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1. DOCUMENT HISTORY X = E &

Transposed from EC document 2015/C
95/02 by PIC/S SCH

Adoption by Committee of PI 045-1 17-18 April 2018
Entry into force of PI 045-1 1 July 2018

June 2015 — September 2017

2. INTRODUCTION [IU®I(Z

The present PIC/S Guidelines are based on EC document 2015/C 95/02, which has been drafted
by the EMA GMDP IWG and transposed for PIC/S purpose by the PIC/S Sub-Committee on the
Harmonisation of GM(D)P.

Z D PIC/S T4 KZA %, EMAGMDPIWG |Z L& » CTHE# X 41, PIC/S Sub-Committee on the
Harmonisation of GM(D)P (Z & - C PIC/S H D 7= HIZ4fF 417z EC 3L 2015/C 95/02 12363\ T

l/\ZDD

These guidelines have been adopted by PIC/S as a guidance document. It is up to each PIC/S
Participating Authority to decide whether it should become a legally-binding standard.

ZDOHA RTANIPIC/S IZE S THA X ALELE LTEHIRESNTWD, BRI 5 Hik
ETDHEMIE,. 4 PIC/S MRS O fIRTIc TR LTV D,

The manufacturing authorisation holder is required to ensure that the excipients are suitable for
use in medicinal products by ascertaining what the appropriate good manufacturing practice
(GMP) is. The appropriate GMP for excipients of medicinal products for human use shall be
ascertained on the basis of a formalised risk assessment in accordance with these guidelines. The
risk assessment shall take into account requirements under other appropriate quality systems as
well as the source and intended use of the excipients and previous instances of quality defects.
The manufacturing authorisation holder shall ensure that the appropriate GMP ascertained is

applied. The manufacturing authorisation holder shall document the measures taken.

BUERGRRIFE  (manufacturing authorisation holder : FR¥E = O CETIL, [EELREEYR . T70bbIEMAI A —
h—% TEBEZTBHM 2E%T 5, UTFHL) (X, #U72 GMP NEET DI xR T 52 Licko
T, YUZIWhF» e MAERLICEY 2SO THAZ o, RiETAZ ENERIND, B MHE
L OWIANCE T 55872 GMP 1X, ZDOHA KT A AR - T-1ERXR Y R TR A A Mok
S O hatas BRI, FXEHENBIEO SBE L LTIRH L b0 T, I IL)

TR, BWEELEYA T IARD Y EF. FLTONED AR L Hl
EBFCH LT ET,
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SWCTHERT 228, TOY A7 TEARAY M, MO 2 WE Y AT 5O T TOERFIEITN
2T WA OMAGTHE A OB S iR, MOWEXMEOLIRTOFH 2 Z 8 LT 572

o BUEAGRIAAE L, MER SN2 GMP A SN TWD Z L 2MFEICTH &, K
RRFFE L, SRUTEE BT D2 L,

The excipient risk assessment/risk management procedure should be incorporated in the

pharmaceutical quality system of the manufacturing authorisation holder.

EIKIDOY R TERARA L N/ VA< Ay hOFET, BEAGRERE OEIELNVE S AT
DA ENTND Z L

Manufacturing authorisation holders should have the risk assessment/management
documentation for appropriate GMP for excipients available on site for review by GMP
inspectors. Consideration should be given to sharing relevant information from the risk

assessment with the excipient manufacturer to facilitate continuous improvement.

ROEREURERE 1L, o84 b (&) CTOGMP EZEENL Ea—TXx5 X9, WINF O
7R GMPIZEHT AV AT BARARA L L/ ~F VA POXEEBSG M2 TR Z &, M7
WEAEET 72012, UEHRNFIRLEE TOY R TR AA L ML OBRT A EROLE 2%
BT 5 &,

A risk assessment as set out in these guidelines should be carried out for excipients for
authorised medicinal products for human use in accordance with provisions established by

applicable national competent authorities.

INHDHA RTA ANTTRENTNDY A7 TH A A ME, #EAEOEEEY BN EDT-HEIC
SE, b NHOKRBEEIERSORIMANZHOW TS 5

3. SCOPE i &

3.1 These guidelines apply to the risk assessment for ascertaining the appropriate GMP for
excipients for medicinal products for human use. An excipient is any constituent of a

medicinal product other than the active substance and the packaging material

RKITA RTA4 0%, & NHEIESTZ D OUHNA] (excipients) (2B LT, #EI72 GMP OmEH =
NTCWAZEZWERT ATZODV AT TEAAL MIEMAT 5, WINFIE1E, JEHK (active
substance) & OVELEEM BILIAN D | EHEGZHER T 2B TOEFEEZ WD,

i B, FCEHER OO S5 %L L TR LIb 0T, Rkt

7N a—ar XK &t ) -
TRAN, BB EINIZA T IARD D T, RS TORED TR & 2]
%io‘lﬁéb\EF' b&)df‘i“h
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3.2 These guidelines do not cover substances added to stabilise active substances that cannot

exist on their own.

KA RTA 0%, FNEMTITIEE LERWER] 2 ZESEL-0ICRMEN5WE i
XHEE LRV,

4. DETERMINATION OF APPROPRIATE GMP BASED ON TYPE AND USE OF
EXCIPIENT #ANAIOFEE K MR ED < #Yl7R GMP ORE

4.1 In PIC/S PE 009 Guide to Good Manufacturing Practice for Medicinal Products Annex 20,
principles and examples of tools for quality risk management that can be applied to different

aspects of pharmaceutical quality, including excipients, can be found.

PIC/S PE 009 “Guide to Good Manufacturing Practice for Medicinal Products Annex 20” (% : ICH Q9
L.ARIEE L) IZIE, WA 2GS T ER MO B E O 2 Z2EICE I ATRER, SE Y A7 <Ry
AL RDTDDY — )L OFHI R OFEF DT S ATV D,

4.2 These quality risk management principles should be used to assess the risks presented to the
quality, safety and function of each excipient and to classify the excipient in question, e.g. as
low risk, medium risk or high risk. Quality risk management tools such as those listed in

Annex 20 (e.g. hazard analysis and critical control points — HACCP) should be used for this
purpose.

TORBY A=Y AL FOFANL. WROT-DIZHERT AL
a) BUWIFIONE, ZEMER ORI R END Y 27 25+ 5729
b) YEIRMAZ 7 7 AT T 5720, BIZITEY 27, U R HLWEEY A7,

Annex 20 [IZRENTWD K I i E U A7 <~V A hdY—/L (#l 21X, hazard analysis and
critical control points — HACCP : fRIEZM) %, ZOHMDIZOIZHEHT 5 Z

FRIE : HACCP OFRGEIZEA H 0 | IFIL [fEEFEER SN (10HE3<) HAEHL] LOFFELME
HanTnd, BEFE0ERZ22M79 5L “HACCP” LHRRLTWD,

4.3 For each excipient from each manufacturer used, the manufacturing authorisation holder
should identify the risks presented to the quality, safety and function of each excipient from
its source — be that animal, mineral, vegetable, synthetic, etc. — through to its incorporation

in the finished pharmaceutical dose form. Areas for consideration should include, but are not

D St ey TR, JELEBERSHOSHE LTI LI b0 T, R

TRER, @B ERIIAA T IARNDHY £, JFLLTORNEDZ ﬁ%)\}: "
%idﬁﬂb\ﬂﬂ L@%H“iﬂ“o
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limited to:

i F S 2 K BEEE DD OFIRMANCHOWT, BUEAGEIRFFE 1L, ZOEIR (source) — B2
XL EE, SETE. RPE. GRe £ — I OEHGFR (finished pharmaceutical dose
form) (ZHAIAEND ETO, FIRMAIOME, ZEMEXLOEEIRIND Y X7 2RETD
L, BETREERICITILDTREENDL R, ZNETITRESILDL B D TITRY,

(a) transmissible spongiformencephalopathy;

IR EEMEHERD IR INIE

(b) potential for viral contamination;
VA NI X DIGGED ATRENE ;

(c) potential for microbiological or endotoxin/pyrogen contamination;
MAME T, TR NSV v Y B AN

(d) potential, in general, for any impurity originating from the raw materials, e.g.
aflatoxins or pesticides, or generated as part of the process and carried over, e.g.
residual solvents and catalysts;

—RINZ, 77T MRy FUE A EICHRT DR AMENE) R
(pesticides) 72 EJRMEHIHRT 2 A Mo, 7ok 20— & LTHRAEL, v
— A== SN DR RO 72 Lo T ORI O W RENE

(e) sterility assurance for excipients claimed to be sterile;
HEREME 2 2R S D USIIFNC R LTl BEEMEOLRGE ;

(f) potential for any impurities carried over from other processes, in absence of dedicated
equipment and/or facilities;

HHOEGRORE TRWEE, o7 m AnbF v U —F— =I5 D Hf

(g) environmental control and storage/transportation conditions including cold chain
management, if appropriate;
VEZE U T, a— L RFxz—r DRI AL NG emEEmE (R ks
7

(h) supply chain complexity;
Y7 TAF = — OEHENE ;

DR S g PICL JELEBERSHOSHE LTI LI b0 T, R

TR, BB EIFA T IZANRDHY £, FLTONED TR E ZH T
%f:}‘o‘lﬁéb\EF' L%dfiﬂ’o
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(1) stability of excipient;
WA D22 e

(j) packaging integrity evidence.

AL D FERME DFEHL,

4.4 Additionally, with respect to the use and function of each excipient, the manufacturing
authorisation holder should consider:
S BT, BEIFIO & K OHREICBE L ¢, REAKRRFFFIIU T 2B ET 52 L

(a) the pharmaceutical form and use of the medicinal product containing the excipient;
BINF 2 G e EFR AL DAY K O i

(b) the function of the excipient in the formulation, e.g. lubricant in a tablet product or
preservative material in a liquid formulation, etc.;
RIFNLTT TORIMFN ORERE, B 21, FER T OIFRAF, WA ORIFA], %

(c) the proportion of the excipient in the medicinal product composition;
[ 3R S AR R T D ESINAI DO ENS

(d) daily patient intake of the excipient;
ZOWMAID 1 B 7= 0 OHEfE ;

(e) any known quality defects/fraudulent adulterations, both globally and at a local
company level related to the excipient;
YEAMANZEAL T, HAMICH, FattL-~LrTh BEMOME XM (quality
defects) /" RiE72JEA  (fraudulent fraudulent adulterations) 723 5738 9 D> ;

(f) whether the excipient is a composite;

YA DEAEY) (composite) T DD ;

(g) known or potential impact on the critical quality attributes of the medicinal product;
23 D BB A SVE RIS T D BEA O F IR ERI 7R 5

(h) other factors as identified or known to be relevant to assuring patient safety.
BEOLRENZHRT D7D, BET L2 ERMRINTND, ERITMLNATVD
Z DD EFR,

4.5 Having established and documented the risk profile of the excipient, the manufacturing

S O hatas BRI, FXEHENBIEO SBE L LTIRH L b0 T, I IL)
TR, WEELESA 7 I ARB Y ET, FOLTONED SHBE =l
ERECH LT ET,
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authorisation holder should establish and document the elements of the PIC/S PE 009 Guide
to Good Manufacturing Practice for Medicinal Products that he/she believes are needed to
be in place in order to control and maintain the quality of the excipient, e.g. Annex 1 or/and
Annex 2; Guide to Good Manufacturing Practice for Medicinal Products Part II: Basic

Requirements for Active Pharmaceutical Ingredients.

WINFID Y 27 7a 7 7 A )AL LEAL LT BIE, ROEAGREBE IR 1L, WA o & E
EEH . MERFT 570 ETH D EE 25 TPIC/S PE 009 Guide to Good Manufacturing
Practice for Medicinal Products| (GRYE : PIC/S (=EU GMP) O 4xfk) DEHRAZMY AT, L&
MFTHZE, BIRIE ROEIRbDRH D,
Annex 1 : Manufacture of sterile medicinal products
Annex 2 : Annex 2A “Manufacture of advanced therapy medicinal products for human use”
Annex 2B “Manufacture of biological medicinal substances and products for human use”

Guide to Good Manufacturing Practice for Medicinal Products. Part II: Basic Requirements for
Active Pharmaceutical Ingredients. (GR7E: : JiEEE GMP Th v, 7o — L7l L 7o 5T D)

4.6 These elements will vary depending on the source, the supply chain and the subsequent use
of the excipient, but as a minimum the following high level GMP elements should be

considered by the manufacturing authorisation holder:

INDHDOEFT, B (source), F T TA F == KON WIMAIOZDEOHEMITIECTRRD
0, KRR, ITFIZB~% GMP R DOm LUk, REEAGRRFIA DN BE T & Th %,

(a) establishment and implementation of an effective pharmaceutical quality system;

BRHIIREIE G E & AT L ORENL K OVET ;

(b) sufficient competent and appropriately qualified personnel;
+or7ReE ) LU B A AT DA

(c) defined job descriptions for managerial and supervisory staff responsible for
manufacturing and quality activities;
HEROEIEIN R T2 R OB - B Y v 7 OWHFENENERSNLTND Z
&

(d) training programmes for all staft involved in manufacturing and quality activities
(included but not limited to cleaning, engineering, laboratory, maintenance,

materials management, safety, and technical services);

S O hatas BRI, FXEHENBIEO SBE L LTIRH L b0 T, I IL)

FHR, BEEESA T IABDY ET. FLCONED SRR L ZH
EBFCH LT ET,
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Y - WE ORI DD T X TORK v 7 (&R, = o=71V 27, IR, £
a2 FMEHERL, 74, Hiffr—E 2 &2E&n, ZRETICRESNRY) IZxT 5
A7 7'a 7o A

(e) training programmes related to health, hygiene and clothing as identified as
necessary to the intended operations;
AR E T 2EBITHELROOND, E, it EXRICHET2IHET 1 7T A

(f) provision and maintenance of premises and equipment appropriate to the intended
operations;
HE &9 525000 L 7o fiax - 30 Ot & KR,

(g) documentation system(s) covering all processes and specifications for the various
manufacturing and quality operations;
ETO7rt A, BIOKEROIERL LOWEIZEOOEEDOREZ I A—F 53 H

b A7 A

(h) systems for coding and identifying starting materials, intermediates and excipients
to allow full traceability;
TR N L—H YT — (BKAME) ZRREICT S0, IR PRI, wn
Filzzm— el @il 52T 4

(1) qualification program of suppliers;

IR OERBET 7T b

(j) system for quality control of the excipient and a responsible person independent
from production to release the batches;
WA O SWEEBL Y AT LR, WENSMSL LI BEEED ANy F T 52 L

(k) retention of records for incoming materials and excipients and retention of samples
of excipients for the periods required by PIC/S Guide to Good Manufacturing
Practice for Medicinal Products, Part II;

« ATEACE R OMSIANZ B3 2 5eik D ORAF
PIC/S Guide to Good Manufacturing Practice for Medicinal Products, Part Il C
ZUR STV 2 I ORINAI DY > 7 IV OLRAF

(1) systems to ensure that any activity contracted out is subject to a written contract;
ZRESNTIEEN, FBEICE DK LIER>TWD Z L 2 RIET H VAT A

Dre e ey R ELERER SO SEL LTI LI bO T, R
TR, BEEBIATIABHY T, AL TONED T %)\}: T
EE 17 £
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(m) maintenance of an effective system whereby complaints are reviewed and
excipients may be recalled;
TREPBRI ST, WINAIRENNZ ATRE L TE D XK 978, BRI X T L OH}ERE,

(n) change management and deviation management system;

ERER (X T AV DN) KOBRBAER S AT A
(o) self-inspection program;  H CLifi7 27 7 A
(p) environmental control and storage conditions. — EgBE45 H & (55 50,

5. DETERMINATION OF EXCIPIENT MANUFACTURER’S RISK PROFILE
WHIBIA—H—DY R 7 Fa 77 A VORE

5.1 After determination of the appropriate GMP, a gap analysis of the required GMP against the

activities and capabilities of the excipient manufacturer should be performed.

WEI7 GMP 23 E L=, [TRINFIA — I —DOIEB L A2 /1) 1oxFT A ER &N D GMP DX ¥
TN EITO Z &,

5.2 Data/evidence to support the gap analysis should be obtained through audit or from

information received from the excipient manufacturer.

Xy v I aB AT 57 — % GELT, BEAEICK Y . IIIRIMFIELESER DO/ 50 5 HHl
MHOAFTDHI L,

5.3 Certification of quality systems and/or GMP held by the excipient manufacturer and the
standards against which these have been granted should be considered as such certification

may fulfil the requirements, subject to national legislation requirements.

(RIS EE MR T D5 ME S AT AN,/ X GMP OFGE]. KO T2 b N@Ed 65
TR ZBETREITHD, EWVIHIDIE, ERNEDERIINES T2 T2F D X 9 72585E0,
PR FIH A - AR H D5 TH 5,

5.4 Any gaps identified between the required GMP and the activities and capabilities of the

excipient manufacturer should be documented.

MR &IN5 GMP) & TIRINAIRE SRS OIREN R OEE )] L ORI THERR S N=X v v 7,
XERTH L,

S O hatas BRI, FXEHENBIEO SBE L LTIRH L b0 T, I IL)

TR, BWEELEYA T IARD Y EF. FLTONED AR L Hl
EBFCH LT ET,
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Furthermore, the manufacturing authorisation holder should perform a further risk
assessment to determine the risk profile, e.g. low risk,medium risk or high risk, for that
excipient manufacturer. PIC/S PE 009 Guide to Good Manufacturing Practice for Medicinal
Products Annex 20: Quality Risk Management should be used for that purpose. Quality risk

management tools such as those listed there—HACCP etc.—should be used for this.

&b, WEAGRRFEE L, TORNAREREDO Y 27 TnT7 741 (K27, HY R
7. MY AZE) BRET DO, SHRDZVAITEAALNATHIZ L, ZORBNOT
12, PIC/S PE 009 Guide to Good Manufacturing Practice for Medicinal Products Annex 20:
“Quality Risk Management” ZHW\\5Z &, ZDO7=HIZid, £2I2Y A R & TV 5H HACCP
SOMBEY AT RXIA L N —VEBHT DL,

5.5 The manufacturing authorisation holder should have a series of strategies ranging from
acceptance through control to unacceptable for the different risk profiles and based on these

a control strategy, e.g. audit, document retrieval and testing, should be established.

RUEAGRIRFFE L, BRAx RV R 7 a7 7 A VICH LT, ZBXEPLER, A TERVETO
IO AZFF S Z &, 2O OEFIHIZIC SN T, BlE. bz oW, Bl X
EREZ (document retrieval) . = L CaRBR 72 OB HREIK 2Nt 95 = &

6. CONFIRMATION OF APPLICATION OF APPROPRIATE GMP
Y72 GMP OB OmMER

6.1 Once the appropriate GMP for the excipient and the risk profile of the excipient
manufacturer have been defined, ongoing risk review should be performed through

mechanisms such as:

WINFI DY) 72 GMP, KOVRMFIA — D —D V) A7 T a7 7 A VNEZEINT-H%IE, LTD
X9 A TR R ) A7 L E 2 —%4TH 2 &

(a) number of defects connected to batches of excipient received;
S LT INFI D N > FIZ B 5 K Ba D%k ;

(b) type/severity of such defects;
ZDXDIpRMaD S A T EHRMEDES |

(c) monitoring and trend analysis of excipient quality;

S O hatas BRI, FXEHENBIEO SBE L LTIRH L b0 T, I IL)

TR, BWEELEYA T IARD Y EF. FLTONED AR L Hl
EBFCH LT ET,
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WNFNIOEEDE=F Y T RO RO ;

(d) loss of relevant quality system and/or GMP certification by excipient manufacturer;

WINFI A —F—TO, Bh#ET 5 5ME S 27 AR it GMP ZaFosEs: |

(d) observation of trends in drug product quality attributes; this will depend on the nature
and role of excipient;
MO MERMED N Ly ROBIEE © ZHVUTIRIMAIOMWE K ORENAKTFT 5,

(e) observed organisational, procedural or technical/process changes at the excipient

manufacturer;
YL RGEFES TRV CTRIZE SN MRRDY . Pl B SUI N, TR 0%
B

(f) audit/re-audit of excipient manufacturer;
IIAROESEE O/ HEA

(g) questionnaires.
7 r— MR,

Based on the outcome of the risk review, the established control strategy should be

reviewed and revised if needed.

UA7 L E 2a—OfERICHESN T, MY SN/ EHEEEA2 RE L, WEIZLC TEIET S,

7. REVISION HISTORY

Version
Date Reasons for revision
Number

(2021 4£ 6 H 10 1ERK)
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