for
health professionals

Priority Outcome 4
Better sponsor
predictions on

medicine demand
and shortages

& INenmmmmenmmmnmve (4

Priorities announced

November 2024
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Priority Outcome 1

Updated legislative framework 4«*
Therapeutic Goods (Reportable Medicines) Determination 2025

1.1 Reportable medicines: Include more e Pl St o Vi S Tl o Rl Gt s Fllowiog Bmiion
critical non-prescription medicines in the Dated 5 March 2025
mandatory reporting framework. — Completed
March 2025 P

The medicines set ot in Schedule 1, being medicines that are registered goods, are desermimed to be reportable medicines for the purposes
1.2 TGA access to medicine supply data: S
Include _ _
a provision in the Therapeutic Goods Act 1989 » Public consultation closed on 13 January 2025

to require sponsors of any approved medicine
to provide the TGA with detailed supply
information on request.

« 25 additional non-prescription medicines were
added to the reportable medicines legislative
instrument

1.3 Earlier notice of discontinuations:
Require sponsors to provide 12 months’ notice
to the TGA of a decision to permanently
discontinue a reportable medicine in Australia.

* New medicines include sodium chloride 0.9% IV
fluids, permethrin for scabies and
hydroxocobalamin injections

» This new legislative instrument is now in effect
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Feedback on proposals to update the Therapeutic Goods Act
1989

TGA access to supply data of any approved medicine on request

» Shortages of non-reportable medicines can have significant “Products excluded from regulatory

impacts on Australians access frustrate national efforts to
. : : L : implement effective mitigation
Balanced approach to improving TGA monitoring without strategies when critical shortages

significant increase in regulatory burden to sponsors oceur”

- Health professional organisation

“...allows for proactive steps to be
taken where local and international
signposts on shortages are brought to
the attention of TGA in the absence of
formal notice from sponsors”

- Government respondent
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Feedback on proposals to update
the Therapeutic Goods Act 1989

Earlier notice of discontinuations — uniform
12-month notice period

* Most support from government, health professional and
consumer organisations

o Clearer reporting requirements

* Importance of maintaining the existing clause ‘or as soon as
practicable after the decision is made’

* Need for flexibility in timing of TGA publication of
discontinuations — risks of stockpiling and wastage

» Variation from discontinuation reporting requirements in other
countries
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Priority Outcome 3

Better access to shortages
Information for health
professionals

National coordination and
communication framework for
communicating about medicine
shortages and discontinuations
and coordinating mitigating
actions

Health professionals to be more aware of
medicine shortages and discontinuations and
coordinated management actions

Reduce the duplication of communication efforts
for hospitals and health organisations

Patients to face reduced impacts from shortages
and discontinuations
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For more information

Visit our website to see what we’re doing to
improve the monitoring of medicine shortages
and discontinuations and reduce their impact:

www.tga.gov.au
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Update on TGA's
Pharmacovigilance Inspection
Program

Findings & changes

Amanda Chan
Senior Pharmacovigilance Inspector
Department of Health, Disability and Ageing, TGA

;q Australian Government
ST &g

S —
e Department of Health, Disability and Ageing tga.gov.au
Therapeutic Goods Administration




Pharmacovigilance inspections in 2022

* 9 pharmacovigilance inspections Deficiencies
conducted

4

« Average 6.9 deficiencies per inspection

m Critical
24 Major
m Minor
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Pharmacovigilance inspections in 2023

« 8 pharmacovigilance inspections Deficiencies
conducted 45

» Average 7.3 deficiencies per inspection 40

35
30
25
20 17
15
10

40

m Critical
Major
m Minor

Critical Major Minor
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Pharmacovigilance inspections in 2024

« 6 pharmacovigilance inspections Deficiencies
conducted
30
* Average 6.7 deficiencies per 27|
inspection 25
20
r m Critical
Major
£| m Minor
10
)
2J
0 — I |
CRITICAL MAJOR MINOR
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Average number of deficiencies per inspection over time

N w NN ol (o)) ~ (00]

Average number of deficiency per inspection

=

o

2019 2020 2021 2022 2023 2024
Year

Therapeutic Goods Administration — tga.gov.au



B e __D—
Average deficiencies per inspection by grade

» 6
o 5
" 5
L
O
pd % 4
w =
— =
OO 4
L LW
T
al%)
we 2
O
<
i ! 04
> ot 0.3 0.3 -d'l 0.3
0
2019 2020 2021 2022 2023 2024
—Critical 0.1 0.3 0.3 0.4 0.1 0.3
Major 4.2 4.5 4.1 2.7 2.1 1.8
—Minor 3.4 2.7 1.7 3.8 5 4.5
YEAR
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Number and grading of deficiencies in 2022

APVCP & QPPVA |
Quality Management System I
Post-approval commitments I
Management of Reference Safety Information N ] m Critical
Management of SSls — Major
ongoing safety evaluation . = Minor
Reporting adverse reactions 1l I
Management of Adverse reactions |
Collection and collation of adverse reactions Il |

o 1 2 3 4 5 6 /7 8 9 10
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Number and grading of deficiencies in 2023

APVCP & QPPVA |
Quality Management System I
Post-approval commitments I
Management of Reference Safety Information Il | m Critical
Management of SSls I Major
ongoing safety evaluation I = Minor
Reporting adverse reactions |

Management of Adverse reactions I
Collection and collation of adverse reactions I
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Number and grading of deficiencies in 2024

APVCP & QPPVA

Quality Managemetn System

Post-approval commitments

m Critical
Major
® Minor

Management of Reference Safety Information
Management of SSis

ongoing safety evaluation

Reporting adverse reactions

Managemet of Adverse reactions

Collection and collation of adverse reactions
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Improvement in deficiency
findings over the years

 Case management
* Quality management system
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Total number of deficiencies in case management over
time

J Major —Minor

8

7

6

5

4

3 3

2

1 % 3 1

0 2019 2020 2021 2022 20023 2024

Major 3 3 1 1 0 1

—Minor 6 3 4 7 8 3
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Total number of deficiencies in QMS over time

Major —Minor

9

8

7

6 6 6

5

4

3

2

1 i

v 2019 2020 2021 2022 2023 20024

Major 3 4 5 3 1 0

—Minor 8 3 4 6 6 6
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Limited changes In deficiency
findings over the years

» Reference Safety Information
 Management of SSis
* Post-approval commitment

 A-PVCP and QPPVA



Evolution of PVIP & next steps

Ongoing improvement
* Regular review to fine-tune processes

 Embracing new technologies and
methodologies to improve inspection
process

« Align with global trends

Work collaboratively with stakeholders

 Encourage feedback to identify areas for
enhancement
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Common feedback

Inspections are:

e toolong

e rigorous

e too detailed

{00 onerous

e not fit for purpose
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But also ...

Inspections have:

been an excellent educational tool
identified gaps in processes

allowed for an open dialogue with the TGA
identified the need for extra resourcing

flagged common misconceptions across the sector
and provided clarity

allowed the ability to work with the TGA to ensure
there is clear understanding of the requirements

Therapeutic Goods Administration — tga.gov.au



Our aims

 Limit and revise inspection timeframes
 Formulate more focused document requests
 Review the scope of the inspection

 Use technological advances to gather
information and documents
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We are also aiming to:

* increase the number of inspections per year
* re-inspect where appropriate

e empower sponsors with the responsibility of
CAPAs with limited regulatory involvement

* identify areas of specific need and provide
targeted education

e publish more concise biannual PVIP reports
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Therapeutic Goods Administration (TGA)

Exhibition booth No.60

Want to chat with me further? Come visit us.

2025 ARCS

ANNUAL CONFERENCE
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