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EMA - FDA joint Q&As on Quality and GMP aspects of PRIME/Breakthrough therapy
applications
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Introduction &4}

EMA’ s PRIority MEdicines (PRIME) scheme' and FDA’ s breakthrough therapy (BT) designation
program’ are designed to help speed development of innovative products which address unmet
medical needs. For products included in these expedited development programs, the marketing
application is still expected to include all the clinical, non-clinical, and chemistry,
manufacturing, and control (CMC) information to meet approval standards. Because generating
CMC information on more compressed timelines can present challenges for companies, EMA and FDA
have been engaging in open dialogue with industry stakeholders in order to explore approaches
to expedite the development and approval of these products without lowering the standards that
patients have come to expect in a medicine. To this end, on 26 November 2018, EMA and FDA
organized a stakeholder workshop on quality development in early access approaches, such as
PRIME and Breakthrough Therapies. This workshop focused on potential scientific and regulatory
approaches to address challenges associated with expedited product development, so that robust
quality and manufacturing data packages will be submitted to enable timely access to medicines
for patients whilst assuring that product safety, efficacy, and quality will not be compromised.

RRMZGmEER (BMA) I "L RBEHZ” (PRIME) HRIFMEE&RKAWEER (FDA) K "REEMST
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HTAEERENRENAER MC FEa5 AFMRME, EMA A FDA —E7EGTWA M RE AT ATT

' For detailed information on the PRIME scheme please refer to: PRIME: priority medicines | European
Medicines Agency (europa.eu). From an EMA perspective, this document complements the EMA Toolbox guidance on
scientific elements and regulatory tools to support quality data packages for PRIME and certain marketing
authorisation applications targeting an unmet medical need — Scientific guideline | European Medicines
Agency (europa. eu)

* From an FDA/CDER perspective, this document provides information on the use of regulatory flexibilities
contemplated in 21 CFR 314.105 (c) and as interpreted in publicly available guidance and the Center for
Drugs Evaluation and Research MAPP 5015. 13 Quality Assessment for Products in Expedited Programs. See also
the guidance for industry Benefit-Risk Assessment for New Drug and Biological Products (September 2021) and
the guidance for industry Expedited Programs for Serious Conditions—Drugs and Biologics (May 2014). FDA
updates guidances periodically. For the most recent version of a guidance, check the FDA guidance web page
at https://www. fda. gov/regulatory-information/search-fda-guidance-documents. In addition, see the draft
guidance for industry Benefit-Risk Considerations for Product Quality Assessments Guidance for Industry (May
2022). When final, this guidance will represent the FDA’ s current thinking on this topic
EMA/CHMP/531552/2023

Page 1 of 35

400-8770626 canny@tigermedgrp.com



XPiE, DARBRTEA PR EH N 25 5 BB BT T inPuX &= R RS 5:. Atk, 2018 4 11
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REERAEFEER, WLIEEKNRELAY, FRNBRE=RPZEE. FREARERZRE.

During the workshop, challenges and solutions were explored by a combination of real case
studies from industry [covering chemical molecules, biologicals, and advanced therapy medicinal
products (ATMPs)] and regulators’ perspectives and panel discussions.

W, B EREMUMEERFTFA (BmiedEns T EVMRGIMEREET W™ (ATMP) )
PR S E A L RN, R T T IR PR R AR o T

Based on the experience with PRIME and BT programs, regulators and industry selected the
following areas for discussion: process validation, control strategy, compliance with Current
Good Manufacturing Practice (GMP) requirements, comparability, stability and regulatory tools.
The discussions and main conclusions from the workshop, including scientific elements and
regulatory tools which already exist, or which would benefit from exploration, to help address
development challenges, were captured in a meeting report. During the workshop, FDA and EMA
also reflected on areas that would benefit from further discussion between both regions and
identified the following topics: control strategy, innovative process validation approaches,
stability data, and launching from the clinical manufacturing site or with investigational
medicinal product batches

RAE L /R TIETHRINZR, IWEVAALREE T AT TIT8: TERIE. 5] 5K,
FHERTHREFREEEMNE GMP) ZR. ATk, ReEtNEE TR, PFrSRemEEE®,

BECARMZERNRE TR, st RERMERER, SRMFERINEE TR, XEEZA
TROCEHFE, BRRARRTZa, UNHBINNIT R, EFtaRiE, FDA M EMA BRE TR
T TR 35 PO ) SRS BB TEBAETT % R MR DR M I R AE = B BR 5 5 U R 257 i it
KRB N .

In addition, it was recognized that, in certain cases, where an application otherwise meets
the standards of approval, it may be possible to mitigate certain risks through the submission
of data post— approval.

pesh, EINRE, EREBERT, MREERFSHAERME, WG TR AR5 R H R R R X
B

As detailed in ICH Q12, this includes the use of:

w ICH Q12 Fri¥iR, XEFHEMHH:

o Post—approval change management protocols to support changes anticipated during the
lifecycle of the product

MRS R EEU PSR S A A B E .
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o CMC commitments to outline a plan of which certain development data will be gathered
post— approval and to define how these data will be analysed, assessed, and reported
to the regulatory authority.

CMCAR V8 1) )& — TR, MEIRFERLME S RO AR T R B8, I LA 7 PPAGIX L4048
F 1A BB AR -

Since the workshop in 2018, EMA and FDA’ s Center for Drugs Evaluation and Research (CDER)
have been engaging in further discussions on these topics, sharing their experiences and
regulatory expectations in the context of PRIME/BT applications. As an outcome of these
discussions, these four consensus Questions and Answers (Q&A) documents have been prepared to
compile EMA and FDA/CDER current thinking as reflected in existing guidance documents. These
are presented as annexes to the original workshop report

H 2018 FMHFFTSPASK, EMA M1 FDA HIZi¥irh S50 (CDER) —E7EMUX LA Bt —H it
W, ZEARAIE PRIME/BT EEHFHMNASRMEENE. MEAXEMRNER, RIMNES T XEHILRE
% (Q&A) >CfF, LAC4% EMA FUFDA/CDER I 48T 0P IRBRAI BT E R . WEIA 18T 304+ B R
RIFREE. XL Ve AR 2IE R GETHT &3 E F .

For EMA, these Q&As are applicable to chemical and biological medicinal products for human
use, including complex biologicals (such as ATMPs), unless stated otherwise. For FDA, these
additional discussions and the resulting annexes are only applicable to CDER-regulated products.
Therefore, all references in the annexes to biological products are intended to refer to CDER-
regulated biological human drug products only. Center for Biologics Evaluation and Research
(CBER) -regulated products, such as advanced therapy medicinal products (ATMPs), are not in
the scope of these documents

XFEMAT &, XEHE (Q&As) EA T ARMARILERAEYELF= G, BRBERNEDHF (WATMPs
), BRAERF Y. XTFFDA, XELES T 18 K IR A I B8 OUE ) T-CDERE 3B 7= . Rk, PR
B FTE £ 7= R T8 U FRCDERE $E M AW NKZ e i . EWHIRIPA FIE A0 (CBER) EHEI
P, BImSEBEBITZE N (ATMPs) , AFEXESCARITERERA .

These documents are only intended to provide general information and do not constitute
regulatory guidance. Applicants interested in pursuing the approaches described in these
Q&A documents should discuss the strategy required for their specific product with the relevant
regulatory authority ahead of their marketing submission.

REHNBERME—BER, HFIEREERS. HRRARXERE PR I 77 AR B EE NAER
ZHHRE A, SR ETUTHE IR B BT T Bk .

Annex 1. Q&A on Control strategy considerations for PRIME/BT applications

BYAF1. ST PRIME/BT HH 7 B2 SR =5 8 ) 112
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Annex 2. Q&A on Process validation approaches for PRIME/BT applications
B2, £FXTPRIME/BT B8 ) T Z Mk 7 51 [ 2

Annex 3. Q&A on Alternatives for determination of re—test period or shelf-life for PRIME/BT
applications

FRHAE3. S 0PRIME/BT R 5 ) B A9 R BR AR BT 3594 <2 RO B A7 R &

Annex 4. Q&A on GMP considerations for PRIME/BT applications

B¥ff4. STXTPRIME/BT B FGMP=5 f8 2 I Y e &
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Glossary of Terms ARiEFE

Alternative tools to evaluate facilities: These are the alternative tools to inspections that
a regulatory authority may use to evaluate facilities. This includes requesting existing
inspection reports from other trusted foreign regulatory partners, requesting information from
applicants, requesting records and other information directly from facilities and other
inspected entities, and conducting remote interactive evaluations

PRI ER TR XERBEVAT AR RN BT, FERREMhZEESEEE
IKHERBAERERS, REFEERRGEE, BERABRBNHMZALAERICRAEMEE, UL#HTE
BB .

Dosage form: a pharmaceutical product type (e.g., tablet, capsule, solution, cream) that
contains a drug substance generally, but not necessarily, in association with excipients (as
per ICH Q14).

FIB: —MEEAWRIRLHRE B, FH. KRR R, A8 , E% 55 OREICH Q14)
&6, EA—EEESA,

Drug product (DP): the dosage form in the final immediate packaging intended for marketing (as
per ICH Q14).

2y (DP) . T EW R EA AR A SRR (RIEICH Q1A)

Drug substance (DS): the unformulated drug substance that may subsequently be formulated with
excipients to produce the dosage form (as per ICH Q1(A)). For biotechnology products, DS can
be composed of the desired product, product-related substances, and product— and process—

related impurities. It may also contain excipients including other components such as buffers
(per ICH Q6B).

Y (DS) : RIEEFIMZAWYIR, WRER)S SHM—ERH AR GRIEICH Q1))  MF4E
YR ™, DSHUVEHEIRH M. SRR, 50N TZHERMRE. EETRE ST
» BREEWEAFZ RIS (FEIICH Q6B)

Expiration date: the date placed on the container label of a drug product designating the time
prior to which a batch of the product is expected to remain within the approved shelf-life
specification, if stored under defined conditions, and after which it should not be used
(per ICH Q1A).

BRO: WEALGMHAERRE LR AN, BEEBEHZET, WREHE R, PRI
PREFFERAERRFIIR A, HEIEZ ERAMAER (RHEICH Q1A)
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Inspection: for the purposes of this document, “inspection” covers general GMP inspection
as well as preapproval/pre-licensing inspections.

BE: RAXHNS, KBWE SFBEACMPAE UL HHAERT/ VT i R E .

Marketing Authorisation: in the context of these annexes,

o Marketing authorisation dossier (or dossier) is used synonymously with marketing
application.

o Marketing authorisation is used synonymously with “approved applications” . For CDER,
this includes products with Breakthrough Product Designation that are New Drug
applications (NDAs) approved under Section 505 of the Food Drug and Cosmetic Act or
Biologics License Applications (BLAs) licensed under section 351 of the PHS Act’.

WA TEIXEEMFRIERT:
o THFHRELR (BRERRK) Mg HiER L.

o TiFHWHIE “RHERKHEIE” FX. MFCDERKH, XEFBALREBRBIEFSIEEIRE (FHAH
ot i) SE505 T HEHERIRTZiERE (NDAs) BRARTE (AL TAMRSFEE) F351FH KRBT HIAEYH] &
YA RS (BLAs)

Post Approval Change Management Protocol® (PACMP) : A protocol describing a CMC change that an
applicant intends to implement during the commercial phase of a product lifecycle, how the
change would be prepared and verified, including assessment of the impact of the proposed
change, and the suggested reporting category in line with regional regulations and guidance
(per ICH Q12).

MAEFREEEY (PACMP) : — B3R B T8 AFTHAE = b Ak i A 10 3 7o o B S i A CMCBR B T B3
BREWATHERNMBIEARE, WFEPARSRERNREH, UEEREHRERA, UAFEXEEAMEE (R
$EICH 012)

Post—approval CMC commitments’ ®: specified CMC development activities, agreed between the MAH
and regulatory authority at the time of approval (e.g., specific process monitoring, additional
testing) that will be performed during the commercial phase should be documented.

MAEJSOMCARE: FEMLER, R THVFRTAT (MAR FEENAZ I E 1 OICH RiEs) (i,
RS RS BUMNID , MR BT IHBOER TR

o g b~ W

EMA/CHMP/531552/2023
Page 6 of 35

400-8770626 canny@tigermedgrp.com



Primary batch: a batch of a drug substance or drug product used in a formal stability study,
from which stability data are submitted in a registration application for the purpose of
establishing a retest period or shelf life, as applicable (per ICH Q1A)

AR/ FIRALIK:  F T IE A R T S 2P B ERE e Ak IR, A PR AT AR R e R B AT e 1

Process performance qualification (PPQ): A formal validation activity for the manufacturing
process where comprehensive manufacturing data from a sufficient number of batches is used to
demonstrate that the commercial process is in a state of control. PPQ combines the actual
facility, utilities, equipment, control procedures, and components to produce commercial
batches. A successful PPQ will confirm the process design and demonstrate that the commercial
manufacturing process performs as expected. The number of batches, often referred to as PPQ
batches, required to demonstrate that the process is in a validated state depends on the
variability of the process, the complexity of the process / product, process knowledge gained
during development, supportive data at commercial scale, and the overall experience of the
manufacturer with similar products and processes

TZHERERIN (PPQ) : —Fiet X AN ERBUEES, HPERRE RS HERM RIS £ HE
KAEA RS BT ZRE . PPRES T EFrRikiE. ARBRME. B&. BHEFMALRESRE AR,
BRITHIPPQR BN RE BT, FEBA RN AR SRR BURPAT . A T IR AL T R AR & B3
B, EEHEVCOMIPPOHLKR, XERRTEENRME. SE/RlERE. B RSB PREREEMR.
PR I SCRAEE, DA RO SR AR R AR 200

PPQ protocol/ Process validation scheme: a written prospective protocol that outlines the
formal process validation studies to be conducted on production scale batches, specifying
the manufacturing conditions, controls, testing, sampling plans and acceptance criteria.
The actual process validation data generated should be provided with the submission for
relevant products or available for verification post—authorisation by the regulatory authority.
This can include qualification protocols for activities other than process validation (e.g.,
for introduction of future reference standards or cell banks); such  protocols specify what
data will be gathered post-approval and how it will be analysed and how/if it will be submitted
to the regulatory authority.

PPQT R/ TZWIETTR: — - BHAIETIEE, BER TR U K _E3EAT B IE XS R RAERT 5T
TRE T AR FAE ] W, BURETHRIANER ZAn e . SEPR RS AR G0 UE SR N B AR 5% 7= i AR AT — ke R At
» BREEVFA]JG IS E VBT SE . X0 AR RS R RAE Z SMHRESI B B (Flan, 51 ARRE)
SEERANE) ; ZKEHIE T REMAEE R LR, YRS EEdE, URRTRI
RRGWEN .

Process design/ process characterisation: defining the commercial manufacturing process based
on knowledge gained through development and scale—up activities. The goal is to design a
process suitable for routine commercial manufacturing that can consistently deliver a medicinal
product that meets its quality attributes

EMA/CHMP/531552/2023
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TZHH/ TERM: ETBEIITFAMBOGERBRIRPRE XL AR XERERT—MES
WA A RIS, BRI — AR RERENZ .

Process evaluation: studies performed at small and/or commercial scale, to provide evidence
that the complete manufacturing process and each step/operating unit have been appropriately
designed to define the full operating ranges of the manufacturing process

T2 AR/ SRR EFEATHIRTSE, DARGHERR A ZBN A SR UR GNP R/ RIE R
TEBEZHB, PUE A SRR TR R .

Process validation (PV): the documented collection and evaluation of data, from the process
design stage through commercial production, which provides evidence that the process, operated
within established parameters, is capable of consistently delivering quality product meeting
its predetermined specifications and quality attributes

TZBAE (PV) : NTZBIHBrBEIR A RERET, SEHRATCREEENEM, DAEHERESH
WERAE B L2 R RS AT ATRF & T MU A BT B P A R SR ™

Retest period: the period of time during which the drug substance is expected to remain within
its specification and, therefore, can be used in the manufacture of a given drug product,
provided that the drug substance has been stored under the defined conditions. After this
period, a batch of drug substance destined for use in the manufacture of a drug product should
be retested for compliance with the specification and then used immediately. A batch of drug
substance can be retested multiple times and a different portion of the batch used after
each retest, as long as it continues to comply with the specification. For most
biotechnological/biological substances known to be labile, it is more appropriate to establish
a shelf life than a retest period. The same may be true for certain antibiotics (as per ICH

Q1A).

SRE: FRZG7E AR N B R R & RS, T LA TR M AET, fTiREZERZ O
B XM . ARG, BTAREFR RSN EFRR URFEIR, R ifER. —
AMERZRUK T B R EFRS, SREFRRGEHE T MERZMRRARERS, RETRERFEIE.
T REZHOHMARENEDER /AR, BIRRPREFTREHREANEGE. N TFREERER (
WIEICH Q1A) , FFEIEHR.

Shelf-1life (also referred to as expiration dating period): the length of time during which a
drug product is expected to remain within the approved shelf-life specification, provided that
it is stored under the conditions defined on the container label (as per ICH QlA)

PR (HFRRNFE D « 2557 5 T AR R PO AR B RS N IO T B, AT R R AR
L X% RIEICH Q1A)
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Specification: A specification is defined as a list of tests, references to analytical

procedures, and appropriate acceptance criteria which are numerical limits, ranges, or other
criteria for the tests

described (ICH Q6A/Q6B)

RERHE: REMESE XN —RFITR. 2RSS D RE LB, X EhRERNR AR
FIBEFRH i B B A bn#E (ICH Q6A/Q6B)
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Annex 1. Q&A on Control strategy considerations for PRIME/BT applications

P L SEXFORSEE i/ RMTI5 B 8 R SRS R [ B 5 A R

1. How does the establishment of specifications differ for PRIME/BT programs?
1. XFFPRIME/BTHRH, W& LJRENRHE?

PRIME/BT programs may have fewer development and commercial batches produced prior to marketing
compared to traditional programs, and consequently, clinical experience with various batches
and resultant product quality knowledge to set specifications may be limited, compared to
traditional programs. For this reason, additional considerations may be necessary when
establishing and justifying the clinical relevance of specifications for these products. This
is particularly true for programs that acquired a PRIME/BT designation relatively early in
development

PRIME/BTI B 7E_E T RI I REAE = TP R A R LR B AR TR E 2>, TRk, 58 FHER A R 250 A0 B tE7™
AR EREARATREMRTRAR, SEAMBEML. FEib, FERLANEIX ™ 5 iR KR
FESRYERS, PIRERZBIMNOBR . XXTAETT R BN F IR PRIME/BT 48 & K30 B Su e ant.

2. What additional considerations can be used to establish specifications and their acceptance
criteria where there is limited clinical experience? Is it acceptable to have acceptance
criteria wider than the test results reported for clinical batches? If so, how should they be
justified?

2. HERKREEAREFEILT, 77U HBEBINE R A K IR ? 852 A5 b PR iR
HHRAARERERRRBAERZ? MR, NMIATIERH S EM:?

It may be possible to establish specification acceptance criteria wider than the actual test
results of the batches used in clinical studies. In this case, the limits should still be
appropriately justified in terms of clinical impact (i.e., product knowledge as it relates to
safety and effectiveness). Importantly, additional sources of information beyond clinical
experience, can always be considered, as permitted by applicable laws and regulations, when
establishing specifications and their acceptance criteria for any product, not just PRIME/BT
products. The amount of flexibility in a control strategy is based on the totality of product
and process understanding (e.g., prior knowledge, development studies) in the context of
quality risk management principles described in ICH Q9 Quality Risk Management. '

AT RE AT DAL LR I RATT I P A B IR B SE PRl iR R B I R B A . FERFEOLT, X ERIR M
BIEARE W (B, 5ZEMMERHEARHRATR) SEBHTIER. EENRE, RTIRKEKRZ 5,
R DA B HARS BoRYR, HEERRRRAE, ENEM™E OMUDURPRIME/BT= &) B

7

EMA/CHMP/531552/2023
Page 10 of 35

400-8770626 canny@tigermedgrp.com



B HARZAMERT . St SRS i) RGP B RO T A B S AB R (B, ZBAR. FFRBTR)
» HEEICH QREXKEEFN.

However, it is recognised that setting specification acceptance criteria wider than clinical
experience is frequently a need specifically for PRIME/BT programs. Such additional sources
of information could include but are not limited to: in vitro data, animal data, published
information, prior knowledge specific to a development platform, and the impact of a potential
critical quality attribute (CQA) from related development programs. In using information from
other products, a comparison, and justification for any differences between products should
be provided. This comparison can include, for example, context of use (e.g., dosage forms,
dosing regimens, route and duration of drug administration, clinical indications, and the
intended patient populations), chemical characteristics, mechanism of action, analytical
testing, manufacturing processes, formulations, and container closure systems. The
justification of specification acceptance criteria for CQAs should be linked to clinical
performance rather than solely derived from statistical methods such as tolerance intervals

Statistical analysis on a limited number of batches could result in acceptance criteria which
are too broad and cannot be justified clinically.

WM, AMBARE, HmPRE56 5 58 FA B RE AAS 5 AR EIE H R PRIME/BT T H FIRFE TR . IXLLHSM
RERETUAFEERRET: MR, SEEE. SRRENER. FRTIHFRFENERAMIR, UEH
FEXRBRERME (CQA) WHSKIT R E K M. AR B HAl ™= R K E RN, MR &2 F L,
HIMEMERET EEAUH . ZMEETUEREANERER (B, AR, S8R ARk
SR ImPRIERCAE AR BRI BB AR  AERE. MERNE. 2t A E, |y mass
WRSE. XTCAsHIHIAS BEZAMER S EALN 5 IR RIUMREC, TIAURNGET Tk (AR XE) &
HERHRE . WHRIKGET DT REFBER AL 58, KR ETREE .

3. What is the most appropriate approach for revising the specifications post—approval if it
is determined to be necessary? Could a plan for revision of specifications be documented in a
Post Approval Change Management Protocol (PACMP)?

3. MEHmEEVE, BITHEEMEANREEFERTA? BITHBKHTRRS Y UERKEELTEEHE
i (PACMP) HHiE3?

While a proposed control strategy may be acceptable for initial approval, there may be a need
to revise specifications post—approval when additional information becomes available. For
example:

BRI R SN T REE TG, (EERBEZERE, WRREEMERBITIE. Fla:

® Revising acceptance criteria using information gained from additional manufactured batches,

with a justification based on clinical relevance;

52 A BN = BIHE VR B IS B RBAT 2 A dtE,  FFEE T i RAR S MEEAT B el e B o
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® Re—evaluating acceptance criteria based on additional clinical experience, the
availability of additional characterization data for a quality attribute, or the submission

of additional studies:

ETREZImRER. FERERBIMFESIE KA EREZ KBS I, EF P,

® Adding an orthogonal or replacement method that was under development at the time of

approval.

I An— M ERC AR IEAETT R B IR BB AT ¥

The strategy for future revision of specifications should ideally be planned in advance and
communicated to the regulator at the time of initial approval. In this context, the use of a
post approval change management protocol (PACMP), as per ICH Q12 guideline, is a possible tool
that could be used

RSRAEAT HUA ) SRS B AR S L T RLER ALK,  FREERI SRt 5 BB HLAE. FEXMIBOT, MR
JEAS A MY (PACMP) , #RIBICH Q1248F, —R—ANWRfEAK T A

4. How might an applicant adapt their control strategy to offset the reduced level of

knowledge on the product and process due to expedited development? What elements of the control
strategy could be adapted?

4, FE NI R R A R S0, CAHRIH B AT R M0 S B 7 S A AR AR K BRI ? 5] SR T A
BT AT AT R

Adapting the control strategy may be an acceptable approach, in particular for expedited
development programs where there may be limited manufacturing and clinical experience and/or
relatively limited product and process understanding. Such an approach may consider, for
example, narrower ranges proposed for a given process parameter (PP), identification of
additional CQAs/CPPs, and the inclusion of additional in—process controls or additional
attributes in the specification.

VAR RIS AT RE R — M AR M5, RN TINEF R E , BIOUX LI Bl 66 PR A IR
LI/ BARN A RE RS RERE. XGRS EEAmXGE TESH (PP REERKTEHE,
RAHSNHICQAs/CPPs, LA R AFEHST I R F ] BRAAS H B BSR4 o

For example, when there is uncertainty about :

BN, SHAFEEANH RE PR
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o whether an attribute is a CQA,
REFENEERCREERYE (CQA)
o the level of risk associated with a CQA,
SxBRERYE (CQA) HRBH RS
o the ability to measure a CQA, or
REFREREME (CQA) FINERES, B
o the control of a CQA by the manufacturing process,
T A AR CQA
the control strategy will need to address the risk associated with these uncertainties

R SR R 75 B AR I AN P SR AT UK

When an adapted control strategy is used to support an initial approval, the control strategy
can be revised post—approval to provide for increased flexibility (see question 3 and 6)

SR AR S RO SRR SCRAVT AR LR, F SR T AFERLEE R T80T, DR R RS (L
] B 316

5. Should process parameters default to critical until additional process development studies
are conducted post—approval? Could an intended strategy for reducing the criticality of process
parameters and widening ranges be agreed in advance in a PACMP?

5. HEMMEHTROIN T ZIFRMALZA, TZSHRBMENNE? 275 T LR ATEPAMPH F & —
TS TE R T Z S HoR Y K E Bl K PR A ?

Due to limited manufacturing experience or process development/process characterisation studies,
there may be limited understanding of a parameter and its corresponding criticality for the
manufacturing process. In such cases, a default to define process parameters as critical (i.e.
CPP) may be appropriate with an intention to re—assess parameter criticality and the associated
acceptance criteria post approval, as more information is obtained from practical operation
of the manufacturing control strategy and clinical use of the product (see also question 4).
Submission of a plan for revision could potentially be proposed in a PACMP.

R TAPLRHARETZI R/ LEREFTAER, TN SH LN LR CRIEERANE. X
MIELT, BN LTESHE Ok (BICPP) FREREZN, H HKRAEMMEEEFHIHESHHIH
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PEAARSC IR SZ AR e, BEE ANZE =18 SRS O SE PR E A= MBI R EF PR E 25 B (WS AR
o FEPACMP 3 BT THRIMI B BUR A T REKY

6. How can one integrate Prior Knowledge into the control strategy for PRIME/BT Products? What
types of information can be submitted? Can Prior Knowledge be used for establishing process
parameters, ranges, and specifications? °

6. KA AIIREE A BIPRIME/BT G R S0t 7 W] DASRAIRELR RIS B2 2RAREBTH T
WELZSH. TEERMME?

The use of Prior Knowledge is not limited to PRIME/BT programs and is considered suitable
anytime it can be appropriately justified. Prior Knowledge can, for example, be used to support
the justification for attribute criticality, process parameter criticality, ranges of process
parameters, or limits for in—process controls or specifications. In such cases, it should be
clearly explained how the information leveraged from other product(s) is relevant for the
product in question (see question 2). Prior Knowledge can be useful for programs that have a
particularly expedited development timeline, such as PRIME/BT. The appropriateness of the
Prior Knowledge selected is dependent on the ability of an applicant to support its intended
use. In addition to platform understanding of drug products and processes, understanding, as
applicable on, any molecular functions, mechanism of action(s) and/or biological activity(ies)
unique to the drug, or specific information regarding the context of use should also be
included (e.g., a CQA that may influence immunogenicity could be viewed differently depending
on the context of use, such as an immunosuppressed population).

LR ARAE AR TPRIME/BTIUH , HF EARMTI & R ZAES5 & S IE I A 2, BMBANEEER.
Blan, ZLWAIRF RSN R cat:. TZ2HocE M. TZS R BT 71 siH PR 6 2
Ho FERXEERT, NAIFEREHARRE NI Ah™ SRS B 5 e K™= sk (LHE2) . XWTFA
BRI INETT R LR H , WPRIME/BT, SRATRATREREM . AHLBAIRKE SRR T HIFEA
XRHEETHIRBHEE . BT R™RAEENT 8@, ENEHENEMSTIhRE. MRS/
BAEDE KRR, XERFETEHMN, BXTHEABTROAGEERE (B, FHERM 5B I 4 K CQA
HEARKNEHAER T RRSEARNFAKEE, MRl AR

7. What are the expectations for analytical method validation for PRIME/Breakthrough products?
7. PRIME/ZRAE= i B 73 b7 75 I 0UE A W L S 28 7

The validation expectations for analytical methods are no different for PRIME/BT programs. The
principles in ICH Q2 guideline on Validation of Analytical Procedures should be applied.
Applicants may also refer to the draft ICH Q14 guideline on Analytical Procedure Development.
Moreover, a PRIME/BT status would not necessarily support a reduced expectation for product
specific analytical validation data to be included at the time of submission. In a relatively
rare instance, it may be possible to accept some supplemental method validation data post—

8
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approval. Alternative approaches to analytical method validation would typically require
discussion with the regulatory authority.

PRIME/BTIR B ¥ 4 #1 7 IE I BSEBUHH A . NIZNAICH Q28R F X TR RIER RN HiFA
EWUSFICH QUERBERERTONEFITR. WS, PRIME/BTRISFHA —E STRFFER IS IHBD = M 4F
SE S HTRAEBIE BN . RN FERABLT, RRERRZ —HEME AR ERIESE. SHENW
Wk ERAE R B AT EEE R LT
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Annex 2. Q&A on Process validation approaches for PRIME/BT applications

M4E2: S FPRIME/BT B 5 H T 2 HAE v a1 &

1. What are the differences in requirements for finished product process validation between
chemical and biological medicinal products?

L AL A2 6 B L 2RI E SR A AR ?

In the EU, for chemical medicinal products which are manufactured using a standard process,
it is not necessary to provide production scale process validation data in the marketing
authorisation dossier at the time of regulatory submission. For these products, a process
validation scheme should be submitted in the dossier (3.2.R) outlining the formal process
validation studies to be conducted on production scale batches. Formal validation of the
commercial scale process should be completed prior to placing batches on the market. The
information from the process validation studies should be available for verification post
authorisation by the supervisory authority. For biological products, and chemical products
manufactured using non—standard processes, process validation data should be provided in the
dossier on a pre—specified number of consecutive batches at production scale prior to approval

EMA recommendations on process validation can be found in existing guidance documents, such
as Process validation for finished products - information and data to be provided in regulatory

submissions - Scientific guideline | European Medicines Agency (europa.eu),Process validation
for the manufacture of biotechnology-derived active substances and data to be provided in the
regulatory submission — Scientific guideline | FEuropean Medicines Agency (europa.eu), EU
Guidelines for Good Manufacturing Practice Annex 15: Qualification and validation and EU
Guidelines on Good Manufacturing Practice specific to Advanced Therapy Medicinal Products

FERREE, X TR T EA RN EZG M, ERERTN, AEEENGVFRERFRMAE R T
ZRAEHHE . TG, MEPMRZE MM LTZRIEGTR (3.2.R) , HMRKELSERK LBT
KEXTZRIEMTT. RlAE T 20 IERBAENAE TS BRI BT S TZRAERT 7RIS Bt
BN ERE. X TEW™ SRS EA S0, AT MR SR Rt 4™
P LEHLIR I TS 4R e BB M T ERAESHE . EMAR T T ZWiE M I r] IFEIA R S0k 2],
(B TEBAE - 7E R RER P R AR E RAEE - PEdEr | BRMZAREER (europa. ew))
CEPIRAN A= B0 T EWAER R BB o RAR G BEE - PR | BRMAREER (europa. eu) )

CBKEA R P SR BR TP B 16: BEBARIARIRAEY PAR (BRERRZ0ET 45 RIG A 7= LB R fe F )

For FDA, process validation for drugs is required to be successfully completed prior to
commercial distribution under section 501(a) (2) (B) of the FD&C Act. Process validation is
required in both general and specific terms by CGMP regulations at 21 CFR parts 210 and 211.
Although separate CGMP regulations for drug components—such as active pharmaceutical
ingredients and intermediates— have not been promulgated, these components are still subject
to the statutory CGMP requirements of section 501(a) (2) (B) of the FD&C Act. Additional FDA
recommendations on process validation can be found in existing guidance documents, such as the
guidance for industry Process Validation: General Principles and Practices (January 2011)
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https://www.ema.europa.eu/en/process-validation-finished-products-information-data-be-provided-regulatory-submissions-scientific
https://www.ema.europa.eu/en/process-validation-manufacture-biotechnology-derived-active-substances-data-be-provided-regulatory
https://www.ema.europa.eu/en/process-validation-manufacture-biotechnology-derived-active-substances-data-be-provided-regulatory
https://www.ema.europa.eu/en/process-validation-manufacture-biotechnology-derived-active-substances-data-be-provided-regulatory
https://www.ema.europa.eu/en/process-validation-manufacture-biotechnology-derived-active-substances-data-be-provided-regulatory
https://health.ec.europa.eu/document/download/7c6c5b3c-4902-46ea-b7ab-7608682fb68d_en?filename=2015-10_annex15.pdf
https://health.ec.europa.eu/document/download/7c6c5b3c-4902-46ea-b7ab-7608682fb68d_en?filename=2015-10_annex15.pdf
https://health.ec.europa.eu/document/download/7c6c5b3c-4902-46ea-b7ab-7608682fb68d_en?filename=2015-10_annex15.pdf
https://health.ec.europa.eu/system/files/2017-11/2017_11_22_guidelines_gmp_for_atmps_0.pdf
https://health.ec.europa.eu/system/files/2017-11/2017_11_22_guidelines_gmp_for_atmps_0.pdf
https://health.ec.europa.eu/system/files/2017-11/2017_11_22_guidelines_gmp_for_atmps_0.pdf

and Q7 Good Manufacturing Practice (September 2016) which includes information on the different
types and stages of process validation. In addition,

XFFFDA, MRIEFDECYEREES01(a) (2) B) T, AWM T ERIELER L 4HATRERIISEMR. 21 CFREE210A0
211373 FICGMPIERL X T2 UEBE A — B RE BB R . RE MARMAE XA MRS CvE Y%
Ay FIeR ) FBA cOMPIERE, (EIXEE RT3 52 FD&CIER 501 (a) (2) B) T HIEE B cGMPE R LW . FDASR
T LZRUETE 22U IEIA RSP R, BT (CZ8IE: —RIENMLER (20114
LA ) # CQTRFAFLE (2016559H) ) , HPEFERTAFEREMHBE T ZRIERER.

o For chemical (i.e., new drug application or NDA) products, Stage 1 of process
validation (i.e., development and scale-up activities to define the commercial
manufacturing process) should be included in the application. Stage 2 of process
validation (i.e., process performance qualification or PPQ, where the commercial
process is evaluated to demonstrate reproducibility) must be completed before
commercial distribution,’ but the information does not need to be submitted to the
application. Stage 2 can be reviewed during inspections. “However, complete sterility
assurance validation data should be submitted in the application. '

o BN, XTeE (BIFTZETEERNDA) 7=, TERAERE—HB (BIFFRMBRESD, BlEX
R AR NESERFET. TEHRIERE B (M LZAERMAINRPPQ, PHERLERE
DAERRATER M) UAFERMLHATER, B EXTRLS HIF. B HrBoT e EN H
. R, SSEATEE SRR BRI 1 o

In contrast, for biological products regulated by CDER (i.e., biologics license application
(BLA)

products) PPQ (i.e., Stage 2 process validation) information is generally considered necessary
in the application to ensure that the process consistently delivers a product that is safe,
pure, and potent.

FAHZTS, X T HCDERME RIAEW =M (BIAEYIH S FATEE (BLA) i) , PPQ (BB TZMAE
) FEREEBINARPEPVERK, URRZTZHARBEHZE. dudF AR5,

BLAs typically include the data and information from both Stage 1 and Stage 2 validation to
support approval, including the Stage 2 validation protocol and report. "

BLAIE % BIEK B 55— M B SE — i BRI IE K BR ARG B DASCRAiAE, BIESE i B IE iRk & .
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2. When can a concurrent validation / concurrent release of PPQ batches approach be used?

2. TR AT DASE B AT IR/ HAT VR PPQIEIR IR 7 152

This approach can be used where there is a strong benefit-risk ratio for the patient. The use
of a concurrent approach is on a case-by—case basis and might be considered for marketing
medicinal products for which there is limited demand (e.g., orphan drugs), for a life
threatening or severely debilitating condition, for products which have short half-lives (e.g.,
radiopharmaceuticals), or situations when there is an urgent demand (e.g., in case of a
pandemic like COVID-19)."

Lx BEFRRAR XS L, FTUMERXM . TSR ERRET REBRE, TREEREH
Tig ERRARNZGR (B, JULEY) « ATETEMEmS=ER S RENRR. AAEYEN
K= (B, BUHERY) » RERSFERELT (Fll, ERCOVID-19XFHERARRTHELT) .

Companies are encouraged to engage early with EMA or FDA to discuss proposals for concurrent
validation/concurrent release.

BRAT SUHNGREER BN RXERBLEHEEEER 00 REWE, WHeHTRIE/ T
ATHIRL.

3. What information should be included in a concurrent validation protocol / PPQ protocol to
support concurrent release?

3. JEATIRIIET 5/PPQIT Frh B AL A RS 5 B LUSTHE I AT e 7

For all products, the protocol should include the intended scope of the validation activities,

the number of batches, and the intended tests and acceptance criteria. The information specified
should include the release specifications, all relevant in—process controls, process parameters,
and any additional monitoring and evaluation intended as a part of the process validation
activities. The proposed acceptance criteria for all tests should be appropriately justified.

The proposed control strategy should ensure that only batches that meet the requirements under
each regulatory jurisdiction’ s applicable laws and regulations be released for supply. The
PPQ lots should be placed on stability.

XFHA R, TRNAFERIEGESNTREE . #RBE. TR, HERNE BN ERETF
AR A ARKI RS SRS U RN T ERIUERES)—3 2 FEMBSETAPEE . FrE Wik
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IR A NOE S AT B i . UG SRS R R AR R E N S R BB XGRS
GAE SRR A Bt S . PPORLIR IR BAEREE AR .

For marketing authorisation applications where the PPQ information is normally submitted in
the marketing authorisation dossier (see question 1), the validation protocol for the
concurrent approach should still be provided with the marketing application and the concurrent
validation approach should be described within the Pharmaceutical Quality System (PQS) in the
Validation Master Plan. Any available release and stability data from the concurrent process
validation batches / concurrently released batches should be included in the dossier as soon
as they become available. A commitment to place the PPQ lots on stability should be reflected
in the stability protocol in the application.

XTSRRI, HAPPPofE BEHRZETH AR (REED , HAT7ERKAE SR T
BRERM, AIMTRAEENAESA RERAER (PQS) MERAERTRIPHR. AT T EZRAERK/FHFTH
AR B AT RO R — B, MASERRET . KPPk SR B L fR e AT ST AR
IO [ BRAE FR 8 B AR R AT R

4. What type of data can be submitted in support of a concurrent validation protocol / PPQ
protocol?

4. AT DASRAZ R L SRA B B R DA SR AT IR T R /PPQT SR ?

Where a concurrent validation/release is used, available data should support that the process
is in a state of control and is capable of consistently delivering quality product adhering
to predetermined specifications. Information to support the concurrent validation/release
approach can include process development studies, prior knowledge, platform knowledge,
supportive data from small scale models, and data from batches manufactured prior to PPQ/PV
(including clinical batches) using the commercial manufacturing process. This information
should be provided in the application. All related equipment and testing methods should be
appropriately qualified and validated prior to commencing concurrent process validation.

ERRFFATHRIE/ WA RERT, WTREERM SRR EL T RS, FFHEG—HEP NS HE
MBI RRE M. SCROMTRIE/ WA 7 iErfE BT L EFEEEF R R, 2RAMIR. FEMR. M
BB SRFER, AR AL A= R A IPPQ/PVZ BT S R B (RFEIRRHEOD « REFERM
FERETRM. Frafxi &M ERAETTEFAT T ERIEZ BIE AT B ER KL .

The release of concurrent batches should also be supported by a robust risk assessment. Overall,
there should be sufficient data to support a conclusion that any given batch of product is
uniform and meets the defined acceptance criteria. This should be formally documented and
available prior to batch release.

HATHIR BV AT ML A TR . BT S, NA RIS FER, AR5 ERKRE
FEEERHLIN, HAFEE B RZAE . XN IER LR IFEMKBAT R AT H .
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5. How should the data from concurrent validation batches be submitted to the regulatory agency?
Can batches be released to the market without prior approval?

5. FATHAEHR AR AT RS MBI ? HLIR B DR H AL T Bl 5 ?

In general, following the approval of a marketing application, under applicable laws and
regulations, the release and distribution of new batches that have been manufactured under
approved conditions (e.g., in accordance with the terms of the concurrent validation protocol)
will generally not be subject to regulatory approval prior to release

HHEFLT, ETZHERAMELE, REEHAKEEREN, CHREEREFHRR (B, #
RITRIED UK ZZ) BEEFTIIATERERME.

For marketing applications where PPQ data would have normally been submitted, the applicant
should submit the concurrent process validation data to the regulatory authority post—approval.

XTI H S HRPPOIHR KT HIE, BB ANAEIRAL)E M I ARG T TZRAERE.

o In the EU, several mechanisms exist for providing such data to the EMA, for example a
Recommendation, Annex II condition or Specific Obligation. The most appropriate
mechanism will be decided on a case-by-case basis and will depend on the overall data
package and level of risk.

FERKER, S FIHLS] RIEMAR L REIE, FInEER . WA TR SR E X% . BRaERYLH
R BB oL oeE, HFE T BAABER AR K.

. In the US, for marketing applications where PPQ data would have normally been submitted
(i.e., a Biologic License Application), to the extent regulatory flexibility is
appropriate, the company should submit such data to FDA post—approval in a submission
of a pre—agreed upon classification (e.g., in a CBE30 supplement).

HEE, M8 PPQEEENTHBE (BIAEYSE B BiE) , 5 X4HMLE RIGHETE
BN, AFRAEIRILE FMFDARAS HREE, FUATEFRR KRR (B, FECBE30FM 7
XHEF) .

6. What actions should be taken if the concurrent process validation activities and results
do not fall within the scope of the agreed protocol?

6. RIFTEERIEEISMERNECFRRKMIGER N, PR LS ?

In this situation, the company should conduct an in-depth root cause investigation, including
an appropriate risk assessment to determine the impact to product quality, whether
modifications to the process and control strategy are needed, and if the degree of any
modifications requires updates to the approved application (e.g., submission of a CMC
supplement/variation to the regulators, clinical or nonclinical data to support any changes
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in product quality). The company should contact the regulatory agency to discuss the nature
of the failure, the outcome of investigations, and impact to product quality prior to a
decision to release to the market of any batches that failed to meet the validation protocol.

ERXMERT, AFNHETERANRARERAE, SHESHREPME, D#EN™hRENEH, 2T
BN RN B SRIHEAT B, U REMBHNER RS REER OHERHIE (B, miaEdme
ZZCMCHhFE /2B, SCHRFF= i R BN m R ERAE R R R o AR RUSAE R R REIE B 50 E BB AR AT
MRBTET L HT, BRRMEI, WRRMEPER. EERIZER DA™ R BRI

7. What are the GMP implications of using a concurrent validation/release approach?
7. A AT IRAE VAT PRI IR 42

The concurrent manufacture/release of batches to the market may have implications for the
timing and scope of GMP inspections (e.g., in some cases, it may be necessary to observe a
PPQ/PV batch being manufactured on an inspection). Proposals should therefore be discussed as
early as possible with the relevant regulatory authority and GMP inspection authority.

Kb RIAT A7 /¥ BT AT RE SR MAGMP ( REFAHITE) MARIRANTEE (Fln, EFREFRT,
W RER/EAERA T MEIEFE L HKPPQ/PVIHEID) o B, NMRESHEREEN AP ENE I LRR.

Applicants should follow existing regulatory guidance on concurrent validation/concurrent
release of PPQ/PV batches as this approach is not meant to alter any expectation for compliance
with GMP. The quality system must still ensure that a batch has met its quality specifications
and was manufactured under GMP in order to support release to the market

I EH DR ILA AR T IRAT R/ FRAT VT PPQ/PVIb IR KIS B R B, BRI F T IR RO I+
GMPHIFEMTHAE. B EARTIRBIFH R —MHIRC LW R T EIRE, HEMP TR, PR AE]
w7,

8. Can prior knowledge be leveraged to support process validation activities?
8. Al AR AR RS Rt g3 g ?

Yes, prior knowledge can be used to support process validation activities, to the extent
permitted under applicable laws and regulations. In certain cases, where there is sufficient
prior knowledge, this may justify streamlined approaches to PPQ/PV, influence the number of
batches required to confirm the process is qualified, and may support deferral of certain
process validation studies to the post—approval phase.

R, EEREENEARTREEA, TURNAZBRNHRRIFIERIEES) . £FREFLT, MR
A RBHLWMIR, XA AR LPPQ/PVIER G E], MMAARES KRR E, JFFAmR
SCRPR S S R R RT FUHER BIHLHE SR B B o
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9. Is it possible to decouple drug substance and drug product process validation activities?
9. BTN R AL WrE i it R U VE B 4 B ?

Yes, while normally process validation involves the use of drug substance PPQ/PV batches in
manufacturing drug product PPQ/PV batches, it may be acceptable to manufacture drug product
PPQ/PV batches using clinical or development drug substance GMP batches. The appropriateness
of this approach depends on a demonstration that the drug substance batches used for drug
product validation are representative of the intended commercial drug substance (e.g., a
representative manufacturing process that produces a drug substance of the intended quality).
This approach is not limited to products in the PRIME/Breakthrough programs, and may be
suitable in other cases, under limited circumstances. For those seeking to employ this approach,
prior discussion with the regulatory authority is recommended.

R, BRI U K A YIE Y B PPQ/PY G R MR RN /IR IE ) HEIRRAE =27
PPQ/PVHLIKR, 1EAEH I PRERTT R B BL 2 W0 R0 B I GMP ( RIFAE = HIVE ) #LIRAE = 25907 i PPQ/PVALIK
AR TT AR H o SR XA 7 ERHE 24 M B THIE B T 2 RAE A 25 WE A R AR T T
RALZWEED R (B, —MRBENEFSES AT RENGYEEYRD  IMTEART
PRIME/ BTN B P08, AERREELT, BHRER THMERL. X THERHXMITER AR
, BYEESHEIT.

10. What are the implications for process validation activities when launching from an
investigational medicinal product manufacturing facility?

10. HMNIEARARZ &A= B E s, X ERIEESA AR ?

When launching from an investigational medicinal product manufacturing facility it is expected
that the manufacturing process is fully validated. The early access tools and approaches to
concurrent validation / concurrent release of validation batches discussed above may also be
applicable when launching from an investigational medicinal product manufacturing facility.
The extent of process validation data required prior to approval should be agreed with the
relevant regulatory authority on a case—by—case basis (see Q4 of Annex 4).

=3 Il AR B 25 A= Bt B S, BURAE SN EEL T BiE. R REIK FEHFAN TEMIFATRE
/AT ATIRIERL IR K73, AT REE A T IR PRI 280 £ 7= BB Bl . FERLAE AT BT 7% RO AR B 23
RIS I EHARER B r e OLIR4r9Q4)
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Annex 3. Q&A on Alternatives for determination of re—-test period or shelf-life
for PRIME/BT applications

M4E3: ST #ixEPRIME/BT 815 I S A B EAE BOHM B R 7 R &

A. For Small Molecules/Chemical Entities and Well-Characterized Biotechnology Products”

A XFTF/NGR /A S SRR RO IR AR B

1. Can I submit a marketing application with stability data that differs from what is
recommended by ICH?

L WATDRZ—MEEHE, HP R R 5 ICHEE ARG ?

Although the expectation is that marketing applications will contain data as per ICH
recommendations, in some scenarios, some flexibility in the amount of primary data may be
allowed. This should be scientifically justified based upon a holistic benefit-risk assessment
of all the information provided.

ERATHIHE P HHE SR A ICHEWIEEE, BEXEERT, TERENBETREE —ENREE,
BT PRt (5 B B AR 2 - RS 1T B2 A B RRAE.

Depending upon the information provided, a marketing application could differ from what is
recommended by ICH QLA (R2) Stability Testing if New Drug Substances and Products and ICH Q5C
Quality Testing of Biotechnological/Biological Products, for example

RFEFARAAEE, HEFFEWRSEICH Q1A (R2) FryWFEMN™ e IR AR ICH Q5C AW
AR/AEY K RENRKFEIAHE, .,

o Submission of less than the recommended stability data per ICH, such as submission of
6 months real-time primary stability data, along with accelerated data at the time of
filing, with an agreement that additional stability data will be submitted during the
review of the marketing application.

RZZD T ICHE W IR RIE, WAERSI{UIRAZ64 A B SERHAIIRR R M R A e,
R RS & A B R T SR S e e e P e

o Batch sizes (used for stability data) that vary from the normal ICH recommendations

P T8 PRS0 IR/ N 5 R ICHE WA o

15
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The acceptability of the approach will depend upon the other information provided to address
the risks of not having the data described in ICH guidelines. In addition to overall product
and process knowledge, this can include, for example, stability data from supportive batches
(e.g., clinical and development batches of the drug substance (DS) or drug product (DP)) and
prior knowledge from other products. These topics are described in more detail below.

XM ER R AR R TR A HME S, DR B ICHE T h R MBR KRR . BR T 8™
FFAREIRSL, XIEW AR B LR EIRR e R (B, ZYEiym (DS) sR&Wrt| & (DP)
HIIlE RANT AL AIFAh™ 7 2B iR .

The specific approach to establishing the retest period or shelf-life, if it differs from the
ICH recommendations, should be agreed upon in advance with the relevant regulatory authority.

XK AE T E AR . AR E S E TR W B R B B AR TS A S ICHE WU, NEsE S
X BN ERE .

2. When there is limited real—-time stability data available from the primary batches, can I
rely on supportive real-time stability data to establish a retest period or shelf-life?

2. HEERREEH TR ERIRA RES, BT UMKEE SR SEi A MR R i 2 SR A A RS ?

Yes. If the applicant has limited real-time data from primary batches (e.g., less than 12
months of real time data), it may be possible to use stability data from supportive batches
of the DS or DP, as long as the use of the supportive batches (see response to Q1) is
scientifically justified. In this situation, supportive batches should be comparable or
representative of the to—be-marketed product, with any differences explained and justified
If comparability between the primary and supportive stability batches is demonstrated, the
real time data from these supportive stability batches of DS or DP can be considered in
establishing the retest period or shelf-life

. WREBEEANEZERKXPRBHERBEAR B, DTI2NHKSERESE) , AR MERR
HZiEtEYIs (DS) BRZMHIF (DP) HISTHPMERLIKIIRR E e, R BMERRXESRER R (3%
QIEIRD BRFEEHEK . EXMERT, SCRAEKILZS BIRE BB A ek, T2 R
FEREF S EAL . WREM T EERRN SRR MR R AT b, AR A X ST A R LR RIDS
BRDP A S e He3i8 AT A FH SR s LTI U A BRAR B39 -

If there is uncertainty about the stability of the product (e.g., limited supportive stability
data, stability issues with similar chemical entities), a more restrictive retest period or
shelf-life may be warranted, at least at the time of approval (e.g., retest period or shelf-
life based only on real-time data from the primary stability batches).

RN AR AT EME (B, BRI ERE SR, RIOULFARREERED , W
FEE KW EFTRNIRAT, ZOERUER (Fln, NET FERE RN SR S s € N E R
AR BTHD

EMA/CHMP/531552/2023
Page 24 of 35

400-8770626 canny@tigermedgrp.com



Consistent with ICH QlA, after approval, applicants should, using the approved stability
protocol (s), continue stability studies to confirm the re—test/shell-life, and submit the data
according to regional requirements. In addition, stability data should be submitted in
alignment with any agreements that were reached with the relevant regulatory authority.

5ICH QIA—3(, #it#Eja, HIEAMMERAMERNREE SR EMTR, UMAEFRN/ R, I
RIEH X ERIEZHAE . hoh, NARSE SR E VA RAERT RS 2 E 0 -

3. Where there is limited real time stability data from the primary batches, can I use prior
knowledge from other products in establishing a retest period or shelf-life?

3. HEEFKASEI FaE M BE A PRI, FRAT LB SR B HAl = i 1 250 RORH & R EA RO ?

Yes, prior knowledge can, where appropriate under applicable laws and regulations, contribute
to the totality of the information available to establish retest periods and shelf-lives. In
order to rely upon prior knowledge, sufficient information should be provided to justify the
scientific relevance of the specific data being relied upon from those other products

R, FEEREEAMERATRERT, SRINFIRT BT L EHRNPMRRPTTREHER
o NTHIMELHIFIR, SR GUR HI4E B RAE I HOB T AR L oAt = 5 i BRI B A AR R A

This could include, for example, a comparison, and justification for any differences between
products in terms of:

B, IXATREEAEXT S B B,  HIMEIER TR G E, BE:

o physical and chemical characteristics of the API,
JERLZ M AT A 2244 iR
o susceptibility to environmental conditions (e.g., pH and moisture).
PSR R ESURME: (B, pHMEANEE)
. formulations,
i3
o manufacturing processes,
T2
. analytical testing,
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G AR 2
L container closure systems

Such an approach could allow for a retest period or shelf-life longer than what would be the
ICH recommended timespan based solely on available real-time, primary stability data.

KPR T 17T RE Fo VR AR B O T T I0A S R 2 A e e B8 i) TCHAFERE R [R5

Consistent with ICH QlA, after approval, applicants should, using the approved stability
protocol (s), continue stability studies to confirm the re—test/shelf-life, and submit the data
according to regional requirements. In addition, stability data should be submitted in
alignment with any agreements that were reached with the relevant regulatory authority.

5ICH QIA—%(, #it#E/a, HiEANMMERAMENREESERETR, UMAR/AXM, R
PEHIX BRI LR BhAh, RIRYE 5K M B VIS BT P IURA R M B3

B. For Small Molecules/Chemical Entity Products

B. /N /R SR

1. Where there is limited real time stability data from primary batches, and I want to rely
on supportive stability batches to establish the re—test period and/or shelf-life, could I use
stability modelling?

L WRFEHRKI SR e R A IR, T RABMRKEE SR AR e Mtk ORI e KA/ BAE R0, BE
T AT DAfE I A S s A 7

Yes, stability modelling for a product may be used to support comparability of primary and
supportive stability batches. For example, stability modelling could be used to support CMC
changes that occur  after clinical studies, but prior to submission of a marketing application.
In this scenario, modelling on data from accelerated stability studies from both clinical and
commercial product could be used, as part of a comparability assessment, to support the use
of long—term stability data from the investigational medicinal product batches in establishing
the re—test period and/or shelf-life of the to— be—marketed product

R, 7R EAR e R T A T R R B AL AR E IR BRI etk . 0, AR e PR EARE] A T SCRRIR R
WHtiE, R EMHERIRAER (MC ZE. EXFERT, AR —ES, ATEAIERA
PRl i R AN AS B PR SU R AR, DASCIF R SE fir LT i R R IR H A / B0 RO F F ST 25 4k
KR IIRE R
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However, if new critical quality attributes (CQAs), such as new impurities, are identified for
the post—  change product, and where the new CQAs were not previously assessed in the model
(i.e., not used in the model for this or related products), the use of the model should be
reconsidered, or the model should be requalified with the newly identified CQAs.

IR CQA  DARTARZEARE A iPflngd (BIRAE S MBS R rp A ) , S EHT 5 B
MR, RIRIERE CQA MREZYHAT EHWIE.

2. What information would need to be submitted to support the use of predictive stability models?
2. RERA LT BRI F B e AR 2

The applicant should include all data and information that justifies the reliability of the
model and applicability of the proposed model to estimate the retest period and shelf-life of
the particular product. The evidence supporting a proposed predictive model could include,
among other things, data on the use of the model for the particular product or similar products
as well as the capability of the model to capture all relevant stability factors (e.g.,
temperature, humidity, light conditions, etc.). The information submitted should also support
the claim that the model is appropriate for application to your product - including model
validation data, for example demonstrating that kinetic assumptions in the model are
appropriate and that the model is applicable to the commercial container closure system.
Information identifying situations when the model would not be appropriate should also be
provided.

HIE AN TR S A B, CUIE AR B F] SE A SO R TR S 7 i BN R R A SO & A
o SOFTIERFIER T RS, BRAFMES, FEr e s R ENEE, SRR R
FHRBEERR (WEE. 8. ARFAE) K. RZHEBENSCREAER T/ K% —
BERAREHYE, FiW: ERERFRSARERESN, HAUER TRLESSARSE. Wi, &
RIRHEAERE R, VTR TREAE .

The most stability indicating attribute(s) of the DS or DP (e.g., the attributes that will be
used to set the retest period or shelf-life/expiration period) should be shown to be amenable
to the model proposed. For example, if the model is specific for attributes that demonstrate
Arrhenius degradation “(e.g., chemical degradation), it should not be used if the behaviour
of a non-Arrhenius—governed CQA (e.g., physical changes) could be relevant to defining the
retest period or shelf-life

DS Bk DP FmfeAIlise Bt (WA T e ERIARRAAH/ R R PR 5T iR
RIAMERL, B, RBEEE ISR R RHFEE (b ERER KR, 2 mRIEM 1S e i
W CoA 178 (InEAAL) WREEMERRMRRFHA R, WS %EE.

16

EMA/CHMP/531552/2023
Page 27 of 35

400-8770626 canny@tigermedgrp.com



Some CQAs may be more challenging to include in predictive stability models. For example,

dissolution (an in vitro indicator of the physiological (absorption) behaviour of solid oral
drugs) may not be amenable to certain stability prediction models. Careful consideration should,
therefore, be given to each CQA that is included in a given model.

plgn, WHE (OREEGHER RED TAREMNER) TRAESREREETNER. FHi, N
franzE R e A B SR CoA.

3.When should I submit a proposal for using stability modelling to estimate the retest period
(DS) or shelf-life (DP)?

3. NI FAZE A A e MR BRAL EE R (DS) BRERBUH (DP) Mg ?

The proposal to use stability modelling to establish the retest period or shelf-life in a
marketing application should be discussed with the relevant regulatory authority prior to
submission of the marketing application.

FERAZ BT HIEZ AT, NS EHUHETE_ BT B o/ A e AR 2 A s S IR0 B SO R 1L o

e For FDA : The Agency prefers such an approach be discussed as soon as possible. We
recommend that stability modelling be discussed at the Type B meeting following the
initial Breakthrough designation or at a subsequent CMC-specific Type C meeting. At
the very latest, the proposal for using stability modelling should be included as a
CMC topic in the pre-NDA meeting package.

FDAELSR: FDARERMPTRIXMTIE, FOABMTEE IRIEERBEH B R WUERMEER OMC F¢
£ C R B ttial. R K AR EERENEIUEN OMC SFBEAATRE RS
WEH (NDA) £iA.

o For EMA: The Agency recommends starting discussions on this type of approaches as soon
possible, mentioning them in the PRIME kick—off meeting, and following up with a
Scientific Advice request

XFF EMA: ZHIAEBURRBUZX T IERIT T8, £ PRIME Baiaill EREXETT %, Hijl
BHEERVGERIEA BT

C. For Well-Characterized Biotechnology Products

C. FrikEAm I EME AR5
1. Can predictive stability models be used to support the shelf life of biological products?
1. TS e AR R A] B TS A b i B 28088 2

Currently FDA/CDER does not generally recommend predictive modeling for biological products,
but it can be considered if sufficiently justified. For information on EMA’ s recommendations
for the use of predictive stability models for biologics, and for more information on the use
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of modeling for chemical/small molecule products, see the Toolbox guidance on scientific
elements and regulatory tools to support quality data packages for PRIME marketing
authorisation applications.

EHI, FDA/CDER —BAEBCH Y] AR IER, ERERSOEE, TEEBMEH. FX A
BV AEYIH] AR R R E R, URARENZ/ MRt ERRENESER, F
2 "TRM "THERMFERMNEE TRKEE, USSR PRIME _EWFH HIENRRERHEES.
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Annex 4. Q&A on GMP considerations for PRIME/BT applications

Mt 4. PRIME/BT MAK GMP JERHIHME

1. In which situation would launching initial commercial manufacturing with an investigational
medicinal product manufacturing process and facility be acceptable?

L FEWRAPIEOL T AT LA 24 AT 50 A 247 S B A 7 T 2R B BEAT AT g Mk A 7= ?

As a general rule, commercial manufacturing is expected to start from the intended commercial
manufacturing facility using the commercial manufacturing process. Launching from an
investigational medicinal product manufacturing facility is expected to be extremely rare and
should be reserved for those situations where commercial manufacturing facilities cannot
provide product for launch in a timely manner considering patient needs. Agreement by the
regulatory authority is needed to utilize an investigational medicinal product manufacturing
facility.

—RBORYL, TR N TR E IR AE = BT 4G, SRR T2 WHFTT R R 27 A = AL AT
EHRE R ARAFER, PR T R TC T K SR ™ i DA R R TR oL SERBT A
BRZ57= M A = it 7R EA R M E VU R R

2. Which conditions should an investigational medicinal product manufacturing process and
facility meet to be acceptable for initial commercial manufacturing?

2. WRFLRZ i B A LA B L6 R R L 2 B B S AT R AR R LA 7 2

An investigational medicinal product manufacturing process and facility should meet at least
the following conditions to be acceptable to start commercial manufacturing from:

WEFUR 257 i K2R 7= T E M 20 B /2 AT %A, A BRI dh LA™

o The facility should be GMP compliant
WHENRF & GMP FRifE

¢ The manufacturing process should be fully validated using robust Quality Risk
Management

Any differences in the approach to GMP controls at the investigational product manufacturing
facility compared to the commercial product manufacturing facilities, should be fully assessed
and their potential impact on product quality should be identified, controlled, and mitigated
utilizing risk management principles. The applicant and manufacturing facility should justify
these approaches to the regulator.
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LA T PPAG I S0 7= b AL 7= B S R ML= A AR PR AE. GMP 3 5 VA EEMTZE R, IR AR B2 N
WiRE . TR IX = R 7 fh R R MR R . B VR IR P BN [ M DL U X S 77 VR P 5 2
.

The applicant, should provide a detailed plan for the development and transition to a full
commercial manufacturing process at the intended commercial manufacturing facility, including
demonstration of comparability between the process used for launching and the intended
commercial process (e.g. as a Post—Approval Change Management Protocol (PACMP)). Additionally,
there should be a post-marketing CMC commitment specifying when the commercial manufacturing
will be fully established

FIE NN R — 3 P4 THR, i BAAETUE B R ML AR = BT A R B e i AL AR = TZ KRR, B
AT ENTNTZERENELATZZ RS (B, fEAfE/EREEEB (PACMP) ) .
Besh, ERAEH ETE OMC A&, BLBAMIRPR LR A =,

3. Does the facility need to be re—inspected prior to commencing commercial manufacturing from
the investigational medicinal product manufacturing facility?

3. ERTF B MAEF R ERAEFZE, BEREENRNE IZBE?

GMP applies to the preparation of any drug for administration to humans, including those still
in investigational stages. However, the extent of manufacturing controls needed to achieve
appropriate product quality are phase appropriate and differs between early phase clinical and
commercial manufacturing. For example, there can be differences in manufacturing scale, fixed
routines, validation and cleaning approaches, and experience/knowledge. Therefore, an
evaluation of employed manufacturing controls and the facility’ s compliance to GMP, and GMP
principles and guidelines for manufacturing commercial medicinal products is required in
preparation for commercial manufacturing.

GMP &M TAEMHEAREANZAYH EHEE, BEIIE TR BKZGY. R, ZEBEZSH7 MR
B, iR EREER 2B B, FRImREF ML MfFEER. fll, EARE. B
R BIEMEE T EURER/ MR H A RfFEER. Fit, EESELAE R, FEXNFRAH
K= H A R R B RS GMP AR RIMLACER 7= S Ak 7= [ GMP JRU N A4 e AT VA o

When it is proposed that an investigational medicinal product manufacturing facility be used
for commercial launch, the facility should be designated in the marketing application as a
commercial manufacturer for the specific product. The relevant regulatory agency will evaluate
the concerned site for GMP compliance in support of the marketing authorisation.

IR B VO U R 257 b AL P Bt A TR lAL BT, U REAE b TR B PR R S DR SE 7 i IR R L
WA= FHRM BRI RE = EME MP SIMEREAT IS, DASCRe EiftHE.
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For the FDA, the need for a Pre-Approval Inspection or Pre-License Inspection of the
investigational medicinal product manufacturing facility is risk based and would depend on a
number of factors, including the nature of the molecule being manufactured, the nature of the
manufacturing process and control strategy, as well as the inspection and compliance history
of the site.

XPF FDA R, REREXENELA A BT AR BBV AT AT B R DU OV BRI, IF
BRTEZMER, BFEEESRSTRER. &= TENEHRB IR, UREFGTIREN SN
EEO

For EU, if the investigational medicinal product manufacturing facility has not already been
inspected/authorized for the manufacture of the corresponding commercial dosage form, the MIA
(Manufacturing and Importation Authorisation) or the GMP certificate needs to be updated, and
this normally requires a risk-based facility assessment by a regulatory authority. C(e.g.,
pre/post—approval inspection, desktop assessment).

BUEKBRTT S, W0 SR F0 R BR 2577 b B A2 7 B0t 1o R B A 7 A N R P P B T e 2 A /3RS T, AR
B MIA CEFMZEOWR) R GMP iEH, XEWREREYAETET R KRR, (Fln, e
B /AR SEPPE) o

4. What are the validation requirements when launching from an investigational medicinal
product manufacturing facility?

4. WBFTUR ERZG7= fh AL 7= B e B A R L SR ZE R ?

When considering use of the investigational medicinal product manufacturing facility as the
initial commercial manufacturing site to launch the product, the compliance to GMP for the
manufacture of commercially marketed products must be demonstrated. The scope and extent of
the qualification and validation approach should be based on a justified and documented risk
assessment of the facility, equipment, utilities, and processes. The manufacturing process
validation approach should be justified to ensure a manufacturing process that consistently
results in product with appropriate quality, and should consider the level of experience with
the clinical product manufacturing, as well as the extent of any changes made to the process
during the development and the clinical phase. It should be established that all quality
attributes and process parameters considered important for ensuring the validated state of the
manufacturing operations and product quality are consistently met by the process. If
manufacturing changes are implemented compared to the investigational medicinal product
manufacturing process, comparability data may be required, as well as an assessment of need
for further validation activities. Product for launch should be manufactured from a fully
validated process.

FEZE R ST 2577 i 22 7= Bt B 07 i _E i AT g v M AR P, AR A AT 4 R B T i A
K GMP ER. BEMEHHIANNBAE G ERTEEAMERNE T3, &, AR TEHTHEEAR
RN £ TERIETENAE, DBRE TERmAm—hAe ™ H AR E SRR 5,
FFPE RB IR i A= A RKT,  DAURTERT A R BO T2 A AR (TS SRR . RIR & BT A B0
AR =B B R BN BIPRS00 EEN R ER N TZ2H M@ T 2R & n— B35
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o MRAEFTEEEFAME TZMUEET RN, WRFBERMETIELE, HIMERERETRE
i L AT R P 9 W B 7] N T VA= 2S5k o 1T v 142 0 M P Y

5. How could a request for inspection be appropriately timed in an accelerated assessment
procedure?

5.  WMMAEANE AL TR I 2 L HA IR 18] ?

As with many aspects of PRIME/Breakthrough programs, communication with the regulatory
authorities is critical. Timely submission of the relevant information and early notification
to the regulatory authorities can help to adequately plan the facility assessment (e.g.
inspection, use of alternative tools to assess facilities) without causing delays to the
application assessment procedure, in particular for facilities that have not been inspected
previously for the operations described in the marketing authorisation application. 'During
the application assessment procedure, an inspection could be required in order to assess the
GMP compliance and the readiness of a facility for manufacture. Applicants are required to
provide information on all sites in the manufacturing supply chain for the drug substance and
the drug product. Information on the GMP compliance status of these manufacturing facilities
should be submitted. Following the review of all of the available information on the GMP status
of the manufacturing facilities, the need for an on—site inspection (or use of alternative
tools) will be evaluated and decided by the relevant regulatory authority/authorities. In
addition, an inspection request may be triggered by specific issues and questions raised during
the assessment of the marketing application.

5 PRIME/RFBEHRIKHFL THEH—H, SHENMKBWEEXREE. KNRIHEREBIFLFEHREN
H, BT RAOMBIBHIES eE. ERBRTREPARED , MTASERFIEFEER, 52
Xt CARTR B LT VR AT B8 R MR Ve BT SR E R AL . RIS, WREHR BT
&, UPMEBIER) GMPERMEM ARG, HIEN LIRS MG s L 7= L8 P Bl £
FrifE 8. RIRAA SRR EAE i) GMP fFEHRNER. EFE T ARE BHMA & H L TE
RERE, MXEENMRIEIFRERTRELETASRE GERBRTR) . Wik, FEiFb LT
FH 75 9 T 92 ) PB4 e LA 5 1) th P RE A R AR VA R

6. Does alignment of quality review and inspection contribute to early access?

6. HEHFENMKEN —BERSHYTREREMRS?

During accelerated timelines, it is particularly important to ensure that quality review and
inspection activities are aligned to allow appropriate information sharing between assessors
and inspectors in a timely manner. Such information sharing allows for parties to understand
manufacturing proposals to support early access, as well as allowing risk assessment and
mitigation activities undertaken by manufacturing sites or applicants to support exceptional
approaches (e.g., launching from an investigational medicinal product manufacturing facility).
In the EU, for some products the inspection and the assessment teams may be part of the same
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agency and for others the inspection and assessment may be carried out by two different
agencies. For those products where the inspectorate and assessment teams are not part of the
same agency, early contact with the inspectorate may facilitate a good alignment with the
quality review.

FEANPRAT PRI, EHEZKEHRAEFENEEFNRE 2, UMEHEARTREN R R E2E
HHER. XMERLAREAERT THRAESEY, USRREHEAN, FRVITRREHEMZRES. &
PR RBRHEAN, USCRESRE (B, WBHFERERZ ™ A= KAl ) £, W TR, &
ERPPAENATT RER TR —H, ToXTHAR™ 5, BN VR 88 P M RBAUAEET . ST RED
AR DARN B TR H, RREESRE/PNERRATRE DT 5SREFERERFH—I.

7. Can a biological starting material that has been manufactured in a research environment be
used for commercial manufacture?

7. FER O F AT R AR AR RE TS A TRk A 2

Yes, exceptionally, if agreed by the regulatory authorities, it could be acceptable to use
starting material (e.g., master cell bank) that has been manufactured under an appropriate
level of GMP “for investigational medicinal products. In this case, adequate documentation
should be available to confirm traceability, and prevention of contamination, including
information related to components used during development with potential impact on product
safety, and that extensive characterisation and testing has been performed. A documented risk
assessment should be conducted to identify the  testing requirements necessary to ensure the
quality of the starting material and the medicinal product. Adequate documentation should be
available on the production of the starting material, including finished product manufacturer
audit results to verify compliance of the supplier’ s materials with the agreed specifications
and that the materials are suitable for their intended use. A comprehensive viral safety study
complying with GMP should be performed, as applicable, for the specific starting material.

K, EREREBLT, WRABIARENMORR, TUEZMEREESKTR MP AT ARES ™R
FERGRSAMR (WEHME) o FERFERT, MR KISCRFIN TN b5 S, AEEHF
R X R R ST R ARG R, LR C#HAT N ZRHMERR AR . R#TIE
FRERKINK AL, UL ZRRNER, FRVGEMEMZGH>RERE. MREERAHMEE
KIFED XA, BRERSEFRRE TSR, DURLENERMERES R ERERig, UAMHREES
KRS, EERELT, RETREERRGRBETRE MP KNEmRELEMEI .

8. Can existing inventory of batches produced for clinical studies be used for initial
commercial supply?

8. NG R L AL 7= AL R B BT PEAF RE 5 FH T aR m ML AR 2

In exceptional circumstances, it may be possible to commercialise/market the existing inventory
of batches which
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have already been manufactured for use in pivotal clinical studies. In such cases, applicants
should engage as early as possible with the relevant regulatory authority to seek prior
agreement. In this scenario, it is expected that the facility manufacturing the to be
commercially distributed clinical batches is communicated to the regulatory authority. The
facility manufacturing the clinical batches should be listed as a commercial manufacturing
facility. With regard to the need for inspection, please refer to question 3. Information
should be provided to support that the batches were manufactured under GMP and that
comparability of product manufactured with the clinical and commercial manufacturing processes
has been established. In addition, any batches distributed commercially will need to comply
with the approved labelling and the intended commercial control strategy. If there are
changes to specifications during the review of the marketing application, the already
manufactured pivotal clinical batches that will be marketed will need to meet those updated
specifications.

FERFBRTEOLT . AW AR A I A T o< m PRBT S KIS IR KU BLAE FEAr AT AL /8 B . ERXFHELLT
i ARR R SR ENMERR, FRMERRR. EXMIBERT, 45 RREAT R LA & iR AL
T NoEMEENA . A Im R B R I A R A = i, KT RERNERE, FSHAE 3,

REIRMBORHIE B X EeAtb IR LR GMP A1, FHIER R IR AR AR LA T2 A M= MR AW k. ik
Sbs AEATHEOR BT AR B AR AUAT & AR AR R A TR O PR Ml SR o 0 SRAE T B 7 o A IR A
AR, AT O SC BRI PR AL A L TR A Z0RF & SE 8T IR
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