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Overview

 Planned updates to the Pharmacovigilance Guidelines
o Safety Issue reporting form (in development)
o Safety Issues — to report, or not? (via conference app)

e Questions (via conference app)
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Planned updates to the Pharmacovigilance
Guidelines

“The PV guidelines do not clearly explain sponsor
requirements with regard to SSI reporting”

Medicines Australia Regulatory Affairs Working Group &
Pharmacovigilance Expert Advisory Group - August 2020
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ntified Issues
Unclear guidance results in varied interpretation
of SSI reporting requirements

‘ Issues reported early with minimal detail

SSl guidance
not fit for
purpose

Risk system will become saturated with less
urgent information

‘ Single category with 72-hour timeframe
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Unclear guidance results in varied interpretation of
reporting requirements

A significant safety issue is a new safety issue or validated signal considered by you in relation to
your medicines that requires urgent attention of the TGA. This may be because of the
seriousness and potential major impact on the benefit-risk balance of the medicine and/or on

patient or public health, which could warrant prompt regulatory action and/or communication
to patients and healthcare professionals.

PV guidelines, Version 2.2, page 9

« Definition of SSI limited to issues requiring urgent attention of the TGA

 However, included examples result in subjective interpretation of what to report and when
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Notifications lacking detall

« Many signals are notified to the TGA at the point of validation

Action not yet
proposed by
innovator sponsor

Action not yet recommended Not yet analysed in the
by other comparable regulator Australian context

Inadequate
detail for
the TGA to
action
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Risk of system becoming saturated by less
urgent iIssues

« Sponsors making notifications within 72 hour timeframe with inadequate information available
to determine planned actions in Australia

« TGA triaging and investigating signals with inadequate information
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Proposed direction

« Atiered reporting system:
— Significant safety issues: closely aligned with EMA’'s Emerging Safety Issue definition
— Other safety issues: will require reporting within a longer timeframe (weeks/months following

assessment completion). Examples:

= Safety related changes recommended by comparable overseas regulators to the product
information or label (that do not fit the definition of SSI)

= |nternally validated signals that have undergone signal assessment and subsequently been
confirmed
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Targeted consultation

 Planned for second half of 2022

e Currently on-hold due to
caretaker conventions during
Election period
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TGA SAFETY ISSUE REPORTING FORM

Date of
natification

Safety Issus |

Pleasz complete 2 sparsis repert far £ach nzw issus
Iz this safety notfication for a:
‘Bignificant safety issus? Yes Mo

A signieant safety [SIUR (S50 = thAf raguires fie LVpAN! AtfEnfon of the TES A% X wamants promed
w 40 patients ang Reathcens arofessionals due 40 the Terousness AND

Other safety issue? Yes@d Me@
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‘banafitrisk salance of the medicine. O5fs must be rportsd within X0 calenar days of assessmant by the
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Iz this a(n): Initial notification? ) Fallow-ug notification? [

If follow-up notification, what was the date of the indfial notification: I:l
Product Details

Plzass complete the below table details for each product affected by this safety issue.

Flease add extra rows as required.

ARTG Active Aungirailan Spomsor
Humber  Ingredisnifs)

Iz your company the product innovator? Yes QMo O

If no, please
identify the
innawvator

Signal Source
Sponsor Pharmacovigilance [ Comparable Overseas Regulator 0 Other e sseci 0

Comments

Signal Details

Brief descnpnun of

- now the signal came
0 your attztion
Including key dlades
- avaiznie evigencs
FEEONS ha

chass signal

Brief summary of
Sponser
assessment.
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EXEiRI Wy ROt e,
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Dio you intend to update your Australian Preduct Information document? Yes Q] Mo [

Ifyes, please provide an estimated date for submission of your SRR I:l

Are you considering any other sctions {2.5. DHCPL, cancellation from the ARTG. further
signal assessment}? YesO Ko

Ifyes, please describe,
including an estimated
timaframe for completion

Pre-submission chechklist
Hawe you:
Attached your cormpletzd signal aszessment? Yes Mo MAD

Attached copies (or supplied web links for) all relevant signal assessments or published
mesting outcomes of other regulators? Yes No@J MNAD

Attached (or supphed web links for) any other relevant docurnents you have referenced in
this form? YesO He@d MNaAQD

Safety mofification submitted by

Name
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Email Phaone
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Australian Government TGA use only

Department of Health
Therapeutic Goods Administration

Thies form, when compleded, will be classified a5 'For ofcial uss only’.
For guidance on how paur infarmation will be treated by the TGA see: Treatment of information provided 1o the TEA =
<l pa Lhasai A Gos untres imend-irdomation-prosided-lgas .

TGA SAFETY ISSUE REPORTING FORM

Drate of
natification

Safety lssue

Pizase compleis 5 s2parale report for £30h new s5Ue
Iz this safety nofification for a:
Significant safety issue? vesd ~noO
A significant safely Issue [SED) Is ore hat requires the urgent afention of the TGA &5 f warranis prompt
regulalory action anddor communisalion fo batlents and healihcare professlanais due o the serusness AND

parentis! major Impact on the bene-rsk balance ar ihe me 2 andVOR because of & Signicant fisk of Asm o
PRENENES or fhe pubic. 5315 MUst be repomed Within 72 hrs oF SWarenass oy e sponsor

Other safety issue? vesd NoO

Oither safely lssues (O51s) require action by the TGA but have been assessed &5 being unikely io aifer the
benefiisk balance of the medicine, OSIs must be reporfed within XX calkendar days of assessment oy the
SEARSON.

Is this ain): Initial notification? [ Follow-up notification? [

If follow-up nofification, what was the date of the initial notification:

Product Details

Please complete the below table details for each product affected by this safety issue.
Please add exira rows as required.

Ref Product Name ARTG Active Australian Sponsor  Supplied

Number Ingredient{s})
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|= your company the product innovator? Yes Mo O

If no, pleasze
identify the
innovator

Signal Source

Sponsor Pharmacovigilance [J  Comparable Overseas Regulator [ Other jvease speary [T

Comments

Signal Details

Brief description of

=safety issue.

Shouid nclugde 5
Summary ar

- hawr the sgns’ came
o vour attsntiar
ncieding key dstes

- ¥3iiabie evizence
hat supports the signal
- Ihe risi and potential
Mmpact of fhe signal

- Whatherornorinis is a
clgss signal

e DTET SUTnEry o
Sponsor
assessment

If an assessment of s
EiyNa) FES NOr Been
compieted by your
company, please
=xplain why not hers.
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Brief outline of
actions taken by
ather regulators

¥ou can mnchde Mnks o
any relevant reguiator
safely assessments ar
pupNshed mesting
OUICOMES hera.

Signal Qutcome

Do you intend to update your Australian Product Information document? ves[J Mo O

If yes, please provide an estimated date for submission of your SRR

Are you considering any other sctions (e.g. OHCPL, cancellation from the ARTS, further
signal assessment)? vesOJ Mo

If yes, please describe,
including an estimated
timeframe for completion

Pre-submission checklist
Have you:

Attached your completed signal assessment? fes D Mo D MiA D

Attached copies (or supplied web links for) all relevant signal assessments or published

meeting cutcomes of other regulstors? vesd wne@d mnad
Attached (or supplied web links for) any other relevant documents you have referenced in
this form? vesd nNe@d wad

Safety notification submitted by

Marme

- Date
Position Submitted
Emiail Phaons

Tio submit this safety issue to the TEA, please complete this form and email it to the
Pharmocovigitence Bronch Signal Investigation Coordingtor ot sicograinator@heoith.gov.ou.

Should you require further guidonce on requirements of submission of @ safety issus, plegse see the
Pharmocovigilonce responsibilities of medicine sponsors: Austrolian recommendations ond
reguirements.
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Safety Issues — to report, or not?

L

* Interactive guestions via conference app
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Question 1

Under the current PV guidelines would you report the following to the TGA as an SSI?

Scenario

You are the Australian sponsor of Drug A. You have received notification that the FDA has identified a
Newly Identified Safety Signal (NISS) for Drug A and hypertension.

Answer

No — Notification of a comparable overseas regulator validating a signal does not, in itself, constitute
an SSI. After initial assessment if you determine that there is no major impact on the benefit-risk
balance of the medicine and/or on patient or public health you do not need to notify the TGA of this
signal.
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Question 2

Under the current PV guidelines would you report the following to the TGA as an SSI?

Scenario

You are the Australian sponsor of Drug B. You have become aware that Health Canada have
requested the addition of a black box warning to the Drug B Product Monograph to include details of
an increased risk of fatal arrhythmias.

Answer

Yes — This is a major safety-related action by a comparable overseas regulator. An issue such as an
increased risk of fatal arrhythmias has a potential major impact on the benefit-risk balance of the
medicine.
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Question 3

Under the current PV guidelines would you report the following to the TGA as an SSI?

Scenario

You are the Australian sponsor of Drug C. Through your internal pharmacovigilance system, you
have validated the following signal: Drug C and leukocytoclastic vasculitis. You are now planning to
conduct a signal investigation.

Answer

No — You do not have to notify the TGA of every signal at the point of validation. If your initial review
and analysis of the available evidence determines that there is no major impact on the benefit-risk
balance of the medicine and/or on patients or public health then you do not need to notify us of this
Issue at this point in time.
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Question 4

Under the current PV guidelines would you report the following to the TGA as an SSI?

Scenario

You are the Australian sponsor of Drug D. You have become aware that the Pharmacovigilance
Programme of India have requested the following warning be added to the label and package insert
of Drug D containing products:

= Use with caution in patients with conditions X, Y and Z.

Answer
No — The Pharmacovigilance Program of India is not considered a comparable overseas regulator by
the TGA.
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Question 5

Under the current PV guidelines would you report the following to the TGA as an SSI?

Scenario

You are the Australia sponsor of Drug E. Your global team has received an EMA PRAC request to
perform a cumulative review of all cases of Drug E associated with alopecia.

Answer

No — A request for information from a comparable overseas regulator, while considered a validated
signal, is not required to be notified to the TGA as an SSI. That is unless, following your review and
analysis, you deem the issue to require urgent attention of the TGA because of the seriousness and
potential major impact on the benefit-risk balance of the medicine and/or on patients or public health.
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QU estions — through conference app

2?9

L

Significant safety issue reporting — changes to the pharmacovigilance guidelines for sponsors 19




stralian Government

Departmen
Therapeutic Goods Administration

In conclusion...

 The TGA will be making changes to the PV guidelines around SSI reporting
« Targeted consultation will occur later in 2022

* The focus will be on benefit-risk balance when identifying safety issues

* Please continue to observe the current PV guidelines for now

* We are working closely with our PV Inspection Program colleagues to ensure the guidelines for
reporting align with parameters for inspection
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