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Executive summary =7 ¥754 7%=V —

This guideline replaces the Note for Guidance on quality of water for pharmaceutical use
(CPMP/QWP/158/01,EMEA/CVMP/115/01) originally adopted in May 2002, and the CPMP
Position Statement on the Quality of Water used in the production of Vaccines for parenteral use
(EMEA/CPMP/BWP/1571/02 rev.1).

ZDHA K A% [Note for guidance on quality of water for pharmaceutical use(CPMP/QWP/158/01
EMEA/CVMP/115/01)] K O [CPMP Position Statement on the Quality of Water used in the production of
Vaccines for parenteral use (EMEA/CPMP/BWP/1571/02 Rev.1)] &ti&EX KX 5,

The note for guidance has been updated to reflect the following changes in the European
Pharmacopoeia:

M A ADETLIL. BRINEE T (European Pharmacopoeia) D LL T DT Z [t X W 572D,
BRI TND -

» revised monograph for Water for Injections (0169) allowing the possibility to use methods
other than distillation for producing water of injectable quality;
S KD S (0169) 2E,
S ATRE 2 B DK DRIEIZ . 7R LS D TFIEDER O ReE 278 T D

*  new monograph for Water for preparation of extracts (2249);
BT K D FrTz 724555 (2249);

»  suppression of the monograph for Water, highly purified (1927).
AR RO D455 (1927) OIY TIF,

The guideline has also been updated to reflect current expectations for the minimum acceptable
quality of water used in the manufacture of active substances and medicinal products for human
and veterinary use.

MEHA Z o AT FE, FERGEIEHT 2 KOREROFAENE, BL0t MBI UCHYHOE
L OBREROMHE KM I T L72DOEH S I TWD,

1. Introduction (background) itwic  (5)

Water is one of the major utilities used by the pharmaceutical industry. It may be present as
an excipient or used for reconstitution of products, during synthesis, during production of
the finished product or as a cleaning agent for rinsing vessels, equipment, primary
packaging materials, etc.

AKITREBSER TR S D BRI (utilities) D—>TH D, LiLE, WA (excipient) & L

PR TAED SER . SR B L E T, @
RIS TREAR, B, T L CHA T IANDY 9, RUIFELEFHENLBEOSETT, Pharma-bio Futakami
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T, &DWITHHFN O (reconstitution) (ZEH SN D, £ bOKIEL, GRIERIZE
WT, D WIS ORLERIZIBUVN T, e (vessels) . HEZR (equipment) . —IRELIEZ S
(primary packaging materials : 3R il 2 1EA T AT ) T EDPEEFD T2 DA (cleaning
agent) & L CTHWBILD

Different grades of water quality are required depending on the different pharmaceutical
uses. Control of the quality of water, in particular the microbiological quality, is a major
concern and the pharmaceutical industry devotes considerable resource to the development
and maintenance of water purification systems.

Kk & 72 B O Fi&  (pharmaceutical uses) (24> T, KDOKFED 7 L— RO FENERIND
B, BAEMFRREICB O T, KOREOEHIZTERBGHETH Y, RISKE R I3RS
VAT LOBFE EHEFHI RV DY V=R GREE: b b, B BEOEHE) 2R TTWND

The European Pharmacopoeia (Ph. Eur.) provides quality standards for grades of water for
pharmaceutical use including Water for Injections (WFI), Purified Water and Water for
preparation of extracts.

KRN F /7 (European Pharmacopoeia : Ph. Eur.) (. JESFH K (Water for Injections : WFI) . FEHIK
(Purified Water) 33 X OISR K (Water for preparation of extracts) % 7 & ¢ B FH /K D&% 12
WTOSERERRELZ B2 TnD

Until April 2017, the production of Water for Injections (WFI) had been limited to
production by distillation only. Following extensive consultation with stakeholders, the Ph.
Eur. monograph for Water for Injections (0169) was revised in order to allow the
production of WFI by a purification process equivalent to distillation, such as reverse
osmosis, which may be single-pass or double-pass, coupled with other appropriate
techniques such as electro-deionisation, ultrafiltration or nanofiltration. The revised
monograph was published in the Ph. Eur. Supplement 9.1 and became effective on 1 April
2017.

201744 H £ Tt EHAAK (WF) ofildEix, KRB L 2REICRE STz, FIER-GGR

5 (stakeholders) ~D JRIL7R hak D41 “Waterforlnjectlons” DERINFE SR T D455 (0169)
I, AR EAFORU T 22X D %L’ET ELT DL ICEN SN, T, filx

X, WHRBEIE (reverse osmosis) Td D, Z DFiEIL, BXAIMLA A 1k (electro-deionisation : (7R
%) EDI) , A (ultrafiltration) & A VNI T/ Al (nanofiltration) D X 9 2 fllodiE b 72 F5ik &
IAE DR GRIE  WNRBEER D) v Z LN A (single-pass) & DU ME A T /LA (double-pass) (T

é%@f%@o:@&Eéﬂk%%@thrwwmmmglf&%éﬂf%ﬂ\mN$4
H1RICARE LTz,

This change brings the Ph. Eur. more closely in line with the US Pharmacopeia and the
Japanese Pharmacopoeia, allowing production of WFI by distillation or by a purification

PFHULIE CHEO ZBR E SIS L% T @
ARUOCIT 9 REAR VELTHATIANRDY ET, IRFELEZHENDIEORETT, Pharma-bio Futakami
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process proven “equivalent or superior to distillation”, and “by distillation or by reverse
osmosis and/or ultrafiltration”, respectively.

ZOZEREE, PhBEurz, KEFEFFBIWCHAER GO, LB -EEb-6 L

Tzo ZAUZE ST, T7EH (distillation) | H2DWVME 7 L [AELL ETHDH Z LBRES L7
FEHI7 2 A | (byapurification process proven “equivalent or superior to distillation”) (=& V. &L T 7%
BIZE-> T, FRFRBER L O/ EITBA5EIC L > T) WRIORIENTREL 725,

In addition, the Ph. Eur. Commission has adopted a new policy for the test for bacterial
endotoxins, reflected in the revision of general chapter 5.1.10 Guidelines for using the test
for bacterial endotoxins and the general monograph for Substances for pharmaceutical use
(2034). As a consequence, new monographs for substances for pharmaceutical use will no
longer include the test for bacterial endotoxins (with possible exceptions). This aspect is
now covered by the general monograph, which includes recommendations for establishing
limits and information on how to evaluate the pyrogenicity of substances and where,
according to the monographs on Parenteral preparations (0520) and Preparations for
irrigation (1116), the requirements apply to the finished product.

H 2, Ph. Eur. Commission (FKMNERAZEEZR) (X, N7 T VTV« = K RF 2 U ORBRIZOWN
T, HilzeR Y U—%H LT\ 5, Ziud IGuidelines for using the test for bacterial endotoxins
Mgeneral chapter 5.1.100D & | <2 TEZE S O JFEHZES L T dgeneral monograph (2034) | % %
ME-bDThD, ZORFEE L TEIEMHEE (substances for pharmaceutical use) 172 7245
25 (monographs) (£, X7 T U7/« = KX U ORBRITEENL< 7D WIFMNREFED AT
LD D) . Z0E 2 I7IE, BiKES Tltgeneral monographil K> Th/X—&TW5, ZZ
WZiE. TP OFEEEME (pyrogenicity of substances) % & DFRIZFEAIT T2 222 DWW T ORREEE & 1K
WMAERIEST HGEOHELE) & % LTS A (Parenteral preparations : 0520) & 3 H LA

(Preparations for irrigation : 1116) DO£5-5ciilALIE, T2 ORI, HEARICEH S5
ZENEFENTVD,

The opportunity has also been taken to update terminology and requirements to reflect
current expectations.

T DOWEEAT ) AFHEIZIE, HREEFE (terminology) & e OHARF (current expectations) % [k &
TH2LEY, EATONLATHA D,

2. Scope &R

This document is intended to provide guidance to the industry on the pharmaceutical use of
different grades of water in the manufacture of active substances and medicinal products for
human and veterinary use and should be considered for new marketing authorisation
applications, as well as any relevant variation application to existing marketing

PR TAED SER . SR B L E T, @
RIS TREAR, B, T L CHA T IANDY 9, RUIFELEFHENLBEOSETT, Pharma-bio Futakami
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authorisations.

ZOET, RIS LT M KUEMH DR K OESG O RIS M5 A
% (grades) DIKD, FEHEEA~D HiE (pharmaceutical use) (ZDOWTDH A X v Az k4252 & %
HE LTCW5, & L TEEFOMRFEAFE (marketing authorisations) (2 %32 42 C ORI % — 287K
FAHGE (variation application) [IZJG@mD Z & H7- e IRFEAGRHGEICK LT, ZOmEHAEZBET
LT s,

This guidance also applies to Advanced Therapy Medicinal Products (ATMPSs). Where
applicable, guidance is provided to include preparation of critical starting materials such as
viral vectors and on cell based medicinal products where terminal sterilisation is not
possible. For additional specific guidance for Advanced Therapy Medicinal Products,
applicants and manufacturers are advised to consult the EC guidelines on Good
Manufacturing Practice (GMP) specific to Advanced Therapy Medicinal Products
(ATMPs).

ZDHA X AT mEREE ST (Advanced Therapy Medicinal Products : ATMPs) (2%t L C & % 723
M35, S48 TH2HEZ0OTA XL RIE, UANART Z—0 15 /e EE H5RYE O
R0, B AR A3 FH SR 22 OB — R D EFE L (cell based medicinal products) B & e A A
VAERMET b O TH D, SeimERERMLICEL TO, BINOBRERTA X %, B
FR L OMEEE T, [EC guidelines on Good Manufacturing Practice (GMP) specific to Advanced
Therapy Medicinal Products (ATMPs) | (JEimERESRS (ATMPs) (ZF#E L 72GMPIZ- DWW T D
ECHA KTA ) ~DEMET KA 2T 5,

Where relevant, the principles of this guideline may also be applied to investigational
medicinal products.

FUTOHEEIE. 204 R4 OJFANZ, 1RBRHESEM (investigational medicinal products) (Z
LU THEHINDATEEELRH D,

This guidance is not intended to cover the water used in situations where medicinal
products are prepared extemporaneously or where preparations are reconstituted/diluted
with water prior to use by a pharmacist/user (e.g. water for reconstituting oral antibiotic
mixtures, water for diluting haemodialysis solutions) or in the case of veterinary products,
by the user (e.g. powder for use in drinking water).

ZOHA L AT, LT ORGETHEHA S D KITHRIE LT D

(1) TEZFHSMLDBENE (extemporaneously) ([CFHHL SIS | HE, Eloid B %2 FLAE = —
P23, EHAT GRiE: TEAERNC) OBKRTHS9) (K THEMFRT 556 (H
X, BOHOYUEWE % BT 2K, IIRENTEIR & AR5 2% 7K)

(2) =—Y—ICL28MAEIRLOLE (B ITHEK THEAT 2HmR)

VAR CIE D DB RN RO L E T, Ty
RIS TREAR, B, T L CHA T IANDY 9, RUIFELEFHENLBEOSETT, Pharma-bio Futakami
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This guideline complements the “Questions and answers on production of water for
injections by non-distillation methods — reverse osmosis and biofilms and control strategies
EMA/INS/GMP/443117/2017 GMP/GDP Inspectors Working Group” which has been
published following the implementation of the revised monograph for Water for Injections
(0169) and it is intended that the guideline and Q&A should be read together.

ZDOHA KT A %, Water for Injections D e E S 417245 55(0169) D Efitk 2, D7 + 2 —D
72 DITAFR S 7= “Questions and answers on production of water for injections by non-distillation
methods — reverse osmosis and biofilms and control strategies EMA/INS/GMP/443117/2017 GMP/GDP
Inspectors Working Group” Zffi5¢ 95 b D Th b, LB >T, ZOHA K74 LQ&AIT—
FICHEND ZEEBERIL TNV D,

3. Legal basis  #:rvRL

This guideline has to be read in conjunction with the introduction and general principles
sections 4 & 5 of Annex | to Directive 2001/83/EC and the introduction and general
principles section 2 & 3 of Annex | to Directive 2001/82/EC.

DA KT A %, Directive 2001/83/ECIZ %7 A Annex | D Frim & —ik5LH Dsections 4 &
5. X U'Directive 2001/82/EC =% % Annex | D5 i & — IR H] Dsection 2 & 3ZfFEdE T
QSR AN

4. Requirements of the European Pharmacopoeia & FH 0ER
The European Pharmacopoeia provides quality standards for the following grades of water:

RN LSS I L FIZBR R KD SV LA f2 R LT D
« Water for Injections 74} H ok
o Purified Water ITLSYIN

 Water for preparation of extracts i -4 5L H 7k

4. 1. Potable Water  Bl#lxk

Potable Water is not covered by a pharmacopoeial monograph but must comply with the
regulations on water intended for human consumption of a quality equivalent to that defined
in Directive 98/83/EC or laid down by the competent authority. Testing should be carried
out by the manufacturer to confirm the quality of the water. Potable water may be used
during the manufacture of active substances and in the early stages of cleaning
pharmaceutical manufacturing equipment unless there are specific technical or quality

VPR TN D DR SRR B LT Ty
RIS TREAR, B, T L CHA T IANDY 9, RUIFELEFHENLBEOSETT, Pharma-bio Futakami
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requirements for higher grades of water. It is the prescribed source feed water for the
production of pharmacopoeial grade waters.

fEEK  (Potable Water) 13, FE/R) &G T/ I—Z LT 723, Directive 98/83/ECIZHLE = 41
TWAHHIESL, IIEBIT CHIE SN TWDHFHIZOWT, [FERMEEZFF OO Tk h 3 EE
(human consumption) 35 Z & & HEJE L72/KIZOWTOMRAI 1S LT iE 7z 6720

(must), 7K GRIE : fkbk) OFEICHEA L TWD 2 L&, 20 Rk ko) BUEEFR N HEBRE
TORTNTRE RV, KT, KV EWEROKZRE S &5 ReE DOEATH £ 72135 E Y
FOREEVR VIV TiE, o fbER KO, B G RGERS O Beid O TIPS (early stages
of cleaning) THEM L TH R\, BBHKIZEE/ UG D 7 L — FOKDEGER O, TOBUE S
TWAHEFETE K (prescribed source feed water) T 5,

4. 2. Water for Injections (WFI)  JE4f/HHk

Water for Injections (WFI) is water for the preparation of medicines for parenteral
administration when water is used as a vehicle (water for injections in bulk) and for
dissolving or diluting substances or preparations for parenteral administration (sterilised
water for injections).

TES K (Water for Injections : WFI) 13,
(1) KZ¥EHAl (vehicle) & U THEHT 225G 12X, FEREO& S (parenteral administration
UE ko 8E) ERMEORRIZDO, £ LT
(2) FERE NG OME Z R E TIIAIRT 57200,
EHLOFHEAOK GREERHK) Th D,

For a detailed description of the production and control of Water for Injections refer to Ph.
Eur. monograph 0169. It should be noted that when reverse osmosis is to be introduced at
the local manufacturing site, notice should be given to the GMP supervisory authority of the
manufacturer before implementation as described in the Compilation of Community
Procedures on Inspections and Exchange of Information.

SR ORE & EFOFEMIL, Ph. Eur. D450 (0169) ZZM S 7oV, A HU GRik
EMADHRIAEH S 54 E) TORIENIEE (local manufacturing site) "Cifiiz %L il 2 B AT 5555
X, ENEFET DA, [ BEL[FHREHIZ OV TOLEEDFEE (Compilation of
Community Procedures on Inspections and Exchange of Information) | (VU > 27 #5iAZx : 2020.07.307
22 ITBRHNTWD KD, HFEEEZEHL T AHGMPELEYFIZ, £DZ L4l
HTHZ L,

4. 3. Purified Water  jE5Lk

Purified Water is water for the preparation of medicines other than those that are required to

VAR CIE D DB RN RO L E T, Ty
RIS TREAR, B, T L CHA T IANDY 9, RUIFELEFHENLBEOSETT, Pharma-bio Futakami
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be both sterile and apyrogenic, unless otherwise justified and authorised.

FERIK (Purified Water) 1%, AR, GmERAYIE S MEDOBLH 238 ~<T (justified) WNT, FAUHDKRR
(authorised) AV TUWNZ2WRY | HEE & JEREME (apyrogenic) D 5 & Bk L T 5 LA D[R
TRl A7 DK TH D

Purified Water which satisfies the test for endotoxins described in Ph. Eur. monograph 0008
may be used in the manufacture of dialysis solutions.

KON R 74545 (0008) Tl HHTWAT R R URBRICHE ST AR L, BTk
(dialysis solutions) DHEGEIZHEH L TH R,

For a detailed description of the production and control of Purified Water refer to Ph. Eur.
monograph 0008.

KRR OBE Lo L0 AN ICBE L Cid, BN R 74545 (0008) &R I n7-\y,

4. 4. Water for preparation of extracts H/HEFHELH /K

Water for preparation of extracts is water intended for the preparation of Herbal drug
extracts (0765) which complies with the sections Purified water in bulk or Purified water in
containers in the monograph Purified water (0008), or is water intended for human
consumption of a quality equivalent to that defined in Directive 98/83/EC which is
monitored according to the Production section described in the monograph.

T FRELH 7K (Water for preparation of extracts) 1%, RO IUNNTiEMU T H/KTH D

(1) sections Purified water in bulk (fs#4k : FRIESIR) (ZHEA T 22, FMEHEUKES (0008) @
Purified water in containers (ffk (%A Y) ) [ZEEET D7D, ~N—7HAHHY) (Herbal
drug extracts : 0765) OFHAZ B E L72AKTHD, HDHWT;

(2) TDHLKITHEARHI TS “Production” dsectioniZ L7228 > CTE =X — X #17-, Directive
98/83/[ECTHIE SN T /K L AFEDMEZ HD, b FTOHEZBANE LK THD

FREE - BAR)R Tk, Bz DK v iE, Ph. Eur.o“Purified water in bulk” % &5k
T5. BBRAYOBEOSL, TEEK (BRAY) | &L 5,

For a detailed description of the production and control of Water for preparation of extracts
refer to Ph. Eur. Monograph 2249.

T YRR K Dl & B (production and control of Water for preparation of extracts) (Z-2OUNT D, K
D G 72 Rk 12 BE L CIX, Ph. Eur. Monograph 2249% ZXF S 1720,

PN CINED A SR KL E T Ty
FRSCIITRARR VELTEATIARNLY £77, LR LZHENDEDSETT, Pharma-bio Futakami
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5. Quality of Water for Pharmaceutical Use  #is&fiko &

Validation and qualification of water purification, storage and distribution systems are a
fundamental part of GMP and form an integral part of the GMP inspection.

KOKER ARFEB L OO AT LD F—3 g B L O MHEEHEIX. GMPO AR 72
A THY . GMPEZORAI R/ —ETh 5,

The grade of water used at different stages in the manufacture of active substances and
medicinal products should be discussed in the marketing authorisation application. The
grade of water used should take account of the nature and intended use of the finished
product and the stage at which the water is used.

JRERFS X OVE S OB O K FREL M CREAH S 3L D /KDL (grade) 1. IRFEAAGEFIEE (marketing
authorisation application) (23T, BRFIBTHONDLREXTH D, FEHT DKOERIT, K&
DOFEE B ETDHE, BIOZOKEGEHT H28EDEMEZZBBICANDL Z L,

The following tables provide some general examples for guidance:

LTI R5FRIEL, 2B L L TEODLO—KEF 27D TH D,

5. 1. Water present as an excipient in the final formulation

BRITT TDOHFIFNE L TDRDIFEE

Water is the most commonly used excipient in medicinal products: the minimum quality of
water selected depends on the intended use of the product, according to a risk based
approach to be applied as part of an overall control strategy.

KIZEIEMCBWN TR S —BICER SN AEINFICTH D  BE LT KOE/NEOSEIL, &
RHY 7 BRI D—E & LC, WHENA Y ZAZIZEASL T e —FIiit-> T, 2080 R
BT H2HRBICES>TESE A,

Table 1 summarises the main categories of sterile products. WFI is required for those
products intended for parenteral administration and this includes solutions for
haemofiltration and haemodiafiltration, peritoneal dialysis, irrigation solution and biologics.

F 1T, BHEFOTELRSEEZEN LI LD TH D, WRNE, FHER S (parenteral
administration) Z HAY & L7 L CERSIND D TH D, £ L TCIHUTIE, 1Mk AHi &
M ENT A1 (haemofiltration and haemodiafiltration) . JEEIEHNT (peritoneal dialysis) . J#E1FEIAWR
(irrigation solution) 33 JX UVEM“FRYELH (biologics) D 7= DIEHEIN T EiL D,

Sterile ophthalmic, nasal/ear and cutaneous preparations should be prepared using materials
(water) designed to ensure sterility and to avoid the introduction of contaminants and the

PR TAED SER . SR B L E T, @
RIS TREAR, B, T L CHA T IANDY 9, RUIFELEFHENLBEOSETT, Pharma-bio Futakami
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growth of micro-organisms. According to the risk assessment, this could require the use of
water of higher quality than purified water.

HEOSIRM, S/ER I J OB R ORANL, MEMELHER L, (B ORA LHEY O

JHARET D72 DIZaxEt SR OK) 2 LT, S ~EThHD, TDIURZTERA

Y MIEAIE, ZHAUCIEHRRKZ D S E W EOKDERNEREIND LD TH- T,

Table 1: Sterile Medicinal Products

#1: EBEEXKS

Sterile medicinal products
IEE IR

RANROFES NS KD ME

Minimum acceptable quality of water

Biologics (including vaccines and ATMP)

WFI A5 7K
EWEEORA (D7 F B LUATMPE ETe)
Parenteral A il WEFI 51K

Ophthalmic AR AI

Purified Water ik

Haemofiltration Solutions IfiLi % ik

- . . WEFI 5K
Haemodiafiltration Solutions izt A ik
Peritoneal Dialysis Solutions /& iz WFI VES K
Irrigation Solutions 7 i1:4% WFI 85 K

Nasal/Ear Preparations &/ /5|

Purified Water ik

Cutaneous Preparations A7) A B

Purified Water 5k

Table 2: Non-sterile Medicinal Products

Table 2 summarises the main categories of non-sterile dosage forms.
#2103, HEERGHEOERADT IV EZETBILIZ LD TH D,

K2 FEEERM

Non-sterile medicinal products

Minimum acceptable quality of water

Vaccines for non-parenteral use

Purified Water*

H—EHHT 7 F FRUK*

Oral Preparations Purified Water
% 11 B FERUK

Nebuliser Solutions Purified Water**
12T T AP UK FERK**
Cutaneous Preparations Purified Water***
J I A i Sl
Nasal/Ear Preparations Purified Water
el B AL FERUK
Rectal/Vaginal Preparations Purified Water
B e T B3 FERUK

* According to the outcomes of the risk assessment, WFI may be required in

some cases for manufacture of non-sterile vaccines where in order to ensure

PRI TIA D ZER . SR A SR L E T @
RICLLTER, BB, ZLTHA T IARDY ET, ROLAXEHENDBEOBE T,
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the vaccines’ safety and quality (avoiding introduction of microorganisms
undesirable in the specific finished product formulation) greater
microbiological purity of water is needed.

URATTEZAAL FORERIZ LR, &O#@$W X, FEEET 7T oR
ETH WRI BNRELERDAREER DD, Zhid, V7 Frozethl gz ik
AET D720 (b HFEDFEAMET OIS TOEE L WA DR A AT
H7202) . 0 @EWEFHIRERNLETEN S TH D

**|n certain disease states (e.g. cystic fibrosis), medicinal products administered
by nebulisation are required to be sterile and non-pyrogenic. In such cases,
WFI should be used.

R O BRRE (B 2 I XEIMERRAEE) Tk, X7 74—t ko TGS
D IEHE T, ﬁﬁ“(“&)o“( IOIEFEEWE (non-pyrogenic) TodH D Z ERTR I
%o ZTOFEREEIZIE, WRI 2T XEThHD

***For some products such as veterinary teat dips, it may be acceptable to use
potable water where justified and authorised taking account of the variability
in chemical composition and microbiological quality.

W OFLE (veterinary teat dips) (2D Tlk, BRSO A A/ W E D 2
7 /%%%J{“ LT, ZOMmBEAELERTHHTE T, 1 OoRBEZITTW5HE
2, SEOKOBERDNHE SN GERH D

5. 2. Water used during manufacture of active substances and medicinal products
excluding water present as an exciplent in the final formulation

BRREG T OFNFNE L TORZERS . JFRE L NER G DREFIZEEH S Sk

The grade of water will depend on the stage at which it is to be used during manufacture,
the subsequent processing steps and the nature of the final product, according to a risk
based approach to be applied as part of an overall control strategy.

KOOSR (grade) 1, A2 EEHEKO L L CTHEATRE Y RAIR—ZADT I —F|Z
Do T, BLEFICHH SN D NEEME (stage) . £TDOHRO T ot A, 8L OGRKEGLO
BIcHESL D LTk D

Table 3 summariseS the minimum acceptable quality of water for the manufacture of active
substances.
#3113, FEMEEOKOR/NROFRESNDWEZEN LD TH S,

PFHULIE CHEO ZBR E SIS L% T Ty
ARUOCIT 9 REAR VELTHATIANRDY ET, IRFELEZHENDIEORETT, Pharma-bio Futakami
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Table 3: Water used during the manufacture of Active Substances (AS)
£3 FEE (AS) oREEPIFEREhDK

Minimum acceptable

product in which it will be used.

JFEEH DU NEE 2 T D sl
S COEEEMEH B NI HERRBWE D
B /YA AN

steps
54 S OPANAY | SSRNON g U2 N VAN -
DOETOFREDE AL

Final isolation and purification
D5y BEFS KOG

Active substance (AS) Manufacturing step .
o quality of water
type/purpose  FE DR/ B i BERT v T KO Sh B B/NLE
No requirement for sterility or Synthesis of all intermediates of AS Potable Water™
apyrogenicity in AS or the finished | prior to final isolation and purification BCREAR*

Extraction of herbals
N—THEOHRN

Water for preparation
of extracts **
TR A

AS is fermentation product or

Fermentation media and cell culture

Potable Water*

biological and is not a vaccine or media BOREAR*
ATMP. T RE LIS KOS IR RF 2 K5 He
SR SRS T A & T2 VAR R A
ThY., T F R ATMP TiEn
AS is intended for manufacture of Fermentation media and cell culture Purified Water
vaccines. Also applicable to ATMPs | media FERUK
and starting materials intended for T A B i3S OV BT 25 15
the manufacturing of ATMPs which
are subjected to a sterilisation step
(such as viral vectors).
JFHET 7 FrofiEx ArE LT
Wo, Eio, JevmENELE (ATMPs)
BEOU RiE: ABICE S ?2) IRE A
T T D YemE R (T A
VAR B—D 15 7e) OiE H
ML L7z 38 W)E  (starting materials)
WHEH A RETH D
AS is intended for manufacturing of | All steps including fermentation media, | WFI
ATMPs and not subject to a cell culture media, initial purification, TSI
subsequent sterilisation step (such final isolation and purification.
as cell based products). FEMERE M, MG, A = v L DR
TR, (ATMPs) o flyE | B il KO RAE ST 2 TO AT
ZHBE L TWDN, 20k (1 v 7
JAR— 2D D L 5 72) WE AT
Y T HEZT RN,
AS is in solution, not sterile, and Any step excluding final isolation and Purified Water
intended for parenteral use. purification. FERUK
JREITRIR T D73, MR T AR 7R B E R Z R 2 TD AT v 7
WV, O AEZERL TN D
Final isolation and purification WFI
A& D 5T & R TSI

VPRI THED ZEfE L TR 2 BV L £,

FRSCTH TR, BAE

FLTHATIANDY £7,

TR L ZFHENDBEDSE TT,

®@
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Minimum acceptable

Active substance (AS) Manufacturing step .
quality of water
type/purpose  FE DR/ B i BERT v T KO Sh B B/NLE
AS is not in solution, not sterile, Final isolation and purification Purified Water***
and intended for use in a parenteral | f#& o>y HfE & ksl FERLKR***
product.
FEITAER Clde . METH R
VY, OERAEERL TN D
AS is not sterile and intended for Final isolation and purification Purified Water

the preparation of non-sterile FcHE DAY B & FERUK
vaccines for non-parenteral use.

SR IR T e < FREN O HR
DI T 7 F o O & BRI L

W5

AS is not sterile, and intended for Final isolation and purification Purified Water****
use in a sterile, non-parenteral D4 Bl b g ol akaialed
product.

JFERIT IR C e s, MO IEE

oG ToHEERL TS

AS is sterile and not intended for Final isolation and purification Purified Water

parenteral use. FcHE DAY B b R FERUK
BRI T 575, TR % 181
LT
AS is sterile and apyrogenic. Final isolation and purification WFI
JRFRIT RN THFIETH D I K& Doy ik & R T K

* Purified Water should be used where there are technical requirements for greater

chemical purity.
£ BRI O AN ER 3 5 55618, BRKEZFEHTRXETHD
** Refer to the monograph 2249 “Water for preparation of extracts”.
%4 2249 “Water for preparation of extracts” =& = &,

*** Appropriate specifications have to be set for endotoxins and microbiological
quality of the active substance as per the relevant Ph. Eur. chapters.

YT 5 PhEULOFEIZ LY YiZFEEOT U R M ¥ B LOMAEDFRIELC
DWW, YRR 2 RE L 2T TR bR,

**x*% Appropriate specifications have to be set for microbiological quality of the
active substance as per the relevant Ph. Eur. chapters.
%475 Ph. BULDEEZE > T, HREFE DAY FHEIZ DWW T,
ZRE LRI T 720,

1Y) 70 Ak

Table 4 summarises the acceptable quality of water for the manufacture of sterile and
non-sterile medicinal products.
F 4%, BEB IOHFEFOERLOBEHOKOFEINDWEZER L TWD

LB CIED SR L DRI BEV B E T @
RO ;Ué'a—u/ ARL AR n/\ FLTHATIANDY ij— ARSI & miﬂélﬁfﬂéﬁi’%fﬁo
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Table 4: Water used during manufacture of medicinal products
but not present in the final formulation
EELOBERIHER I N D0, BERLFHITHFELRVIK
Minimum acceptable quality of water

Manufacture & &

K DB/ NEFA i
. S Purified Water*
Granulation i i i
Tablet coating  $eflo=—7 47 Purified Water f#ik
Used in formulation prior to non-sterile
lyophilization Purified Water 5tk

FEHE R OO WG HAARAT 047 TDfE
Used in formulation prior to sterile
Iyophilization WEFI 5K
HE B O WURS R AT O A5 T O

* For some veterinary premix products (e.g. granulated concentrates) it may be
acceptable to use potable water where justified and authorised taking account
of the variability in chemical composition and microbiological quality.
HLFEOEMM T VX > 7 A8 (F 2 TR L U7 ifi) (2o TiE, (k%
HIRELAR & P IS E DB 2 B REIS WAV T, E AU G BRI IE 4 P DR 23 7]
HE (justified) TH Y, KRN TNDHDTHIUX, BBKOEHANTFEIND
AIREMED B D,

5. 3. Water used for cleaning/rinsing of equipment, containers and closures

BR T BLORBROESR YV > RIZ@EHT Sk

Washing procedures of the equipment, primary containers and closures normally fall
within the field of GMP and are not described routinely in the MA dossier, but may,
in certain circumstances, be requested by the competent authority.

e, —IREEERZRE L O oW 5ikiZ, GMP O#HICH VD | e AGR R FE EIRfT
T (MAdossier) 1Z1X, BHEBRSNTHRWY, LL, FEDORBIZIBWTIEL, H/H
(the competent authority) (Z > TRD LINLHLENRH D,

In general, the final rinse used for equipment, containers/closures should use the
same quality of water as used in the related manufacturing stage associated with the
intermediates or the AS or used as an excipient in that specific medicinal product.

FRENZ . B, —RAERGBB LORRIEH NS 7 7 A4 F /LU A (final rinse)
L. A (intermediates) 372 13RS & B U 7= USRS CEH S b Kk &R U SWE
. EOERREIERSORINFE L THEHESNAKER UWEEZFEHATRETH D,

If equipment is cleaned with diluted detergents and/or dried after rinsing with diluted

PR TAED SER . SR B L E T, @
RIS TREAR, B, T L CHA T IANDY 9, RUIFELEFHENLBEOSETT, Pharma-bio Futakami
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alcohol, the alcohol or the detergent should be diluted in water of the same quality as
the water used for the final rinse.

H LSS & AR L 726854 (diluted detergents) CHEHE L. £ LT/ XL, AR L7=7 1=
— LTV VAR TOTHIIL, FOT N a— L -3ssmlit. 7714 F 10 v
AN LT2KER USE ZFFOKICE > THREIRETHZ &,

Table 5 summarises the acceptable quality of water used for cleaning/rinsing of
equipment, containers/closures for all medicinal products.

R5IE, BETOEKMBICEHLT, K, Bé /Mol V) o AR T 2 KOFFES
NLWBEZEMLIZHDTH D,

(F&5% 1 HNTHEET 2720, &H)

PR TAED SER . SR B L E T, @
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Table 5: Water used for cleaning/rinsing

#5 W) AMERTLHK

Cleaning/Rinsing of Equipment,

Containers. Closures PRODUCT TYPE Minimum Acceptable quality of water
s D DE/NBOFES NS H
B B ROV L ) LR RIKI DOFERE KROB/NROFFRE S ND ME
Initial rinse A => ¢ /LU & Intermediates and AS Potable Water
HR IR TS L OVRE HOEFK
Final rinse 771 F /11U 2 AS g Use same quality of water as used in

the AS manufacture

JFERELE I3 20 LR CAE O

KaMHT 5

Initial** rinse including CIP* of Sterile products Purified Water
equipment, containers and closures, if e 77 S IEVIN
applicable.

LA 5701, tds, BasbB LW
D CIP 5o A = ¥ /LU L A**
Initial rinse including CIP* of Medicinal products — non Potable Water
equipment, containers and closures, if sterile [ CEVIN

applicable. I AL - I

L9 57 51F, s, el O
O CIP*%2Gief = v /L) VA

Final rinse including CIP* of equipment, | Medicinal products — non Purified Water or use same quality of
containers and closures, if applicable. sterile water as used in manufacture of

Lauid 57 13, M98, 708 10K | PSR — SR edioinal procuct, If higher quality
B CIP*ZGie 7 7 A4 FL ) A
UK 11, b LR L 0
Dt T T G e
L OREEIFEH S NSO EF U

a3 2,
Initial** rinse including CIP* of Sterile products Purified Water &k
equipment, containers and 38 [ A
closures, if applicable.
LM 272 0I1E, e, A
BLORRO CIP*% Eie 1A = /«7**
U
Final rinse including CIP* of equipment, | Sterile non-parenteral Purified Water or use same quality of
containers and closures, if applicable. products water as used in manufacture of
I B 0D F 1 S A4 medicinal product, if higher quality

L4572 013, s B i
BEURO CIP* % 4407 o 4%& than Purified Water
PRV BEOKE721T, b UK I B o
AVEE R RE THIUT, YLEREMS
DORGEIZHER EN D O L F U iE 2

ERAR
Final rinse including CIP* of equipment, | Sterile parenteral products | WFI***
containers and closures, if applicable. 8 T
L83 572613, B, A LU
B CIP*%2&te 7 7 A4 F L) A
PP TIA D ZHR & RN A REOE L £ T @

RIS TREAR, B, T L CHA T IANDY 9, RUIFELEFHENLBEOSETT, Pharma-bio Futakami
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* CIP =Clean In Place &i& i

** Some containers, e.g. plastic containers for eyedrops may not need an initial

rinse, indeed this may be counter-productive since particulates counts could
be increased as a result. In some cases e.g. blow-fill-seal processes rinsing
cannot be applied.
BIZIXRREIH DO T T AF v 7 RxERL Vol BONOFEEGRIT, A = v/
Y RIPRBLTIRWATREMED B D, EBRITIE, T4 GRIE: A =2 v U v R) D3,
ZOREFE U TR FBEZEMEE S LW WREE T L0020 5T
Hb, TDX D 7REAE, HlZ1E blow-fill-seal TFETH U v A%&T 252 Lidi
M2 Z &Rk,

*** For injection for veterinary use, Purified Water may be used for
cleaning/rinsing of equipment, containers, closures, if the preparation falls
into the exempted category from test for bacterial endotoxins (2.6.14) or test
for pyrogens (2.6.8) by the Ph. Eur. monograph “Parenteral preparations”
(0520). In this case, a risk based approach to justify the use of purified water
instead of WFI must be implemented as part of an overall control strategy and
particularly to ensure sterility and to avoid the introduction of contaminants
and the growth of micro-organisms in the final product.

) A ERANC OV T, Y RZ R AN 3 5 5 4545 “Parenteral preparations”

(RS (0520) T, M= N %2 7Bk (test for bacterial endotoxins)
(2.6.14) 5 D\ i, FEVEYEFAER (test for pyrogens) (2.6.8)D. i HERAND AT =
U—IZ#Z8 T 50 ThE, s, A, Bovtg V) o ATHRUK A L
Th LW, ZO%HE. WRI FERAK) b 0 ITHEOK O O EiagE Y
PEOFAZ T2 (ustify) 72DD Y AT RXR—ADT T a—F %, Ko [EEMZ
RAET D) 720D, £ LT TREEE TOBERMORANE | AEY OYE5H 2
D1 T2 DEBHRE A | RR 722 E BEHERS  (overall control strategy) D—3 & LT
Ikt L7 i F U7 5720 (must)
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