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Topic To Be Covered

» Types of PV Inspections
= Management of PV Inspections in Novartis

» Learnings from past inspections
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Types of PV Inspections

[ :
' Routine )

Inspection / related

PV / Product- )
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Types of PV Inspections

Announced Unannounced

Re-inspections
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Routine Inspections by the TGA

» Routine pharmacovigilance inspections are scheduled as part of the inspection program.

» There is no specific trigger for these inspections, although there is a risk-based approach to prioritising
them

» These inspections are usually system-related inspections, but one or more products may be selected as
examples to verify the implementation of the system and provide practical evidence of its functioning and
compliance

» Pharmacovigilance system-related inspections review the procedures, systems, personnel and facilities in
place and determine whether your system meets your regulatory pharmacovigilance obligations

= As part of this review, product-specific examples may be used to determine how the pharmacovigilance
system operates and whether it complies with requirements

) NOVARTIS
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For Cause Inspections by the TGA

= 'For cause' inspections are undertaken in response to specific triggers where a pharmacovigilance
inspection is the appropriate way to examine the issues

» 'For cause' inspections generally focus on specific aspects of the company’s pharmacovigilance system or
examine identified compliance issues and their impact on a specific product

= However, the entire pharmacovigilance system may also be inspected as a result of a trigger

= Significant public health concerns or identified noncompliance are expected to be the most common
triggers

» Some (but not all) of the elements listed under TGA's Inspection prioritization are also triggers — product-
related factors, sponsor-related factors, pharmacovigilance system-related factors, inspection-related
factors

) NOVARTIS
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System-related Inspections by the TGA

» Pharmacovigilance system-related inspections review the procedures, systems, personnel and facilities in
place and determine whether the organization’s system meets the regulatory pharmacovigilance
obligations

= As part of this review, product-specific examples may be used to determine how the pharmacovigilance
system operates and whether it complies with requirements

) NOVARTIS
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Product-related Inspections by the TGA

C
C

» Product-related pharmacovigilance inspections primarily focus on product-related pharmacovigilance
Issues, including product-specific activities and documentation, rather than reviewing the system
overall.

» They are likely to be 'for cause' inspections to investigate a specific product issue.

» Some aspects of the wider system may be examined during a product-related inspection (that is, the
system used for that product).

) NOVARTIS
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Announced and Unannounced Inspections

) {x

= Majority of inspections will be announced
= Notification of the inspection is given to the company in advance

= As part of the inspection notification, the pharmacovigilance system master file (PSMF) will be requested
by the MHRA

= On rare occasions, inspections may be conducted unannounced

» Unannounced inspections can take place due to various reasons, including when an announcement could
compromise the objectives of the inspection or when prompt inspection is required due to urgent public
health concerns
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Reinspections by the TGA

» Reinspection of the company’s pharmacovigilance system is part of TGA's routine inspection program
» TGA prioritise re-inspections by assessing risk factors

= |f a previous inspection identified a high level of compliance this may increase the time between
reinspections

= More frequent reinspections may occur:
 if identified significant noncompliance
* to verify the company has taken action to address inspection findings

*»+to evaluate ongoing compliance with obligations and evaluate changes to the company’s
pharmacovigilance system

“*when a previous inspection found that the company failed to take appropriate corrective and preventative
action in response to prior inspections
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Topic To Be Covered

» Management of PV Inspections in Novartis
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Management of PV Inspections in Novartis
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14

Inspection Process Phases

Phase |

Continuous

compliance/
inspection
readiness

Phase IV
Post
inspection
activities

Phase Il

Inspection
Management

Taiwan | 18 Apr 2023 | TFDA PV Inspection Practice Sharing

» In Novartis, the process of PV inspection management is
organized in 4 main phases:

“ Phase | — Continuous Compliance/ Inspection Readiness

** Phase Il — Inspection Preparation
Phase |

Inspetion “ Phase Ill — Inspection Management

preparation

*» Phase IV — Post Inspection Activities

) NOVARTIS



: Continuous Compliance/ Inspection
Readiness

= Proactively identify, assess and mitigate any potential quality or compliance-related issues and secure
compliance

» Ensure continual state of inspection readiness
» Review current state vs legislation/ regulatory requirement/ Novartis process
= PV Inspection checklist can be used as a good source of reference

» Responsibility of relevant Stakeholder Subject Matter Experts (SMESs) supported by Quality Assurance
(QA) function to provide input

15 Taiwan | 18 Apr 2023 | TFDA PV Inspection Practice Sharing ( N O » ART I S



: Inspection Preparation

= \When an inspection is announced:

Trigger internal Assess (or

formal request) content
notification of the agenda

Taiwan | 18 Apr 2023 | TFDA PV Inspection Practice Sharing

Start inspection

preparation plan
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: Inspection Preparation

Trigger internal

formal
notification

Taiwan | 18 Apr 2023 | TFDA PV Inspection Practice Sharing

Immediate notification to QA unit and any
relevant personnel

An inspection record will be created in the Novartis
Inspection database within 24 hours

Nomination of Inspection Leads (usually from QA
and PV unit)

Inspection Leads will coordinate preparation
activities + assemble wider Inspection Team
members

) NOVARTIS
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: Inspection Preparation

Assess (or

request) content
of the agenda

Taiwan | 18 Apr 2023 | TFDA PV Inspection Practice Sharing

Important to understand scope of inspection

To determine level of support needed (including
arrangement of time zones of SMEs if required)

For document management — list of documents to
be assembled

For logistics preparation — make visitor
arrangement, test technology to be used and
assemble inspection room

) NOVARTIS
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: Inspection Preparation

| 18 Apr 2023 | TFDA PV Inspection Practice Sharing

Start inspection

preparation plan

Execute compliance checks

Involve Inspection & Audit Readiness (I&AR)
global team. Establish the connection with our
global PV SMEs

Allocate interviewee/ SMEs according to topics

Connect with Inspector/ Regulator if there are
uncertainties about the agenda/ scope

Coordinate pre-inspection document request

) NOVARTIS



: Inspection Management

= During inspection, team members are assigned roles and responsibilities based on their expertise

» The allocation of roles and responsibilities is assessed based on the agenda (i.e. parallel or non parallel
inspection sessions), number of inspectors and available team for supporting all activities

= Examples of inspection roles include: Inspection Lead, Scribe, Runner, Back Room Lead

List of key inspection roles

Inspection lead

Documentation Manager/Document

tracker
Scribe PV document Quality Check/Reviewer
Runner QA document Quality Check/Reviewer
Back room (back office) lead Interviewee Briefing

| 18 Apr 2023 | TFDA PV Inspection Practice Sharing
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Roles &

: Inspection Management Responsibilities

| |

» Facilitates and leads inspection, stays on point with Inspector and seeks clarification when needed (i.e.,

direction, focus, thought process, anticipates next requests) and ensures smooth progression of
inspection

» Ensures Inspector’s requests are fulfilled and any questions are promptly addressed; identifies and
clarifies ambiguity, that is, ensures the inspectors has clear understanding

» Requests daily wrap-up with inspector to identify / clarify any potential issues or concerns

» Ensures smooth functioning of front room personnel (e.g., Inspection Leads, scribes, SMESs, etc.).

>

) NOVARTIS
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Roles &

: Inspection Management Responsibilities

| |

» Documents the discussion, areas of concern, essential elements of the inspection

» Communicates the Inspector’s requests

= Scribe is a key role and he/she should be able to always focus on the scribing activities as it provides
information for the next steps of the inspection. If the scribe needs to be interviewed, then another
colleague needs to be the scribe

» The scribe should be selected based on her/his ability to understand the PV processes in order to be
clear and precise on notes taken.

) NOVARTIS
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Roles &

: Inspection Management Responsibilities

| |

= Transfers requests and objective evidence / documents between the Front/Back rooms
= Escorts SMEs to and from the Inspection Room

» Prepares IT support for the inspector’s laptop (if needed), including access to a printer or a print file

A
! o
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Roles &

: Inspection Management Responsibilities

| |

= Manages the back room, including personnel and controls the flow of document requests,
Document/Information Request Log and document Quality Control (QC) process

» Follows direction from Inspection Lead regarding timing of anyone/any media entering the Inspection
Room from the Back Room in order to facilitate prompt responses to Inspector requests

» Ensures all appropriate team members are accessible and available to respond to any Inspector requests

= Sets up any requested interviews or calls with SMEs and prioritizes according to urgency
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Inspection Day

: Inspection Management

Arrival of inspector

Reception notify
designated point of
contact & register
inspector as visitor

Bring inspector to

designated room for
opening meeting
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Inspection Day

“hase [z Inspection Management

During conduct of inspection

105

¢ Log all documents provided * Identify whether translators are required

+** All requests are reconciled & accounted for
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Inspection Day

: Inspection Management

» Detail of potential findings identified
Daily wrap up & possible categorization of findings

» Request for documentation

» Reconciliation of outstanding
document requests

* Summarize activities performed
» Any outcomes noted
* Areas inspected

Daily inspection
summary report
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Inspection Day

: Inspection Management

:
I Eaflg 4

* Process for responding to any
observation points clarified with Inspector

EX|t  Any inaccuracies or misunderstandings

" raised to inspectors and any supporting
M eetl ng information provided

* Clarification of next steps

|

) NOVARTIS
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: Post Inspection

Immediately start internal discussions on potential responses to provisional observations/ exit meeting
points

Perform investigation, further assessment and root cause analysis of issues identified/ raised

Following receipt of inspection report, response for confirmed observations are jointly prepared by QA and
involved Business Partners

Inspection responses including corrective and preventive actions (CAPA) are submitted within specified
timelines by Inspection Lead/ Regulatory contact point

In some cases, the proposed CAPAs must be reviewed and agreed by Inspector before an inspection
outcome is provided

Internally, as actions are implemented, CAPA and evidence undergo quality review to ensure implementation
Is adequate & effective
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Topic To Be Covered

= Learnings from past inspections
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Learnings From Past Inspections (1/2)

+ Introduction of revised inspection model

+ Tailored risk-assessment methodologies

% Focused inspection scopes: routine PV activities, routine risk management and safety
communication, additional risk minimization measures (aRMMs), non-interventional
post authorization safety studies (NI-PASS)

+ FDA inspections are generally unannounced
* NVS teams in the US target to always be inspection-ready

% Draft report is provided to company for discussion before finalization of
inspection report

) NOVARTIS
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Learnings From Past Inspections (2/2)

% Introduced PV inspections through pilot and voluntary phase

+ Product-based inspection: GPSP Inspection = review of patient data + GVP
% Business license renewal inspection: Covers GQP + GVP

PMDA/ Metropolitan Office
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