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of Technical Requirements for Pharmaceuticals for Human Use, fi§f# ICH ; - ¥}
REEE AR B R o Ry BIPREE AR BVE R TR EIRR AR S BICH & 3 )
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1084E 11 H 16 H(7Y) B (5 0PRSS -HT )

T0SEE1 1A 17H(H)~ | 2 HIICH QSAR) TIF4 ok : MRS @ P RAtiB R
1084E11 H20H (=) B YRl fh 2 W B L e MEREE (Viral Safety

Evaluation of Biotechnology Products Derived from Cell

Lines of Human or Animal Origin)

L ¢ Grand Copthorne Waterfront Singapore

108411 H21H (PY) [ERE GRr hIsg-BEE5- 5 30)

2~ FaRNE M ER R

QSAR2) TAFEHEHILIUK - TAFEEMSRAT ¢

— ~ 211 ICH Briefing Session » jEz% T /H " ICH : a global initiative |

A1 ICH #4 & & Ms. Coralie Angulo(Business Coordinator) - Ms.
NadiaMyers(Manager) &z Dr. Anne Latrive(Manager)—= A f£[E]/148 » NEWT -
1. #H&kS 84

ICH/ZFHERER ~ 2B ke A S8 5h £ R S SR 57 5 R R B PR 2 vk
FVEEE > HL[EISHRE UL 19904 Z 4HA » ICHLUER T 455 45 Bl A i o
SCHYREER Je e e B R (R oy AR - B ER i) e B B it A e &2 fp FME 2 4 5 |
(guidelines) 5z f524E (standards) ZE S aH &% H AR - BE& & 300 ~ AT ZHE5 R
BRGNS T > EFTAHARIOE  R20155E10 A 23 H Rl LA RYE E MRS
MM Z AT - ICHEBKE G BB RSB HERX TFH ST B
HEREAE60 AT HES (A& —) > £l Safety Guidelines3Zff:14{73 ~ Quality
Guidelines 32 4~ 23 {57 ~ Efficacy Guidelines 3 4+ 21 {7 ~ Multidisciplinary
Guidelines 32 4 6 {7 ~ Electronic Standards for the Transfer of Regulatory
Information + CTD/eCTD J; MedDRA (standardised medical terminology) ¢ °




2. H4%ZEH#E (Governance Structure of ICH)

ICHA & (Assembly) H116(E & 5 K 32{&#i{Z2 B4HEL - K& MaeAE -
MedDRAEHZ B & ~ ICH EHZ R G > WAHA32{EHR TIEHE 723 F 5
B E B EETHES | - Hr435 2k H Rl E g B (E ) -

"C,CH ICH Products

As of November 2019

Over 60 Guidelines on technical requirements on:

* Safety — 14 Guidelines

® Quality - 23 Guidelines

® Efficacy — 21 Guidelines O S E M
* Multidisciplinary - 6 Guidelines

Electronic Standards for the Transfer of Regulatory Information
(ESTRI)

CTD/eCTD
MedDRA (standardised medical terminology)

(& — ~ ICHFTE Hiseilotas [(f B )

® ICH Overview of the participation of current
) harmonisaton fo better health Members and Observers in ICH

723 Experts in 32 WGs- as of 14 October 2019

Number of experts in ICH WGs
Standing Observer; 26; 3% /Other; 6;1%

Observer; 63; 9%

Founding/Standing
- Member; 435; 60%

Member; 193; 27%

& — ~ ICH T {F2H % 2 4H R E R )
3. B HI{EAFE (ICH Process of Harmonisation)
(1) FrieZEeEnEE R 2 (New Topic Selection Process)
ICHe & B2 S8R Ak el TR 2 - HEHZEE T2/

HEEGUIRRERR @ s EIRFEFEE ZMBICIEfT - ICHRG —FHET—RZ
TERFER - rieR ARG EBE AR - RIZIEIEF T {F4H (Informal
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working group, Informal WG) °

() BEh I TAE
Informal WGSERR B B TR BRI (I E% - B I ICHEHZ
B@FE % » 4 REE TIFL (Expert working group, EWG) » IEFHEA
Step 1FHIFSES - ICHISS [T » A F AR 71 (B B A =) -
® Step 1 © Consensus Building - Fi5 S HF4XEWGHE B 75 553 5 il 145 3%
HARRESE SRS Astep 2 -
® Step2 : ab

a. Consensus on the Technical Document - KEEIZEWGETEE L 2L 7857
PRGNS > 2R gAREREANT &R step 2b -

b. Endorsement of the ICH Draft Guideline - FEHZ iSO FAVELRE [ > &8RS
BT ETRR G B S EPRNTE T [ FR1R 58 Step 2 -
® Step 3 : Public Regulatory Consultation and Discussion - 253255557 Ky = {[
A EIHYPEES -

Stage I - 155 | EZE T & 7L E H (Regional regulatory consultation) : $55[E
ZNICHE BRI A S - BeRESER - HAJEICHE SHAM LB
BAAISEE AT et n] DUE B [ ICHRAE B B AT A S oK E REES [F5
SFTemede iR -

Stage 1I - &J&m T 2RV E R (Discussion of regional consultation comments) :
TERES A ERZ - EWGEU I EE AU EINYE R 7 705t 3m -
Stage III - SR EE3 0 EF 5255 [ 5125 (Finalization of step 3 experts draft
guideline) : FFEWGR 3B EATEEZER - BT E2bIET [EENERTIR
R - WEOER FEREIE R HFR - B3PI [FEFER
KT o 5K AICHSE 4 BRFET -

/

® Step 4 : Adoption of the ICH Harmonised Guideline - 55 [EEZ248 A a AR
FEHR g B EFURIB LIS EE4TEE - LT 5e s AVICH B 5 R
HEICH AR EEE G 85 -
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® Step 5 : Implementation - ZHEREIE » ZLHKRHEEEE HEEIZA
B TE S 2 0T

16 October2018-v1.0

<
) ICH ICH Working Group

isation for better health - .
harmonisation for better heal Step PrOCeSS OVGI‘VIQW

i 1
e ——— dobl Establishment of an informal WG |
on the ICH public website | I
2 Templates available at the Final Concept Paper 12
ICH Secretariat and on . Plan 12

groups.ich.org

Endorsement of the Management Committee

3 Expert names will be T ]
published on the ICH public
website Establishment of a formal EWG/IWG 3
Deliverables of the WG I I
Work plan 12

To be updated twice a year according to the deadlines
provided by the ICH Secretariat

Step 1 Technical Document 2 *
Sign-off by all Topic Leaders

Step 1 Consensus Building

Step 2a Consensus on the Step 2a Final Technical Document

Technical Document Endorsement by all Members of the Assembly

Step 2b Endorsement of the Step 2b Draft Guideline *

ICH Draft Guideline Endorsement by Regulatory Members of the Assembly
Step 2 Informational F ion??

| Approval of all Topic Leaders

Regional regulatory consultation (~1 to 6 months
Step 3 Draft Guideline 2 *

Step 3 Public Regulatory Consultation
and Discussion

Sign-off by Regulatory Topic Leaders

Step 4 Adoption of the Step 4 ICH Harmonised Guideline !
ICH Harmonised Guideline Adoption by Regulatory Members of the Assembly

Step 4 Training Presentation2

Approval of all Topic Leaders

by ICH Regulators

=
m

I Step 5 Implementation

&= ~ ICH{55 IR AR (M B SN )
4. T {F4H3#E{EZEIE (Operational Matters of Working Groups)

TARMR B B E /NS #E 5 A (Rapporteur) ~ Regulatory Chair ~ Topic
leader ~ Deputy Topic Leader -~ Rapporteur Supporter ~ Additional Support
Staff ~ Editor + Content Manager » 55 A (G HICH A& (Faak B AR
B BRTEE L HR > A RMIEEE TIFH I RIERE M SE) - DUE
T ERUE ZICHX M - S B R S a8 FH7 - #E AStep
2b1% - FEEEE AT AM LA TR & S 72(T - Regulatory Chairfll] 1 ICH
B Z B g Ta sk BIAE L ETE & BPTHEE 2 552 BIEMESUE R T
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{ESTEFTE 2 sElE B [ 22 - i Ok T (F AR ICHR 2 K B 2 #h 1T -
Topic Leaderfai# & BHEEHE RSB TIEAER - MAIEER T E TR
L] 53 ME R —#Deputy Topic Leader£ 88 T {FA1HH5 - TEAIBI5 (K
B EZE F-fllt-Annex 2: Ground Rules for Good Practices of ICH Working Groups
BATHARRS - B E 50BN G - HAEES N LR g - Al BE
HEES % EERERAEHIIF - Editor B FEMRIES | ~ FE K Bilo=C
R ICHAS =K (style guide) [ E - Content Manager & & 43 FEH HEIE
fEZIENL ~ B AR S o iRRE LA

* QSAR2) T fF4H & %

AR TAFHEHRSNEHRKEEBFDA - BUEEEC ~ HAPMDA - flIZX
Health Canada ~ ¥#-Swissmedic ~ . F§ ANVISA ~ #I37HSA ~ 52EMFDS -~ =&
TFDA - RENMPASAR & 5 » SR E S G 5 ABONE TR gheg
(European Federal Pharmaceutical Industrial Association, EFPIA) ~ H A B & T %
{7 & (Japan Pharmaceutical Manufacturers Association, JPMA) ~ 3% B €& T i 72 K¢
#5% Pg 1772 (Pharmaceutical Research and Manufacturers of America, PARMA) -
P gz G B B OF 7 = B & 2 (International Federation of Pharmaceutical
Manufacturers & Associations) J [58[&8 B2 47 4% 8% A= W71 4H D) M €% 5 177 2 (International
Generic and Biosimilar Medicines Association, IGBA)ZE (X FE 5119 A - 2K H EEH]
FDA” Dr. Joel WelchiE{F#iA#E5 AN EEL B EC2 Dr. Johannes BlimelZ:[E 3
Fraesd - MR ZEIE IR

1084 11 A 17 H | @ Introduction

® Finalize Concept Paper and Business Plan

108411 A 18 H | ® Discuss Process and Strategy for Outline Creation
® Work on Outline

108 £ 11 H 19 H | ® Develop Work Plan

® Complete Management Committee presentation

108 4£ 11 H 20 H | @ Develop Presentation for External Audience

® Present to Management Committee

® Develop Strategy for Continued Progress and Interactions
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(—) T ICH QSA(R2)fM& 3 f4+(Concept paper )E.ZE

sk E BT

1. ICH Q5ARD¥E5[R 1999 A% » 225 E i CLm204: » HAR ARV ffoE
bn S BURE 7 B R S FRAFHE - AT B RE AR MR 7 o~ TR BB FR (virus
clearance) R 775 ~ Hrim sl B G ~ SRR S - CRVEARIENRFEIES
o RS BRI R S P B PRER > RIEICHE B2 Q5A(R2)
Z &z

2. FTEEFHYRTRE (Issues to be Resolved)

(1) AR YIRGZE
HE205E > PRI AE R RIS & 2 3 ST 2 R A YRdln
7 e A 55 2 R P R L R B e RS AR TR A 4 B3 7 virus-like
particles(VLPs) ~ subunit proteins 5 viral-vectored products » L2 7T b 8L
JEFHE - EEGEE YNV E 2 ER AT RE TR S » 598N TEHET TR
FERISE » BHESEREARNI - A ESHAEA AR ~ R RE R 2
PULFHEE AT & -

Q) FEINHE R

e SORFHEST o 2 TRE - A i 5 PP SRR 5 (R 7 -
R AR 595 250 (removal )/ 55 { L (inactivation) 41 12588 2 DU s -
E A BB S 2 R -

() Hrimate A
PCR e T HEAUE F77A(Next Generation Sequencing, NGS) HJ {2t EELAY)
B R m s ERR T Z SN R AR R a R BRI - i EPCR AR
SIUAFRBRE TR BEEFREE ST Z 5 - 2RI LIRS RO R AR 2 A5
BN ST R BT R R BN > B DUE (SRR R E SR A
o B IR T iy s LU T A -

(4) SeiERIRE 7 i AR B B s 4% (risk mitigation) S
S HEBURE th B B A 2 A RE 2 PRERVELEE -

a. fE % #LE (continuous manufacturing) #8742 H A/ NJE K AR M 55 2 AR
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C.

d.

(=) &
L.

(M

P (e BE (L 45 F EACHE T 2 2 T 37 PR S i

LLRs S 45iim 05 Frspikingbft 7835 T 2 /N EREA R AR RIS 240 2 18
At

MR T Eitaes T S BAE GARG U EE PR A80) 2 SRR

AT PSR 7 97 5 75 TR SR ] i [

. LAProtein ABCHMERAGIHEIE /e 2 T ERE - AR st A (E A ALY

BLHRFHE TR

#AYNIAHEA S0P 85 (relevant model virus) A 8 A BRI ST

B E 0P 5 (model virus) A it nanofiltertf# %

PR EARR 2 B (safety margin) #ETTIRET » BT RIS PR(AEL

i ICH Q5A(R2) T {F =12 (Business Plan) 528

M REEL T B (LB VR (The issue and its costs)
TR FETHE AP0 R SR
ETEICH QSARDIEF[FR1999F A& LK » JiEnyBIfE ~ MDA 51H

HIBlE R RS IR E RSB E . TRk aENEs > BN
5T T -
a. HPRIBE AR i

o

o

[¢]

@)

- BRI BRI T A

NIz a e
d.
- ARSI 2 J B R AU 98 T )

JeHERURR 7 R 55 R R bR A JE b ek % (risk mitigation) SRR

GIES LGN
EPRIR S S EREAR T B EE SE E F sl - Bk SRR [R] LA

A - BRI S B ERIPRER - SSICHA & FERTHR A Z IR/ AT

a

C

d

- AEFER L EREFR R E S BT e & A5 |
b.
- M FESE SR AT

O EIRAER 2 B AT A [FAAR EE TR 2 e

. R N AT SR T 5\
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e. P AICH Q13455 (BB RS ) A AL BT &
2. 1 (Planning)
(1) FESERCEEIA R ERTICH QSAR2)MmE 55| ©
2) B
BRTAEAKEELI25ME SR - THET R E T 62 1 & 3 R 2% 7UH
h B ER g s ATERREET
(3) wiEE/EAERE IR T4
THETFIF3AERIIFRE (20194E 11 H 220224711 7358 istep 4 -
® [ R TAFRTEREEE - 201945117
® 5T S0 (technical document)EifE : 20204E11 5
® 5ZStep 1 ~ Step 2afz2b : 20214E6
® 523k Step 3K Step 4 © 20224F11H

4) BT
a. PIRHETET G th S M S A f5 5 [F2 -

b. BHRSUUES (B3] 2 Zrth et ke HMRir B30 - DRIy

c. EHARIICH QSAR2)E T ZIEAFNGIAHE > Wi ISR EE e
ICHAT R 2 i TAED h gk -

3. 5FEE 2 (The impacts of the project)

R REREEEILSU RN IE S

(1) (AR BIRE AL s il o 3808 R

(2) SR B AR T A Z M

(3) BEANTIR B (T S A A (MIPCR EANGS)
(4) S5 R AT B R PR R S B s 7 7k

(5) BAHTIR ST 2 i 537 FRAFESSUH B I [
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5. HHEWGEERCILE, 2 MES S R TARSTENS - MM ER M EARKRHERT 2
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51 gl B Yl o 2

Pl RO RUAR AR VROt 2 B BB > 10846 HICH A & i@ 28 {£5 TICH
QSAR2IEZE - [ERNHE B M2 B HEE &R 2 Hinformal WG > JA1084 9H
FHRR TAF4H » bl N R S R TR st E BT E# e &%
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— ~ ICH Q5A(R2) Final Concept Paper

ICH

harmonisation for better health

Final Concept Paper
QS5A(R2): Viral Safety Evaluation of Biotechnology Products Derived from Cell Lines of
Human or Animal Origin
Dated 17 November 2019
Endorsed by the Management Committee on 18 November 2019

Tvpe of Harmonisation Action Proposed

It 1s proposed to revise the Q5A(R1) Guideline “Viral Safety Evaluation of Biotechnology
Products Denved from Cell Lines of Human or Animal Onigin”™ to reflect new biotechnology
product types, advances in manufactunng technology. analytical methods for virus testing, and
scientific knowledge that have occurred since publication of the original document in 1999.

Statement of the Perceived Problem:

Since the publication of the Q5A(R1) Guideline in 1999, advances in biotechnology product
development and manufacturing have occurred. The following advances are not reflected in the
original guideline:

e New classes of biotechnology products have been developed, resulting in challenges
for consistent regulation of these products across different health authorities.

e Only a limited number of validation approaches for virus clearance are described that
can be currently applied. This has resulted in regulatory health authonties adopting
different positions on the acceptability of these advances.

e New altemative analytical methods are available for use in virus testing but are not
described. The techniques should be discussed, and additional detail included to
support the inclusion of future analytical techmques.

e The development of advanced manufacturing (including, but not limited to continuous
manufacturing processes) requires additional considerations for implementation of
virus validation and risk mitigation strategies.

Issues to be Resolved

e New classes of biotechnology products

In the past twenty years, there has been an emergence of advanced biotechnology products due
to the development of new production technologies and biomanufactunng platforms.
Specifically. virus-like particles (VLPs). subunit protems, and viral-vectored products have
been developed for vaccines and gene therapies using novel mammalian and insect-based
vector/cell expression systems. For some of these products. clearance of virus vector and
adventitious agents may need to be demonstrated The physicochemical properties of known
and potential viruses for the species of cell line ongin need to be considered in selection of
appropriate viruses for the clearance studies.

International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use

Route de Pré-Bois 20, 1215 Geneva. Switzerland
Telephone: +41 (22) 710 74 80 - admin@ich.org, hitp/fwww.ich.org
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FINAL Q35A4(R2) Concept Paper Endorsed: 18 November 2019

e Additional validation approaches for virus clearance

Where appropriate, flexibility in validation approaches should be allowed in order to effectively
leverage knowledge gained during development of manufactunng processes with extensive
experience to support virus clearance. It is necessary to discuss expectations and limitations for
the use of data of a punification step for related products or product classes that follow the same
virus removal/inactivation unit operation purification step or conditions. Additionally,
opportunities to use alternative approaches for virus clearance validation based on expenence
with well-characterized cell substrates and manufacturing processes should be discussed.

e New virus assays and altemative analytical methods

Technological advances since the publication of the original ICH Q5A(R1) Guideline have
occurred that require additional discussion. Specifically, nucleic acid-based assays such as
Polymerase Chain Reaction (PCR) and Next Generation Sequencing (NGS) may provide rapid
and sensitive detection of adventitious and endogenous viruses in the starting and harvest
materials. Additionally, quantitative PCR assays may be considered for assessment of the virus
clearance capability of the manufacturing process. However, these nucleic acid-based assays
have limitations as they cannot distinguish between infectious and noninfectious particles and
therefore detection of a signal may need a confirmatory test with an infectivity assay for nisk-
assessment. For this reason, additional justification descnibing their use should be provided.
Moreover, general principles for the inclusion of new assays and potential
replacement/supplement of existing assays should be presented in order to confinue to support
future development of new technology.

e Virus clearance validation and risk mitigation strategies for advanced manufactuning

The principles of viral safety described in the ICH Q5A(R1) Guideline apply to emerging or
advanced manufacturing approaches beyond traditional umit and batch process operations.
However, specific challenges associated with viral safety in advanced manufacturing are not
addressed in the ongmal guideline, and would benefit from additional discussion and
clanfication. These challenges may include:

o Screening for and detection of adventitious and endogenous viruses during
continuous manufacturing

o Validation of virus clearance strategies adapted from traditional umit operations

o Suitability of small scale models designed for traditional virus clearance spiking
studies to represent advanced manufacturing systems

o Potential considerations for the role of facility design and manufacturing
processes (open versus closed systems) in viral safety evaluation

Details for this topic will also support the ongoing development of ICH Q13.
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e Aspects of virus clearance validation that have emerged or evolved

Some aspects of virus clearance validation have emerged or evolved since the publication of
the ICH Q5A(R1) Guideline and will be discussed. For example:

o The recommended evaluation of chromatographic resin at the end of its lifetime
for Protein A resin and potentially other resins

o Additional relevant model viruses for virus clearance studies

o Selection of appropriate model viruses for validation of nanofilters

o Additional discussion on the virus clearance safety margin, including
calculation of clearance factors

Additionally, nsk mitigation technologies for treatment of raw materials will be discussed.
Background to the Proposal

Consensus has emerged that ICH Q5A(R1). while still useful, requires revision to allow for a
consistent global understanding of viral safety within the biopharmaceutical landscape.
Moreover, to support both the development of new products and the use of state-of-the-art
technologies, updating of viral safety approaches is essential. Implementation of updated
assays and alternative validation approaches will benefit both industry and regulators by
providing increased flexibility for wviral safety assessment. Finally, the revised guideline will
allow for a more harmonized approach for newer classes of biotechnology products and new
developing technologies.

Tvpe of Expert Working Group and Resources
It 1s proposed to establish an Expert Working Group with representatives with specialized
knowledge on virus-detection technologies, virus clearance strategies, and manufacturing

processes.

The Expert Working Group may also engage with extemal service providers who have
experience with performing virus testing and virus clearance evaluations.

Timing

This working group had its first face-to-face meeting in November 2019. It is anticipated that
this guideline may take 3 years to complete.
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The issue and its costs

What problem/issue is the proposal expected to tackle?

Smce the publication of the Q5A(R1) Gudelne in 1999, advances in manufacturing and
mmproved technologies for virus detection and quantification have emerged and strategies for
virus clearance have evolved based on manufacturing expenence and scientific consensus. The
following 1ssues are not covered and will be addressed:

New classes of biotechnology products

Additional validation approaches for virus clearance

New virus assays and altemative analytical methods

Virus clearance validation and nsk mutigation strategies for advanced manufactunng
Aspects of virus clearance validation that have emerged or evolved

What are the costs (social’health and financial) to our stakeholders associated with the
curvent situation or associated with “non action”?

There 15 a general consensus that the current ICH Q5A(R1) Gwdeline, while useful, does not
specifically address recent advances in biopharmaceutical development Although the current
global regulatory frameworks encourage the use of new technologies, the lack of an updated
regulatory guideline can make implementation, regulatory approval, and lifecycle management
more challenging. Specific costs from lack of action by ICH would include:

* Potential 1ssuance of rezional guidelines/zuidances with differng regulatory expectations

* Multiple filing strategies required by compamies to comply with different regulatory
expectations
Delayed or inconsistent implementation of new technologies by industry

* Delayed access of new therapies to patients

e Potential burden to implement the ongomg ICH QI3 Gudelne for continuous
manufacturing

. Planning

What are the main deliverables?
The main dehiverable is a revised quality guidehne, ICH Q35A(R2).

International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use

Route Pré-Bois 20, P.O. Box 1824, 1215 Geneva. Switzerland
Telephone: +41 (22) 710 7480 - admin@ich.org, hitp Awww.ich.org
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*  What resources (financial and human) would be required?

An Expert Working Group that would include approximately 25 experts. We anticipate the
need for six face-to-face meetings and multiple intenm teleconferences to complete the
proposed revision.

*  What is the time frame of the project?

The new gwmideline 1= anticipated to take three years to achieve Step 4, from November 2019 -
November 2022.

*  What will be the key milestones?
The proposed timeline and nulestones are below.
+ Final concept paper and business plan endorsed: November 2019
+ Completion of first technical document draft: November 2020
* Completion of Step 1, Step 2a and 2b: June 2021
+ Completion of Step 3 and 4: November 2022

* What special actions to advance the topic through ICH, e g stakeholder engagement or
training, can be anticipated either in the development of the guideline or for itz implementation?

The followmg are potential special actions that may be taken to advance development of the
suideline:
+  Presentations of published concept paper and draft guidelne at scientific conferences

* Engagement with contract research orgamizations and other techmical experts not
directly mnvolved in guideline authorship to solicit thew mput and topic expertise

The following are potental special actions that may be taken to advance or promote
mplementation of the gmideline:
* Preparation of formal training matenals related to the Q5A(R2) gmdeline and their
distmbution at inter-agency engagement actvittes and ICH-supported technical
workshops

3. The impacts of the project

* What are the likely bengfitz (social, health and financial) to our key stakeholders of the
Sulfilment of the objective?
The updated guideline wall allow for the following:
* Facilitation of the development and assessment of new biotechnology product types
Flexability in virus clearance validation approaches
Implemention of new virus assays and altermative analytical methods (e.g., PCR, next
generation sequencing) for adventitious and endogenous virus detection
* Development and assessment of virus clearance vahidation and testing approaches for
advanced manufacturing
¢ Implementation of emergzing and evolving aspects of virus clearance validation

20




/g ~ ICH Q5A(R2) Final Business Plan (4&)

FINAL Q35A(R2) Business Plan Endorsed: 18 November 2019

*» What are the regulatory implications of the proposed work — iz the topic feasible
(implementable) from a regulatory standpoint?
The proposed work 15 a revision to an existing Guidelme. Sufficient expertise 15 available
within the working group to perform this task.

»  Will the guideline have implications for the submission of content in the CTD/eCTD? If s0, how
will the working group address submission of content in the dossier? Will a consult be requested
with the ICH M8 working group?

It 15 anticipated that any documentation related to this revision would be incorporated into
existmg CTD/eCTD quality modules. For this reason, the guideline would have no mmpact for
the submission of content m the CTD/eCTD.

4. Post-hoc evaluation
*  How and when will the results of the work be evaluated”

At the conclusion of each step, we will determine whether deliverables and thewr timelines were
met by comparison against our concept paper and business plan.
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