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H: PDA X7 CFDA B FIERAE (AERE AR iYL
Ref: CFDA Draft Guidance GMPs Draft Annex 1: Qualification and
Validation

RERTEIZL
Dear Sir/Madam,

PDA L3 5 % B 9IX N EF AR S Bt i
The Parenteral Drug Association (PDA) is pleased to be able to provide
comments to this draft guidance document.

PDA #%[A] CFDA TEIX M5 B B A A B AN IR B AL, 200 5 5 4Bk
FoAh A SR W A2 — 3. PDA EJih CFDA Zkix fhy 3.

[FJRY, PDA tB¢i) CFDA {E4RFg TP — S ERIRTE, Eeins| A ICH R
T, AHE PR AR T DR A S 2 A )3 5 SRR 22 e o — LB PR
PDA commends the CFDA for including Qualification and Validation concepts
which are harmonized with other global health authorities in this draft guidance
and encourages CFDA to continue with this approach.

PDA also encourages CFDA to use harmonized terminology, such as ICH
terminology, throughout the document, but understands there are limits because
of language and translation differences between Chinese and English.

PDA AR F] CFDA AR IEFUR AT 17 B D SCRIE, st UG IR Y A AL 20
RDETETE 5 o 28— M1F: “RFER” XA B9 SCRIRE, PDA U
EMA 1] “ongoing” , B ffiH FDA ) “continued” . PDA & AH H
“continuous” ER “HpEE” IXANFEIMIBIE, KRN ARIEEZFE S+
A G W PR
PDA recognizes that CFDA does not officially publish English translations, and
recommends cautious use of any English language materials prepared by other
organizations. One example is the word “chixu.” PDA recommends this be
translated as “on going” used commonly by EMA or “continued” used by the
FDA. PDA advises not to use translate chixu as “continuous” as that term is
less well understood across multiple languages.

PDA & —MEE A 2L K2, 14 10000 2 AL LY


mailto:yejh@cfda.gov.cn

AR IREE 22 A AU AL P A S R T oK TRATT A B AR 24 il 2B 7 AN T 2 56 E 7 TH 48 56
FERDSLHEE, R TRNGFZ AL BEABUIRZE o, VAR5 0ot il ) 22
REWEN.

PDA is a non-profit international professional association of more than 10,000 individual
member scientists having an interest in the fields of pharmaceutical, biological, and device
manufacturing and quality. Our comments were prepared by a committee of experts with
experience in pharmaceutical manufacturing and process validation representing our Board of
Directors, our Science Advisory Board, and our Regulatory Affairs and Quality Advisory Board.

WRHATLAEE N, 15 & 3K Richard Johnson (Johnson@pda.org) B 2579 [H
(hongyang.li@novartis.com)  PDA & i1, JFisin 2 i & [EAER

If there are any questions, please do not hesitate to contact me(Johnson@pda.org) or Hongyang

Li, (hongyang.li@novartis.com) member of the PDA Regulatory and Quality Advisory Board

representing China.

IEEL

Sincerely,

0 oo
Richard Johnson

PDA FJi
President, PDA

igas
Attachment
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1. BREWN

General Comments

PDA %[ CFDA f£IX N B F A 1A S AN BAIE AL AR, 1200 5 5 4 BRH At B A= 4 R 0L & — S0, R s8¢ CFDA 4% 45
XA 77, PDA Wil CFDA 7E4& B Al FH —BUERIRTE, Eetn sl ICH ARG, (H2 B b T DUEMIETE 2 A 15 5 X
BRI Z S 2 SRR

PDA commends the CFDA for including Qualification and Validation concepts which are harmonized with other global health
authorities in this draft guidance and encourages CFDA to continue with this approach.

PDA also encourages CFDA to use harmonized terminology, such as ICH terminology, throughout the document, but
understands there are limits because of language and translation differences between Chinese and English.

PDA I\ IHE] CFDA & IR AifE Fa 0 FE RN B, O U A LA SN P = . BT “ R XA
iSO, PDA EEULHH EMA H “on going” » (/1] FDA Ifj “continued ” - PDA BRI “continuous” /% 3
S AMARORIVE, IR ARVE(E S RS 2 b 5 AR

PDA recognizes that CFDA does not officially publish English translations, and recommends cautious use of any English
language materials prepared by other organizations. One example is the word “chixu.” PDA recommends this be translated as
“on going” used commonly by EMA or “continued” used by the FDA. PDA advises not to use translate chixu as “continuous ”
as that term is less well understood across multiple languages.

20 e T R A Y A AE B REAT AR, PDA EUE R SCVFR L5 RSB HAR S, A B N A S 25
MEERTHRIM N E . A2 I GMP (5 B ZAE KAL) KPR Z iR . PDA YN — S PICRE B2 A —
BRI AE A 2 18] 328 51 P 3 A XS o
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When specifying the list of information contained in the Validation Master Plan, PDA recommends that the guidance allow for
some of the information to be referenced in other documents rather than included directly in the VMP documentation. Not all
GMP information should need to be repeated in the validation protocol. PDA believes redundant information in several
documents poses the risk for inconsistency, which can be minimized by making cross references between documents.

2. fESRR AR B AR A A I

Comments to Specific Sections of the Draft Text

p . BRI RIN A UNME | WAB IR % PDA HUCK %5 N At SO A
F% B Delete “planning and scheduling” | 4R 57 VMP # A5 FHRpw] .
) ok e Lo
f\h'?'pltei 3; 5) HRIFTH *Iiz.ﬁlf; from this list. PDA recommends that planning
rticle The VMP s.hould 1n'clude the and scheduling be collected in
f°“°Wm_g information: . other documents and referenced
5) Planning and scheduling; in the VMP.
= PDA #XAE VMP Hgnfg “Z | VMP MEBE T U AREEK
EHILES REEZRME” . S AR AEAE NI THRIIRIE T
Chapter 3; PDA recommends adding o BiX—FAH, S EPR
Article 4 “requirements and acceptance WRUEN o
criteria” to the VMP.
The overall goal of the VMP is to
identify the planned validation

Parenteral Drug Association (PDA)
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approach including requirements
and acceptance criteria. Itis
consistent with other global
standards to include this in the

VMP.

H=E NS IIER) R B B AN, | PDA EIURIE N E L “R/BE | o —wWaWHR, HEA
B FER ARSI E RS | R, SR s, RE AR . PDA BERAL LA
Chapter 3; VESH UL PDA recommends that critical REILATERE “REBER” Mzt
Article 3 The critical aspects of aspects should be clearly defined | $Hmftt py %5,
qualification and validation or examples provided. e s
. The use of the term “critical” is
should be specified in a , .

L widely used but subject to
validation master plan (VMP) diff : s PDA
or an equivalent document. fterent interpretations.

recommends examples be
provided to clarify what is
requested to be included.

WRESE 11 5% | MRS B & PDA & E], HKRAZRHEHTIH

Chapter 5 Article | jifi. W& HUEHBANA | B, B 3o #8 N AA A IR

11 TG SARDGEAEE FUER ] | URS #ENZESK, AR ERHT

EMPHRR, HFadiz. it
The user requirement
specification (URS) for a new
facility, system or equipment
should be defined according

PDA notes that the same
principles of URS could be
applied to all facilities when
changes or updates are made not
just new facilities.

Parenteral Drug Association (PDA)
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to the pre-defined usage, the
requirements of this guideline
and the relevant regulations
and laws. The URS should be
reviewed and approved.

FIEH 16 % | BITHINTERE, B4EST
Chapter 5 Article | DB fFHEAE. TETE . R&RERM

16 TR VEAES DR TR IR AR
2, IFExR N B,
After the completion of the
0Q, necessary operation,
cleaning, calibration and
preventive maintenance SOPs
should be established, and
operators shall be trained.

“y {ﬁ NEre

PDA #UMIFR “iEiE” —i, &
B “CIBATIINTERUE, BT
B ERAE . RS FR BT 1 4E4
PRI HIRAERRE, JEXFA G AR
Hille 7

PDA recommends removing
cleaning from this section.

“After the completion of the 0Q,
necessary operation, eleaning
calibration and preventive
maintenance SOPs should be
established, and operators shall
be trained.”

45 PDA 9225, WRBIEISHE
FEW, MRIIIFEASAE 0Q B
B PUNEIXAErEG 77 i

HHEIEEA BTN . PDA il
R )TE S IGIE SOP Mi%ZATE PQ M
BT,

In PDA’s experience, procedures
covering cleaning are typically
not finalized at the OQ stage
because product is not generally
introduced at this stage. PDA
recommends that final SOPs for
cleaning validation be established
during PQ.

F19 wm: LE | FFEE L ZHA
IS4F; % 28 & | Continuous Process
31 %: I*a*_'ﬁ Verification

PDA #[&] CFDA ¥ “ A1 J& #ARE
57 X—METIANE “CTER
WE” Y, FEIEIZ R

HHEE, EJERIETH,  “on-
going” — i EI 25 EMA [
£ 15 —3H, BHeS

Parenteral Drug Association (PDA)
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Ik

Article 19
Process
Validation;
Article 28-31;
also

PDA commends CFDA for
inclusion of the concepts of Life
Cycle Approach to Process
Validation in the draft document

o

“continuous” fl “continued”

IR IR -

Please note that for translation in
English The use of the term “on-
going” is aligned with EMA Annex
15 and avoids translation
confusion with the term
“continuous” and “continued.”

FILEL 21 %

IR L 2R N2 75 147

THEI, GEREASRR a1

FERE VASE A — Rl WA SRRy

Chapter 5 Article | it fIPTA FUAR SAE ™ | 277 A2 AU IR UE A1 DL« %, T H 2 ) HoAh — S R
21 2. M ATARYE XSG PPA ) | Please clarify whether a (RG]
o B (3T & 1 7 2o 8R4 T trixi d/or bracketi
;i*ﬁﬁ R 2EHAT 5 :;);g:?f ?;n églszzcwi:;g FJse of matrixing ar.1d t.)racketing
’}‘he i.r.l.itial process validation | multiple products and strengths o ‘ia.(cj:orpmon gractlce 13 by oth
should cover all the strengths | are being validated. ::,;ulz?;)rr;zr;e I«';lsiceespte y other
and the production lines used. .
The abbreviated approach °
can be applied for subsequent
% 28 & 31 FFEE T 280N PDA commends CFDA for HHEE, EIEMESm, “on-
%, %19 %: Continuous Process inclusion of the concepts of Life going” —iAl[{FI %2 5 EMA Kt
T 2055F Verification Cycle Approach to Process 15 —8), N

Article 28-31;
also Article 19

Validation in the draft document
PDA %% CFDA ¥ “‘En &1

“continuous” F “continued”

Parenteral Drug Association (PDA)
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Process X— M5 NF] “ T2WUE” VRS o
Validation b, A IZE R, PDA ¥ %%, CFDA %A KAGIE

AR H/2E, CFDA f#
MMEEART A GZIER)D §Y
P, #MNiZE 45 EMA K “on-
going” —3(, E AR FDA [
“continued” [J—3(. PDA &iX
ANELEAFEH “continuous” —
1]

Please note that for translation in
English The use of the term “on-
going” is aligned with EMA Annex
15 and avoids translation
confusion with the term
“continuous” and “continued.”
PDA recognizes that CFDA does
not officially publish an English
translation. However, any
translation used by CFDA or
endorsed PDA recommends
terminology should be aligned
with the EMA term “on going” or
FDA term continued. PDA advises
not to use “continuous”

Parenteral Drug Association (PDA) Page 6 of 13
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H=15% FREE T2 RS0 | NSO, “Fr8 L2 N R | PDA RS, SR 7%
Article 30 W07 ST, JFRIEIRASR) | #HERTT R HRIBGRERE T, | BT RS 2R A BRI R R —
25 R SAH B R .. FEARIESRAT A0 &5 R AR AR | — BV LAt A 7 v AT B
Continuous process &7 F, el AR e
verification should be Continuous or on-going process | SOP. [H#E LS BT
conducted based on an verification should be conducted | 245 FFEI, X REMHAE bR UE
approved protocol and a using an approved protocol, plan, | #4747 A48 AT 6E .
corresponding report should | or procedur.e anda PDA notes that the use of an
be prepared... corresponding report should be approved protocol for ongoing
prepared ... process verification is too
restrictive - there may be other
ways of achieving this, such as
using a plan or SOP. This permits
modifications in criteria as
process data is accumulated and
process capability is
demonstrated over time.
1 FEF R U A N 2 | PDA N ZA B BT B, BL | SCh REFEER, AR
Article 31 KRS T ZMNRTNES. | RS TEFARIZEIBE | R T 2N e “FE
R s IR, BB | AT, MARLESER™ S R | 72 e AT — R
& i I T 1 AR A AT — IR The use of capital letters in the
B, N 4T VAL IR SR BUR PDA suggests that this section be translation we have used implies
NP i revised to clarify that that CPV is used only once per
Continued/on-going process chixu/continued/ongoing year during the Annual Product

Parenteral Drug Association (PDA)

Page 7 of 13



o R 2 i B B R

GMP F5Fg A B % 2:8 0\ 5 BAIE (1E K 2 LA)

2014 F£ 7 H

China Food and Drug Administration Draft Guidance
GMPs Draft Annex 2: Qualification and Validation

verification should be used to
support the validated status
of the process during Product
Quality Review. However,
incremental changes over
time should also be
considered and the need for
any relevant actions should
be assessed and taken.

July 2014

process verification should be
conducted periodically and not
only once per year at the annual
product review.

Review.

=A%
Article 34

R [E) 20 B uE = i 1 2
AT VP 1 A 430 58 ™
e | L oy P o A A= b
X B8 UE AT ¢ il ) e %
Because concurrent
validation means that the
products have been put on
the market before, the
process and quality
evaluation on the concurrent
validation batches have not
been completed

therefore, the manufacturers
should increase the
monitoring and control of the
products batch.

PDA VUM 1% 25 3Kk 1 i 88 40
I

PDA recommends to delete the
second part of this article.

Because concurrent validation
means that the products have
been put on the market before,
the process and quality
evaluations on the concurrent
validation batches have not been
completed.
thereforethe manufacturers
bould i | .
sadeontrelettheproduc batel,

PIFEBEAT I UEAL I A I, B
S T ISR, T H X
AR ARSI EE Ll At
B2, MURH DB ST S
By IR R el

Because of the expanded
monitoring and testing that has
occurred during the production
of the validation batch, which is
much more than with typical
commercial batches, there is no
need for expanded monitoring
after release.

Parenteral Drug Association (PDA)
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B —5% | DEEERIEE R 0 | PDA EUUNERFFEEMARER, | AR R ZRAE S T+ — 2%
Article 41 F B RCR AT RN | BB RIS 51 2P Uik HOEZuAREE T .
Continuous verification on the | PDA recommends deleting the The requirement for periodic
cleaning effect of equipment requirement for continuous assessment is well stated in
should be conducted by verification or to use the language | article 51.
manufacturers after cleaning | from Article 51
validation. .
EH IRk iE S NIV PN Y€ 6 PDA AWAESE X “BrBetEA =" | RIS S AR BT,
Article 45 the maximum length of a HIEF A, B o — €W R G B B AE PRI TR e " B B

campaign (in both time and
number of batches)

E

Coeee B I TRAIAT (ED B KAt
PDA recommends that flexibility
be allowed to define the
campaign.
...in beth time and/or number of
batches

PRA S LR, Bk TR
FREEZ T NN

R LA R 5
i i B A 2R 7 BT S B I 1), 41t
R IB] B B 2 T 2RI E N
2. PDA FUGE “I 1A Bt
=7, R T XA ENE
TEH .

Depending on the nature of the
product being validated, it may be
more critical to define the
campaign by number of batches
of by total time length.

Depending on which factor poses

Parenteral Drug Association (PDA)
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the greatest risk to the validation.
Comment: Process and product
residues vary and the impact on
campaign length with

respect to time and carry-over
between batches is process
specific. PDA recommends

that either time or number of
batches and not both may be not
appropriate.

P75
Article 46

N2 R A R
FZEFAE A, SR
T N 9 H R fh R, fO
P H A ) MV R R 5
BEAME BB T VAR 2
BEAT B 22 2K A IRAIE

When there is no single worst
case product when using
multi-purpose equipment, the
choice of worst cases should
consider toxicity and PDE
value as well as solubility.
Worst case cleaning
validation should be

PDA F L TE P fRe 22 26 1 7
77

PDA suggests clarification of the
approach to selection of a worst
case product.

R4 PDA K45, xtT 2 Mgk
KL, IR AR AR T
RN AT SRR EE, RS
RAMETERRRD G7ah) 5 teln, %
PRI /N, SREHATIR IR -
In PDA’s experience, the best
practice in a multi-product
facility is to set limits based on
the most toxic product and
perform cleaning validation with
the hardest to remove, for
example the least soluble.

Parenteral Drug Association (PDA)
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FHNK | RSP BRI A | PDA @BEITNEAT:  “ AR | BEDYk s K BORE ) 25 SR 30 ff 1]
Article 48 M BUBEAT IR DT A R | VR BRI, ARV RAERI L | T, TR AR (e )
Any sampling method used | HURE 70 b AT 21« B, [k, PDA B7EX B AR
for effectiveness/recovery PDA recommends the following | iZffH “recovery” —id, Ifij
should be shown to be change: (CCHI)) B faiXa) 1 Mz R
effective for all materials used TRty
in the equipment. Sampling effectiveness should be | ppa recommends that recoveries
shown to be possible from all should not be taken from rinse
r’flaterlals that are swabbed. because the results are typically
more qualitative. Swab results
are more quantitative. The last
sentence should be applied to the
swab sampling method only.
A% | REMAS T ZMEEME | PDA @UUMERIZ%. LIPS T e L e U
Article 52 245 BI3EAT FRIGE, #iff | PDA recommends deleting this SR, HOr D AR T st

FLRENE I B TYIRLCR

Critical process and
operational procedures
should be revalidated at an
appropriate frequency to
confirm the expected effect to

article.

P T ZRUEAE MR R E S,
AT LAIE T2 T 240 IR A,
DAL O P 55 T 2% HL o e
FHGAE (RERD , B L%
I

By meeting the requirements of

Parenteral Drug Association (PDA)
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be achieved.

articles 51 and 54, which already
covers both the
chixu/ongoing/continued
process verification and periodic
review, the process can be
demonstrated to remain in a state
of control and therefore a
separate revalidation as defined
in article 52 would not be
necessary.

WK IS Y4TSR
BEAT TG B RS PEA, - A
AR 2 5 /D HEATIES: =L
PRI T IR UE . X7
Az JE 3 S A
HEUERAT HIME S AT,
BT RSB T 2N

If the above mentioned risk
assessment is not performed

following Article 24, a
minimum of three

FAE LZ2%

IS e o 3

Chapter 6 Article
25

P D AZUUMEREE —+Tisk. W
B AU 2% B ot XU B
AR A L B, FRAE %45 7S
g =R AL ER .

PDA Recommends deleting
Article 25 because specifying
three batches is unnecessary if
QRM principles noted in Article
24 are followed.

P D A YN UIRIZA TR R 4k 4k
$& RN BAR RIS
A LAV PR BER X AR
T AN 2 R Z 73 Ak
WEERER NG b
B AR S AN SR
AP SRR T R XU B
JEU AN A& s (7, AT H gl
B E AT KIS VPG T o
PDA feels that if the guidance

continues to refer to a specific
number of batches some firms

Parenteral Drug Association (PDA)
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consecutive successful will continue to use that as a
batches should be produced default and not perform the

needed analysis to determine a
more appropriate
approach. Furthermore, Article

by the manufacturer for the
validation of the process. On-

going process verification 25 could be interpreted that the

should be conducted based on requirement of Risk Management

the information and data Principles in Article 24 may not

obtained from subsequent be mandatory, and therefore the

commercial batches during company may not perform risk
assessment.

the product life-cycle.
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