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IH No

e IR

2.1

HEER Premises - C.02.004

2.1.1

52
Q.1

FEEHAOME B NT,HER FEME GG R O BERR 2% L C HEPA 7 4 VX — % FFoZ &iX, GRiE; -2 D) GMPEANZ,
HEPA 7 4 W Z —OEMAZER S | £DOZ L ZFRL TR,
ZOGMPHAITIE, #Y) L8O 5584 (when appropriate) (. Z5HE. AW, 51 k.

WEEIZOWTHEUNCE T 2SO HEZER L TWD, HiZ, Zokrrva Tk

Are firms required to use HEPA | 254, @UIRZEL[ AT AT & (REEEA~OZZ 545G H o 7 1/74/1/5' kit)\ﬁ%@%i?%
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filters in the manufacture of
non-sterile dosage forms?

ANVE—%ET) OERZERL TS, TRHOREL, RAEFROPIEEZRRTEY, 2z HJE
7¢ FEEIE Twhen appropriate GEBI & RO BN H5H) ] Th b,

IAfE 72 GMP ZERIZIENAS O DRZEICH > TE, £OFX A MilliITiEO—E L LT, HEPA 7 4 /L
2 —HMDIER Y AT LD ZRINL TV 5, BlzIE, 8O0, ¥ A M UIADFIZ1T > T
kb\%®%&74w&~ﬂ\@bfﬁﬁ%%oﬁ%(@bfﬁgf%of%\m®%§_%ﬁiﬂt%
AFIE, ERAREE LOBREET 2L 20 0) OREGREZS DO THD L OHWEZ T LTWD,
Al
The GMP regulations do not specifically require manufacturing facilities for non-sterile drugs to
maintain high-efficiency particulate air (HEPA) filtered air.

The Regulations do require the use of equipment for adequate control over air pressure,
microorganisms, dust, humidity and temperature, when appropriate. In addition, this section calls for
use of air filtration systems, including prefilters and particulate matter air filters on air supplies to
production areas, as appropriate. These provisions speak to measures to prevent cross contamination,
and the key phrase is “when appropriate”.

Despite the lack of an explicit GMP requirement, some firms may elect to use HEPA filtered air
systems as part of their dust control procedures. For example, firms may perform dust containment
assessments and decide that such filters are warranted to prevent cross contamination of highly potent
drugs that, even in small quantities, could pose a significant health hazard when carried over into other
products.

(September 9, 2003)

HEPA 7 4 V&% — D54 M35 H
DOP i 4 72 (R E 1 X FET 5
e
Q.2

FELTWS, VAZTFIN-T7HL— k-7 YV —/LiL, Di(2-ethylhexyl) phthalate, di-sec octyl phthalate
EHIEEIN S, DOP (721X DEHP) 1%, EWHIZH72 5T HEPA 7 4 /v X — D52 MR BRICHEH ST
W23 DOP BBRD T ) — )L 321 T < A& T D IEFREA~OBER R BRI OV TORER H Y |
K0 LZERFEFEOMRBFLBE L KD 5TV,
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Is there an acceptable substitute for
dioctyl phtalate (DOP) to integrity
testing of HEPA filters?

a7 REARZENS OB %2 %1 CREORE DRI L7851, Emery 3004 PAO & FEIEHL 5 Henkel
1 (Emery Group) OB TH 72, ZOHGIZ, 4B F A h—7 (centistoke ; cSt) DHEE DEHL % Ff>
polyalphaolefin  (POA)T&H > T, £& LTAHANVHOMIEHAN—ZA A~y 7 A, EXAK)HEE
LTSN TS

Emery 3004 (POA)IZ, HEPA D5 2MEFRERTO DOP O L 45 Z LRk D,
A2
Yes. Dioctyl phthalate aerosols also called Di (2-ethylhexyl) phthalate, di-secoctyl phthalate, DOP, or
DEHP, have long been used to test the integrity of high efficiency particulate air (HEPA) filters but
concern about the potential health effects to people working with DOP test aerosols has led to a search
for a safer equivalent replacement.

The product of choice from US Army testing with assistance from various private companies was a
Henkel Corporation (Emery Group) product called Emery 3004 PAO. This product is a
polyalphaolefin (POA) in the 4 centistoke (4 cSt) viscosity grade, used primarily as a lubricant base
stock for oils, lubricants, and electrical/hydraulic fluids.

Emery 3004 (POA) can replace DOP in HEPA integrity testing.
(September 9, 2003)

o DARZEN, FUEEHREH oS
FAVEFEHALTHWAS, ZITFED
W) O OB FTIZx L CRREIC R 72
NTEY D, ZOZEKIIEY DI}
ICHEREnNTW5b, ; L, 20
%“i%ﬁfi&wo_ﬁioﬁm
IEFFESIND LD THHN?
Q.3

(ﬁ%&@)@mﬁ4b74/mw$m@ if DIE (C.02.004) OFEFR 11 FHIZHEZ X, HDHFEDOAE
YR EA B L OaEE 2 T 2 A ORE IR, B UiADEE (self-contained facilities) Zffi i3 <X
Thod, ZOHEORIZHEZIX, AL ﬁﬁ&i BEDOETOMHEIZBW TR E 5 2 2 3%
ThoT, ZHZIEEROBEIN L EEND, MR ERIIFEL TRV, bAFEOMIEEEE A
BIFORE T, HEHARM LA, R HEIET S, L Lans, HAREOHIL, —E ORI T CIEHR
INDHHEDOTHY %@#@fﬁ@iﬁ_ﬁﬁéhé_k_ﬁéfﬁéooLﬁb\:hﬁEL<ﬂuf
— N ENTTFEE LI L OVEYERE FIEIZ X - TEMT bivaide b 7220,

A3
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A firm uses a dedicated suite for the
manufacturing of  antineoplastics
which is under negative pressure to
the rest of the facility and has the air
vented to the outside; the equipment,
however is not dedicated. Is this

arrangement acceptable?

According to the 2002 edition of the GMP Guidelines, under Premises C.02.004, interpretation 11,
selfcontained facilities should be used for the production of certain biological and cytotoxic drugs.
Under this interpretation, a self-contained facility is a facility which provides total separation of all
aspects of the operation, including equipment movement. Although not an absolute requirement,
dedicated equipment for the manufacture of certain cytotoxic drugs is highly recommended. However,
use of non-dedicated equipment may be acceptable under certain circumstances, depending on the
nature of the antineoplastics produced, but it must be supported by properly validated cleaning and
decontamination procedures.

(September 9, 2003)

JEZE2IZ X0 BREh 4 5 HE 8,36 L O
2ORGES 7 ORI 5 E
M 22U DV TR SV D #E R &I
ED XD TRIREEAE D 2

Q4

What is the acceptable limit for dew

=0

=

point of the compressed air used in
pneumatic equipment and to dry the
manufacturing tanks after cleaning?

GMP HA K74 Tlix
FREEEIIAFAE L TN 720,
THED

JEZER AR K OIS & o 7 ORI 2 22 5D AR % 1264 %
U}HA%JUDIE@@F%)QAL (2D — R 72 7 2 07 Tl I BUR 2 E % ki
(B, £ (EZEO) BEZGET & THD, o T, L ORREBOEUMNE 2 #HESL

THZ &I, BRAIEEE . CAEER SRR EEOELETH D, b UIRE X 7 RO KBRS TN 5 E
ZEOIRE SRRV ICH @D THIUL, EEEIC L > TEORE Z 7 ONEmIHINKTER TR S, £
NP2, ZHCE T, ZDOX U 7ITRE LIRS, MEMOME 2K Z S 2RI 50 b mns
Vo THEFERARZ ETHDON, BEOWHFERRIC, B IS WRED OIRFKRDDZERICHRET D2
EHEHETH D,

A4

Under the GMP guidelines, there is no limit for the relative humidity % of the air used for pneumatic
equipment and to dry manufacturing tanks. From a general perspective, based on interpretation 4 under
“Premises”, the humidity must be controlled where required to safeguard sensitive materials.
Consequently, it is the fabricator, packager/labeller’s responsibility to establish the pertinence of such
control. If the humidity % of the compressed air used at the last step of drying of a reservoir is too
high, micro-droplets of water could be generated on the internal surfaces by condensation, hence
contributing to the possibility of microbial growth following storage. Similarly, it is important to make

sure that residual water has been completely eliminated from hard to reach surfaces of the equipment
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after cleaning operations.
(September 9, 2003)

2.1.5 — R et & . B LA D sk O — MBI hEER & B CIADRER DR 21T E kT DEEE 1T, REHEZP S L O A ECEDRIZR 5722
Z1HIMEIBEET 2L 97 QC | W ZHUIT ¥ UV —FIBOD L, RO LD RIGEREOFERH DM, ZHUIREIND O TIEAR
HRL LB OB IR LTS | .
BLREN D)2 A5
Q.5 Movement of personnel between self-contained and other facilities must be subject to procedures that
What are the requirements applicable | will prevent cross-contamination. This may include but is not limited to decontamination procedures
to QC and engineering personnel who | such as showering and change of clothes.
travel many times daily between | (September 9, 2003)
self-contained facilities and the
regular facilities?

2.1.6 Mgk ] OO 11.2 128V T, UUToERIL GRIE : 12D GMP HlHID) {HEED [Schedule D Drugs (—%#& D [EIEMH) | 28

[y "= ARE] ZFEFIE LT
HIFTND, LrLans, ZoH
FEIL,GMP OEEE LTEREN SN
TV, ZoHEEHTEIZSWT,
o LEEMICIR R HTE,
Q.6

In  Interpretation 11.2  under
Premises, a reference is made to
“campaign production”. However,
this term is not defined in the glossary
of the GMPs. Could you elaborate
more on this approach  of

manufacturing.

BENTBY, RORIZEH SN TND, -
“ORESHIHRICE S To, MM OKZR TO—2L Eo®ih) O, H250iE IBRfETO

FURGO—2U Eory M O—@EDOML, F¥ = AR, WHOHE Gtk I/ 720

s B O - vy MR SN DFTOEE T v AT, EARKERTHELLITHA .

ZOERIT. ZOGMPIHA RIA L DEZRDOM (N—2a2) ITFRHESNDTHAD.
A.6
The following definition is included in the Annex for Schedule D Drugs - Part 1 and should be used:

“Sequential processing of material, either more than one product in a multi-product facility or more

than one lot of the same product in a dedicated facility, over a defined period of time. Campaign

production could occur at any point in a production process where common rooms/suites and/or

equipment are reused for multiple products/lots.”

This definition will be included in the subsequent revision of the GMP Guidelines.

(September 9, 2003)
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2.1.7 IR DOBEICE T 5 EMERD imB X (F72i3) BWih & O—REMFR w0 EHITAN 2 28503, KF1HY, MEMDHY:, £ LT
(NEW) | EE¥#EIL, E DR b DM ? BACKFEIADIFAE L 72\ T k DHH SN TNWL I L 2E=F =T _XE T D, BWHTDMREMIT, ShEE
Q.7 P AAIONR 2 L2 BETRETH D, WRBOMEEIC L > TE, BIRRAKEICAR D00 LLRy,
What should be the standard of | FH#{FIEIC KD 7 XA THETT L2 H A (KAE) 1L, BETRITNVIWITRNWL, 207 4 V¥ —3578
compressed air used in the | EETF = v 7 LARTNITRERN,
manufacture of a drug? A7
Air that comes into direct contact with primary contact surfaces and/or the product should be
monitored to control the level of particulates, microbial contamination, and the absence of
hydrocarbons. Limits used should take into consideration the stage of manufacture, product, etc.
Additional tests might be required due to the nature of the product. Gas used in aseptic processes must
be sterile and filters checked for integrity.
(January 3, 2008)
218 | HLiADMEROBESIT, MiEHER & WM OBEY Y 27 2 F/NTT 2 K0 RIFIET, fiskd K OMEREZMFITHRET 2 2 &3, BEOHEE
(NEW) | AICBHINICH DRBFERARE TR | ThoH, Ziudid, miRT 2ERMZIN T Lad 2N OB ZEND D TH D,

Kb FACEIICEASNDD? (T
DT RIFGHARr— T, BEDRK
D H 5WME. D THifim %
. »250EHERD TRREOE WY
BExHOMEERHD) Ehib
Z O LIADOBERIL, BIEEEIC
RESNDHLDTHDDMN?

Q.8

Does the concept of self-contained
facilities apply equally to research
laboratories

and development

(susceptible to  contain  highly

LVFELWHAZ AL, GMPIA FAXOH 1 1 EORH DB SN TN D
FUE © BT FDOGMPRIAIOY A MIKRDEY TH D,
http://www.hc-sc.gc.ca/dhp-mps/alt_formats/hpfb-dgpsa/pdf/compli-conform/2002v2-eng.pdf
A8
It is the responsibility of the manufacturer to ensure that their premises and operations have been

designed in such a manner that the risk of contamination between products is minimized. This would
include research and development areas within facilities where marketed drug products are fabricated
and packaged.

Further guidance can be found under interpretation 11, Premises of the main GMP guide.
(January 3, 2008)
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sensitizing, highly

potentially pathogenic material in the

potent or

analytical scale) that may be in the
same building as the manufacturing
facilities, or is this concept limited to
actual manufacturing operations?

2.2 HEER Equipment - C.02.005
221 BT, REAfO L —L 2k TR, Ny FTRETEHEICB VTR INIEAOFEFELIXa— R THBl s s REThH D,

IRYTAREN?

Q.1

Should equipment be labelled with
calibration dates?

ZOWMOERIT, DO, RO LDy FIHEH SN EXE T L ETOIMTEAME Lz
HDTH D,

GMP BLHIIZ, S HEEHC £ OROIERE £ 7213 RERBICB L TOIRBBFRTRE T2 Z &£ 2 2R L Tl
LU DEESRIE, BENL SN AT V2 — VI > TIRIEB KO/ i3k T bR o3 &
([CREEITZ D LD RIEE 2 CEAL L TRE 2 LR TR 57220,

ZOMANT, BIERLRED BEYICE L TEEMG L IFEEERZ XL TH 2Ry, LrLarnb, 5%
B2 DT AR IET 2 MBI, ZOBEEICE S LD TH A H, —RIIC, T/ ZHET D8 1T.
WIEZAT O DITHURTH D, RIE/MRBENLIEL LWL, sk TcErkoicLizy, 2ok
EOKRE/MRET 07T HIEDZYTLHERR, L, REEZOMBERE MRE7T 07T A
MO RS LT RER M 2 AT 5 2 LS ATRE TR T IR 67220,

BEPIC, KT, DOWREWIE/rEz Lo b LORE, #RBIUHE, £ L TTOROK
1B/ R B 2042, LFEICK o TURTILEEAWRBICTRETH D, TOL I RIGERXML T
52 LiE. GMPbLDO@LEEZOND, KIE/MreED 27 (L) S THRBEE 5 RETII RN
RN IE/RES TBFET D DOHTHIENERAZWMESED 2L TRV E B2 b, TLEEMNITD
NELZEAETRETHD, B¥TEL, HOIEHRERE/TRET 07T NTEHFDRNE DL ORERE %
HATAREL T RETH D,

Al
Major equipment should be identified with a distinctive number or code that is recorded in batch
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records. This identification requirement is intended to help document which pieces of equipment were
used to make which batches of drug product.

The GMP regulations do not require that each piece of equipment bear status labelling as to its state of
calibration or maintenance. However, equipment must be calibrated and/or maintained according to an
established schedule, and records must be kept documenting such activities.

The regulations do not distinguish critical from non-critical equipment for calibration and maintenance
purposes. However, the need for calibrating a given piece of equipment depends on its function. In
general, equipment that measure materials warrant calibration. Equipment not requiring
calibration/maintenance need not be tracked or included in the firm’s calibration/maintenance
program, but the firm must be able to support its decision to exclude a particular piece of equipment
from the calibration/maintenance program.

During an inspection a firm should be able to document when a specific piece of equipment was last
calibrated/maintained, the results or action, and when its next calibration/maintenance is scheduled.
The absence of such documentation is considered a GMP deviation. While the absence of a
calibration/maintenance tag is not objectionable, the presence of a calibration/maintenance tag alone
should not be assumed to satisfy regulatory demands, and the supporting documentation should be
audited. The firm should also be able to support its decision to not include a particular piece of
equipment in the calibration/maintenance program.

(September 9, 2003)

23

wXE8

Personnel - C.02.006

2.3.1

KANDOFANIEE . DL FRE
FoDWITHABRERICEAL T, QCk
K OME O FATH ORMEZAT & YLK

C.02.006 DFER 1.1 OIEIZ LiuE, FRFIZEE . a2E¥EE FrREFD D WVITRERER ITE L TRFEEE
DERZIRINDDE72722 NOFRE Th - T, THIFRESM E QC HMIcHEEE AT HATH D,
GMP HAINZEN L 24 DAL > TITH) Z R ER L TWAHDIE, BHEDOEBETHD, LLAnb, &
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T2 LiXERED?

Q1

Can you expand on the delegation of
authority for the person in charge of
QC and manufacturing departments
for a fabricator, packager/labeller or
tester of drugs?

LZRLINZTANTT ) ZEBPRARETHLEFAMD S D L OFERIIAIM L T D, MR 1.4 HIZEh
LR EEIRE, B FECTORE T 5 0B O A & TIC K VAT G S D AREREE . GEEE
Tt OBERE IERRFEAELRA L. 22 <TH 2EMOBE T 258 TCOFRERREZAT 5 N2, £h
LEBOEENE KD, L LR b, BEFIIEELEFICH L TORPARMENIKD . £ L CKHER
MERR 2 PRFF L T D,

Al

According to Interpretation 1.1 under C.02.006, the only two persons that are required to hold a
university degree for a drug fabricator, packager/labeller or tester are the person in charge of the
manufacturing department and of the QC department. Specific tasks are required by the GMP
regulations to be performed by one of these two persons. However, the Inspectorate acknowledges the
fact that this may represent a workload that is impossible to carry for one person. In line with
interpretation 1.4, those tasks can be delegated to a person in possession of a diploma, certificate or
other evidence of formal qualifications awarded on completion of a course of study at a university,
college or technical institute in a science related to the work being carried out combined with at least
two years relevant practical experience. The person in charge remains, however, accountable for the
tasks delegated and retains the necessary authority.

(September 9, 2003)

RE : ZOREET A2 L00L > THD, L)X, BARENOEROEET, BAOERE CKEZETL) »b.
Z DT ONWTOfERE=ZIT T\ 5,

232

T, F—L2D5 A (QCHDHN
IFELEM O EEE Lo Tn) OF
R4 2 ERFIEMT 5 2 ENHE
RKED M,

Q.2

Is a company required to notify the

RETRV, L LS BRI BN € OIT 9 NESIFBNEICHE - T, €.02.006 DI 1 THE 721X
BHOERICAEET DI L2MELTLDIF, TOREOELETH %,
A2
No. However, it is the company’s responsibility to make sure that the new person meets the
requirements of interpretation 1 or 3 under C.02.006, depending on the activities performed.
(September 9, 2003)
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Inspectorate of a change in key

personnel, such as the person in
charge of QC or manufacturing
department?
233 | Section C.02.006 DfEFR 1.1 \ZBIL T, Z OfFRO T T, ﬁﬁ%ﬁ VA FONEAE B JURBREA IR LT ROEEIF & an B B
FREEIT, FNITHYT DL | KTEEEAET D AT, Z0XES Eﬁﬁ—ﬁ‘é PEZONT, BT HORFH DI T T F TOEKRIERE
X, Tz BERT 502 T, TNLRAFETH D LROONDIEZA S RITR B2,
Q.3 A3
With respect to Interpretation 1.1 of | Under this interpretation, the individuals in charge of the manufacturing department and the quality
Section C.02.006 what is meant by a | control department for a fabricator, packager/labeller and tester must hold a Canadian university
university degree or equivalent? degree or recognized as equivalent by a Canadian university or Canadian accreditation body in a
science related to the work being carried out.
(May 12, 2006)
2.4 Y- F—3v Sanitation - C.02.007 & C.02.008
24.1 R FUE; Bhho) X, v=7— EAREEHT 256, V=7 —var - 7ar T A3, EHOHEYRRZD < OIZLER TE L 36

T a YDOERFETH D ?

Q1

Is fumigation a requirement under
sanitation?

(2, BREHOFENDFESNLTWDLIRETH D,

FEZR T BRI, BEORFHETIIRY, BROFEAMEL, T=F—%1T\, FHIETHD, ERET

BEAE, WU TYHRL RS X ThH D,

BAETERHYD Section 85 L8 11 DER MR SEHH =4 ) —FHFER, RSN RETH
BEEZLILD,
ALl

The written sanitation program should include procedures for pest control as well as precautions
required to prevent contamination of a drug when fumigating agents are used.

Fumigation is not a requirement per se. Infestation should be monitored and controlled. Where

GMP Questions and Answers / January 3, 2008

11/80 Tr)w e I a2— 3 X W




fumigation is used, appropriate precautions should be taken.

Methods of sanitary control that satisfy the requirements of Sections 8 and 11 of the Food and Drugs
Act would be considered to be acceptable.
(September 9, 2003)

242 | V=F7—va LT, ®EER FREEME OMENTIZBIT % A % > A%, Health Canada @ Compliance and Enforcement & 7 = 7' 1
DIFSNDHREEIZEDOL >R D | F22H AFTE S Cleaning Validation Guidelines 2251525 Z & 232k 5,
2 A2
Q.2 Guidance for the establishment of limits can be obtained from the Cleaning Validation Guidelines
What limits are acceptable on product | available on the Health Canada’s Compliance and Enforcement website.
residues regarding sanitation? (September 9, 2003)

243 | BUWEDOX v Y —ThH o I L3 GMP HHI Section C.02.008 Tid, EREDIREDF ¥ U ¥ —L 72> TD NiF, HFIN2EE S DT

STWH N%, EHEETEESE
HZEIEFFFSND N2

Q.3

Should individuals who are known
carriers of communicable disease be
allowed to work in production areas?

BT ST 7 B AT RETERY, TORBOMWEL LOEDIEEENTIEBHEDOZA 7T, TOHK
Bl L CORBUREDO RN ELGSND TH A I, o T, EMOMELERDL L2, 7 R AT
Do b LA LIZEERDN, ELWEAFIETEORBZI WA EN-To b1, HOEOERIL,
ZOFHANEB L TUSEEZT D2 THAI, LLRBRNL, EEENMEEORBROF ¥V ¥ —ThHh-Th,
ENERIBOPIRNZ L b HDHIEAH S, Tz, BEREANEEOFIEICMA T, ®WEEDFHGAER < X
D IRNREYRNY ¥ — s VAT LEWYNIGEZ D RETHA D, THOHDFIRE, ETOUEBNFITT
¥ CUECA oV AN

A3

Under Section C.02.008 of the GMP regulations a person who is a carrier of a disease in a
communicable form should not have access to any area where a drug is exposed. The likelihood of
disease transmission by means of a drug product would depend on the nature of the disease and the
type of work the employee carries out. It may be advisable to consult with a physician. Certain
diseases could be transmitted through a drug product if proper hygiene procedures are not followed by
an infected employee handling the product. However, an employee may also be a carrier of a
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communicable disease and not be aware of it. Therefore, in addition to strict personal hygiene
procedures, systems should be in place to provide an effective barrier that would preclude
contamination of the product. These procedures must be followed at all times by all employees.
(September 9, 2003)

244 | ENK=EF, NA By b TTURO BSIR O AR LEE Sy N7y T SNT/NMID T IS — s TN bRk my b e T b
BECBONTOLETH LN ? ThoTh, TOPTEKT D Z LiFFFENRV, BRERX, TOEE A1y - 772 b ORGERR
Q.4 DEFRET ~E TH D,
Are gowning rooms required even in ZoRfay b 7T MRRGEA EREBRAZ &) OEJERET S EOREEZTIUE, 7L -
pilot plant operations? 27— OREFEICHEA SNDBEZHTN, Ay b 770 bafEic LTh#EH S iz 67220,
A4
Even in a pilot plant consisting of a small laminar flow area where the apparatus for filter sterilization
of solutions are set up, it is an unacceptable practice to gown in there. A change room should be
available besides their sterile pilot plant production area.
Based on the assumption that the pilot plant will produce drugs for sale - including clinical studies -
then the same principles and considerations that apply to full scale production operations must also be
utilized in pilot plant facilities.
(September 9, 2003)
245 )= T e N T =g U EAT HYATIE, £ ORNCENE U2 38A) E 23RO FEM O X v ) — « = "—DH2 b3 WAlk
O, RAHROFAEREMEIZED | LOFEEEAIOX ¥ U — - = —bFEEND,
RpbDEBEZLND? Vel N 7 —3 a3 B LT, BEER R SN EFFRREMIZ, FEL TV, e RliEd o5
Q5 F b IKFIZ D722 DT, B RN FFEDREMAZRET 5 Z &id. HEBENTH A,
What are considered as being LML G, BEITEOGITFEORREMEIILHAADZ & EE L TROEREDORE 2 KM % &
acceptable limits for | O RIREME AN THNERD D,

cross-contamination when performing
cleaning validation?

IFRIREEZRET 256, BRI 2RI, —RWICKO L) 2boinafisnd, ;
(1) WREFORGETOFX ¥ U — « I—S—OFHfh ;
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(2) FREMED D 15U E DM

(B) UV REL AT TIEDY TN TOIHEREY DR |

(4) SIHTEDRRIREM ; BXLO

(5) HHmAL,

FREEME DO RENTIZBE 3% H A & > A 1% Cleaning Validation Guideline T v , Health Canada @ Compliance
and Enforcement ® 7 = 7% 4 FH AFTE 5,
A5
Contamination may include not only carry over from a previous product or residual cleaning solvents,
but also detergents and surfactants.

No established standard acceptance limits for cleaning validation exist. Due to the wide variation in
both equipment and products produced, it would be unrealistic for a regulatory body to determine a
specific limit.

However, firms need to establish limits that reflect the practical capability of their cleaning processes,
as well as the specificity of the analytical test method.

When determining the acceptance limit, relevant factors generally include:

(1) Evaluation of the therapeutic dose carryover;

(2) toxicity of the potential contaminant;

(3) concentration of the contaminant in rinse and swab samples;

(4) limit of detection of the analytical test method; and,

(5) visual examination.

Guidance for the establishment of limits can be obtained from the Cleaning Validation Guideline
available on the Health Canada’s Compliance and Enforcement website.

(September 9, 2003)
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2.4.6

HFEOBLE T, [A—/ED Ny F
L f5e B D 72 8 DR RR IS K OV ER
B LD X A T EHEZ, FD XD
RbDTHDH? £ LTHUCES
Do TE (RE) OHBEICH
WL, EDTHAHIN?

Q.6

In terms of cleaning, what would be
the frequency and type of cleaning for
equipment and  premises  for
successive manufacturing of batches
of the same product? And for
different of the
product?

strengths same

C.02.007 DD 3.5 1%, A CHEAND Sy FRIT, TR ORE 2 ERT DHEFLOTTIET,
MBELINRNTHAD | EHELTWD, i LUMR DIEFLOME & Z A 713, dfgLizm v b
ORI R SICOW TR E LT IuUI2 b0, Zhid, 5ry MRZORIOR Y MIX-T,
oD WITBRERIC L > THR IR, LWV RRINRT— VNG T 720 Thd, £, Bior v D5k
FEN, TDHOBE Yy FOMEICA NI a5 THAD T EZMEFER LD L LRITNITR B0,
TN Z, FHIIE D 2 WIZRBIE O & 9 2FRICE LT, RCRGO 250wy METIE, #5872
HEF LR ERSND ZEICRDTHA I, DEV, FHicZzm v FOFEOFIGK AT, RIOEOINDOH
NFZZ, ZOHIO B Y b LDOFRFEY (ZNHIER—AREA MO X I BRFFIMNET L2 THA D) »
FHEINDZ LSO THD, HiOR Yy WD DORFMZEUNIRET 21D D HEEHNLT HZ &
MREEIRD S, Z LT, 7 U =L O H DEOFITI 6 LT, EMTGICERATFY ORI
K DEAE LW T Z T D 72012, 2 oD 2 EEDKORKFARHMEZ N T — 524 %
WMELIRS D,

A.6

Interpretation 3.5 under C.02.007 specifies that “a cleaning procedure requiring complete product
removal may not be necessary between batches of the same drug”. The frequency and type of cleaning
for equipment and premises must address the length of time between consecutive lots with the ultimate
goal that a particular lot won’t be contaminated by the previous lot or the environment. It must also
ensure that residual quantities of the previous lot won’t impact on the quality of the following lot.
Thus, a partial cleaning would be required between two lots of the same product, especially for forms
such as liquids or suspensions, in order to prevent a few units at the beginning of a new lot from being
filled with residual quantifies from the previous lot that may be located in packaging equipment such
as hoses or pistons. It would be required to establish a procedure for the adequate removal of residual
quantities from the previous lot and to validate a maximum period of time between two successive
productions in order to avoid problems such as microbial contamination or residue drying for certain
forms such as creams or ointments.

(September 9, 2003)
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2.4.7

AP« FEMERE FOEFEIIC BV T, K
MRIZ 2 DDOKHEZFFOZ LITFFAR S
nwame Blb, —ooKEITES
BRERKEA—N— e F—LTHY
H O —DDOKAET QA EEE M
HFHOKETH D,

DX BRBREE=2Y) 7« T—
HINEEREND D2

Q.7

Clothing: Is it acceptable to have two
levels of clothing in the non-sterile
manufacturing areas, i.e. one level for
operators with full gowning and
coveralls and another level for QA
auditors and visitors?

What environmental monitoring data
is required?

PSS, BEFEEICAD NITX L TR, REREINT, 2, A Sy 2LTrae sl —L o
TeREA RIS ER DAL TV D, L LR b, BT L s WKEDOYMZG 5 72012, FH O
RRE L Vo T, FEFICH LTI VB LWEROEH ZIRE L2 N EWTHA 5, IR G
THERATDKIRICONT, HEDOREET=4 U & 7 OERIFFEL TRV,

A7

Yes. There are basic clothing requirements for any person entering the manufacturing areas, such as
hair, mustache and beard covering, as well as protective garments. However, a firm may decide to
apply more stringent requirements for operators, such as dedicated shoes and garments providing a
higher level of protection. There are no specific environmental monitoring requirements for clothing
worn in the non- sterile manufacturing areas.

(September 9, 2003)

2438

HEEZ T T WA A ST 53
R R 35 1 D 22 R DA £ =
2V 70T 7, JiES
EEAE LTV RWERFRTIT ) 2 &N
HR 2 7 2

Q38

Can the sampling for the microbial
monitoring of air in non-sterile areas
where

susceptible  products are

Yo7V 73, TORE L TO L REAFEERICRE Sh TV HREZ K SE 572010, FRORE
L <IFBERIATI RETH D, WENRMELZ ZNABET LROBRHT 572010, MEFEEOH
DE=F VT HE, BObID,

A8

The sampling should occur during actual manufacturing or packaging in order to reflect the conditions
to which the products being produced are really exposed. Monitoring between production runs is also
advisable in order to detect potential problems before they arise.

(September 9, 2003)
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produced be conducted when there

are no manufacturing packaging
activities?

249 | BEEPER S TORWEANTIB W FAE LR TIWIT 20, BEEAZERSNRWVEATHE LS 2VE BERE) 2Bi<E T4 v
T FELL22VWE GRIE  FrER | SNCEYRFIEELMZLL, TLTENICEI NETHDH, Zhud, HEBEEOEAITH->TH, /T,
LIFIEFCEWR) ZB<OOFIE | HFE L ROEOER I E RN ST D FIRFIEDRIT R RN 2B T 5,

FIIFE L RITIUT RS 720002 A9

Q.9 Yes. Appropriate written procedures, designed to prevent objectionable microorganisms in drug
Must written procedures be available | products not required to be sterile, should be established and followed. This means that even though a
to prevent objectionable | drug product is not sterile, a firm must follow written procedures that pro-actively prevent
microorganisms in drug products not | contamination and proliferation of microorganisms that are objectionable.

required to be sterile? (September 9, 2003)

2.5 [F# 5L E&(NEW) (UPDATED) Raw Material Testing - C.02.009 & C.02.010

2.5.1 DK I LTRSS ND EcH O GMP Guidelines2002 40 Section C.02.009 DR 4 \HE 21X [ 25 L FEdm AAND — KR B 1248

(UPDA | THAEWIBREE IR &1L, EDfk7e | T2 MBS EET DMK E . ERLOWITIHERT D) Lbb.

TED) | b DDy, DiRUK) Z R AL (JRJ7 DYk, 2T AR EIC BV THERBLUE SN TWRWIRY | RERUKOHER: S0 5 LR E

FOFEEE LTHERT5HE.
ZDOKOAEWFHHE DE =
Y 7E LT, EORRRR
IO X&) ?  E. coli (K
@) , Salmonella (VL& T H) |
Staphylococcus aureus (BEfa~ K
T EKE) . B L U'Pseudomonas
aeruginosa (FEIREE) 2OV Tk
BREAT O &2

fiEiE, 100 cfo/ ml Rfii TH D, HIZ, Z ORREIEIEL HAS R ICRUE SN D MAMIREIE L Y b
FLWHDETNETH D,

E BT, RO OWHAIF L OMREBAI O L6 9 2 R0k L, Escherichia coli (KIGE)  F XD
Salmonella (H/VERTW) ICOWTHERZ T XETHY | FTRFIOLTITHERT 256
I%,Pseudomonas aeruginosa (ki E) 35 L OF Staphylococcus aureus ({2~ K 7 ERE) (2o
THBRZIT I NE Th D,

Al
According to interpretation 4, under Section C.02.009 of the current Good Manufacturing Practices
Guidelines: "Purified Water that meets any standard listed in Schedule B of the Food and Drugs Act, is
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Q.1

What are the acceptable microbial
When
Purified Water is used as a raw

limits for Purified Water.

material in drug product
formulations, what tests should be
performed in terms of monitoring of
its microbial quality ? Should tests be
performed for E. Coli, Salmonella,
Staphylococcus aureus and

Pseudomonas aeruginosa?

used in the formulation of a drug product".

Unless otherwise stated in a monograph or in the marketing authorisation, the recommended microbial
limit for purified water is less than 100 cfu/ ml . Furthermore, the limit should be more stringent than the
microbial limits set for the end drug product.

In addition purified water used for the formulation of oral solutions and suspensions should be tested for
Escherichia coli and Salmonella and when used for the formulation of topical preparations tested for
Pseudomonas aeruginosa and Staphylococcus aureus.

(January 3, 2008)

252

AT a7 7 AN ERFETDHED
FORIZED XL SR DTH DN ?
Q.2

What are
maintaining an impurity profile?

requirements of

USP IR i7" v 7 7 A )V Thz bzl 7 a2 k- ClliE Sh e FEROREN e v MIFEE
THLRMPOFELR ] & L TEFK L TWAD(USP @ General Information  <1086> &), &z v MIZD
FIEEAS, Z ORI 7 1 7 7 A v (FIHIBRPEICBHIE S v, & L CHAEIEM RIS U THERF S 1TV
%) EMEICOVWTRICRELTRETHD, xlFZEL0TaT7r A VE BRI 077 (L] LI
TG, EWV) DT, SWEEFEANROBEICZOT a7 7 A VEBRTIEINLTH D, (1) JRIK(API)
DENy FOMEEZFTMT D X, Q) MESNZ T o ALEROZYMHLZFMT 5 & X,

A OEEICE L COERDERICONVTIE, TPDY =7 H A NTAFTTEHUTOLEELZSRIN
720N, Zi#L5i%, ICH (International Conference on Harmonization ) @7 = 7 %A1 b (http://www.ich.org)?> 5
AFAEETH D,

HRUESR R O R K4 - ICH Topic Q3A®);
FHBAIT ORHY - 1CH Topic Q3B®);
A2

The USP defines an impurity profile as “a description of the impurities present in a typical lot of drug
substance produced by a given manufacturing process.” (ref. USP <1086>). Each commercial lot
should be comparable in purity to this standard release profile which is developed early on and
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http://www.ich.org/

maintained for each pharmaceutical chemical. We can also call this profile a “Reference Profile”
because the quality control unit refers to it (1) when assessing the purity of each batch of active
pharmaceutical ingredient (API), and (2) when evaluating the viability of proposed process changes.

For further information regarding the control of impurities, refer to the following documents available
on the International Conference on Harmonization Website (http://www.ich.org):

Impurities in New Drug Substances - ICH Topic Q3A®);

Impurities in New Drug Products - ICH Topic Q3B®).

(September 9, 2003)

253

AFLIZR—a v N ORIEE %KD
HoThH, JRIEAPHDOE R 4w D4
T% . M8l BrAD)E T 7Y v
7 RN = /% RGN S (ol s SN 3\
LI K 10 B8 HY I ARG LR
LI REY U TVIEHFR SN
LD THDLN?

Q.3

Does every individual container of an
active
(API) need to be

identification (1D)
regardless of the

pharmaceutical ingredient
sampled for

purposes
number  of
containers of the same lot available or
are composite samples acceptable
provided they are obtained from a

maximum of 10 containers?

NHADEIRFIBE LT, C.02.009 THOMER 6.1 120t 21X, API OFREREZRE L, b7 V28U
L 7e by, ZOLEXIZ2o0RIRIENRH D, -

1. #%&5iE (discriminating method : FRIE 1l 21X IR Ok7Ze L)) AL T, IDIZO>WTE2TOY 7
NERBRT 2 (BIXIXUSP O GRIE : £5:0) BEICH 52 TORBREZITH 2 L ITREHTITRVD,
ZORBRITFF ML A LT U 67220,

2. b9 =0T, BRGNP D EONT ] DY TNV EEE - =V LRGNV ETSH D
EThHD, LPLIORET 7V, 10 oY 7L E B2 5_XETIERY, ZOFRAET Y
TINZONWT, FFEDHERRBRZITV., B2, THITINA T, WliiBRs 2 DIREMOEENT VA
ZRFET D K OIAT 9. (FOMRGEIZH - UL EHENT VARRIIND Z L ZHFELE T H72D,
BAEWHROE A2 O TV EEFEEE LRITIERS720,)

FHELT, APLORILLe Yy b 72 Fasez AL LE ), rx0Z L TETORBERE L, &
BENOY TN 2RI RIT R 6220, EO%R T, BAORIKIT, £ 7 oW TRk 4 7
H2ETHD (ZhiE, 72 BIOMEERERZE D), B ORI, 7 VOH 10 B2 20K D7
FETELZ OV TNOFEREEEG L UHREWEER L, RO THEGERER & Nz 2L Th D,
ZOWHE, TOV T NVERESE LRGBS RGEZ. IEOY T AL s SEOIREMET HZ
ETHD GRIE: 9X8=2H 1T N), HDHIREMIIONT 8% EWV-T=d ) A HiDFERIZ., HasdD
—ONIELWVEZ G ER VAR E R T 2 LICRDTEA9, LW DIEE A OFZRN D DY TV,

GMP Questions and Answers / January 3, 2008

19/80 T eV a2—2a X R




ZOREMOEEED 19 (11.11%) (5T 206 ThHD, (FERIZ. 77.7%DOFRIT. EL L RWIE

M2BwmDDILETTHEDTHH D), TORRGE, NEERMEZRS 1> (F2idznlll) OF

IREEVRA L NTRTIEODIZ, ZOREDEGSIIH L TRE S NS ROz Ll

BIRWIEA D,

L L7235, APL ORERRZ AL SE D T2OICRE Y TV 2T 5 2 i3, DlREMARDICH
JRNGERR, R CARIS, EREIEOHENR, TOEBENT A& IE L LT 5 DIZATET ThH DA IR,
R 2 2 LIEHBkR 7,

Q3

For human drugs, according to interpretation 6.1 under C.02.009, each container of an API must be

tested for identity. Therefore, each container must be opened and sampled. Then, 2 options are

available:

1) To test every sample for ID using a discriminating method (it is not mandatory to perform all ID
tests in the specifications, for example USP, but the test must be specific).

2) The other option is to mix and pool individual samples taken from each containers in a composite
sample but without exceeding 10 individual samples in a composite. A specific ID test is then
performed on each composite AND, in addition, a potency test is performed to assure the mass
balance of the composite. (In such cases, an equal quantity of each individual sample in the
composite must be weighed to ensure that the mass balance is representative.)

As an example, say 72 containers of the same lot of an API are received. Each and all containers must
be opened and a sample taken from each container. After that, the first option is to test each sample for
ID (which implies 72 ID tests). The second option is to combine equal quantities of those individual
samples in a way that the number of samples in any composite does not exceed 10 and test those
composites for ID and potency. In this case, the easiest way to combine those samples would be 8
composites of 9 individual samples. For a given composite, a potency result of 88.8 % or so would

indicate that one of the containers does not contain the right material as each individual sample
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contributes 1/9 or 11.11% of the total mass of the composite (similarly a result of 77,7 % would
indicate 2 containers with the wrong material). In such case, each container selected for this particular
composite would have to be tested for ID to pinpoint the one (or more) containers with the wrong
material.

However, the use of a composite sample to establish the ID of an API cannot be used when the
potency limits are too wide or, similarly, when the precision of the assay method is not sufficient to
properly establish the mass balance.

(September 9, 2003)

254

Fox OEKBL OO, HbT)
NU DA Hb vy A Hibw
TR TN, T R DL D TR
WEELTWVD, Zhb ORI
iz, EFESTAEMERRS & LT
FHEND LD THD, ZDOXAT
DAPUX, DR 70 D FEfT &
LT AILTW5B, Section C.02.009
DOFEIR 6.1 (ZBSE# L T fesBikERo B

D 7= OIZ KRB A STl
THZEWTHFESINDITHAHIMN?
Q.4

Some of our finished products contain

active
(APIs) such as
calcium

pharmaceutical ingredients
sodium chloride,
chloride, magnesium

chloride, dextrose...which are

EDED A T ORI ONTIL,Z DY 7Y TGN 2 2RI HE - TIT 9 72 BIE AR
DEAEPD L THERRBREZIT O ZENTAEINDLITHAH. (Y (nt)IFEFIANCZ L 25 E L TR 5
NTWIRWR,ZD X 9 72 APl OWERRRERICK L TRFESN D b D EEZ BN,

o7 Fa—Fix, FEEHE A ROHASE (original vendor) F 72 1T EE B D VITHEIGEEE D O EEEIZH
ETLOLAICOREMTEDLTHA I, 12720, ZOMNEEH D WITHITZEE L, AROMAEF (original
vendor)» BT - 7Teiha . BEfFD L—-Uv aldk | e E (COA) BLUO—MIFMA AR T5 2
CIEFFE R, FEHMERE OREET 7 7T Alx, C.02.010 OFROETRH I TCWD L 57, o
EPEEL TV D,

A4

For that type of API, it would be acceptable to perform the ID testing on a reduced number of
containers provided that sampling is conducted according to a statistically valid plan. Although (/n+1)
is not recognized as a statistically valid plan, it would nevertheless be considered acceptable for the ID
testing of such APIs.

This approach would only apply in cases where the raw material is sourced directly from the original
vendor or from the broker or wholesaler that supplies materials received from the original vendor
without changing the existing labels, packaging, certificate of analysis, and general information. The
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generally used as inactive ingredients
in pharmaceutical products. This type
of API is received in shipments
comprising a large number of
containers. Is it acceptable to test a
reduced number of containers for ID
purposes in relation with
interpretation 6.1  of  Section
C.02.009?

certification program of the raw material vendor is another issue that is covered under the
interpretations of C.02.010.
(May 12, 2006)

2.5.5

b LA ERTNAT O Hm oo,
BIMIZE G L TV D Z & BNCEE
SNT72 HIX APLHUEE 12 L - THR
ESNZV T A NELBEEZL, 20
APl 2 TE %5, ZOH/BLNTHL
W — 21X, RCEGEEE NGB D
NIZZ D APL OFRO T > ML
T, EVEWITARMHEEZHY YT
LHIEHAEETLHLDOTHAD
mne

Q5

An API can be used after the retest
date assigned by the API fabricator if
a re-analysis done immediately before
use shows that it still meets its
specifications. Can the new data
generated be wused by the drug

Hk7Z20, APLIZH L THIDIZHRE SN Y 7 A P ADIER T, EXRLEET 0 ha— iz l->THE
M EIno & Thd, ZNITIE, BITLZENNELR GUE EBED?) BEREHOTZ 74 ) 7%
VLT HTHAD, YT HLE2— T4 L7 FZ—ITRE IV,

A5
No. The extension of the retest date originally assigned to the API should be supported by data
generated through a formal stability protocol. This may require the filing of a notifiable change

submission. Please refer to the appropriate review Directorate.
(September 9, 2003)
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fabricator to assign a longer retest
lots of this API
obtained from the same fabricator?

date to future

2.5.6 (EFREOWNEIL) ANIEMEZRERE () WE WD NEERFEETH - TH, AR ITFS>XETH DS, AR ZHRKL L T
) 2o\ TIEE > ? NEWREZZ ANT256. b LEZEET — 20, oCEL SN (2 OREDMEF R, BRI 72
Q.6 iz =T 7200 HDWVIEENBREMH YA XTI W E D) [ZESWTHERHRD D ThvE, £
What about inactive ingredients? DEAEBEEZ 1T, AR EZIEET DIENEBEZ A LRV,
A.6
Normally, any inactive raw material should bear an expiry date. When an inactive raw material is
received without an expiry date, it is not mandatory for the finished product fabricator to assign one if
it can be demonstrated based on stability data or other documented evidence that this raw material is
not subject to chemical / physical modifications or is not susceptible to microbial contamination.
(September 9, 2003)
257 | BrIFKEREOFRAETH D, K KEOB ST, No¥— (BHa3EE) LEZD T L3RRy, GERT 27013, Gk & —H,

EoBSttX, Zothokisk T
AN BT ER L7 APIs %
Fx G LT D, KEO T,
BT Z LHORBRGERO B & LT
REAS R D 08 2

Q.7

We are a subsidiary of a US
This
supplies us with APIs that are fully

corporation. US corporation

tested after receipt on its premises.
Can the US site be certified for the
purpose of testing exemptions for the

APl DACR DG (IEHRE - GREE) THLRIT LRV, ZOHEFITIE, KEDSHITE C.02.010
HOMR 1 120> TRIERE - AHEEEZEH L, W T ¥ O LHICZOEREGZARITRERWIES 5,
AT HE LG REZ IR 7oy, EREBRIIITORIER R, ZLTH L APL THL R HIE, £ OB
IX C.02.009 HOMIR 6.1 (TbbAAEMMNLH LTI 7L, R 2) [TiEbde sy, Elo
ST, RKELHG TIEIHUEZTo T RNE WV FRIZESHTHASINLI D THD, TRhbH, £
OWEIE, N F— (JEEE —GREEE) D2 TeD 7 ~L LB E 2 R0 G D R4 Tt
fBEnhiEe b,

A7

The US parent company cannot be considered the vendor. To be certified, the vendor must be the
original source of the API (the manufacturer - synthetizer). In this instance, the US company would
have to certify the manufacturer - synthetizer as per interpretation 1 under C.02.010 and provide this
information to the Canadian site. When received by the Canadian site, a specific ID test must be
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Canadian site?

performed and if for an API, the testing must be as per interpretation 6.1 under C.02.009 (i.e. each
container sampled and tested). The above mentioned would be acceptable based on the fact that no
repackaging is done by the US site, i.e. the materials must be supplied in their original containers with
the original labels and Certificate of Analysis (C of A) as received from the vendor (manufacturer -
synthetizer).

(September 9, 2003)

2.5.8

(Selected Category IV Monograph

Drugs D % #1 Fi GMP HLHI o+ & & 3
D Section C.02.009 DfiEIR 6 D IE|IZ B
T HERM) RO 6 DO I3 1,
BEREL, SFVEEe v N OKEE
HINZER D B 5B DFEEDH D IR
PNV ERELELO L, RS
b, £ LT, FEDOHERERIZEH
T HMR6ITEICIL, ROGERNH
% TEUBHREGHE O —36 & L CHR
W 2880kHT, - - - 23 BT 5]
THUE, EORERERTHDLDMN?
HL, FED 1 2EB/EHD ETH
X XEORMES TV TT 52
ETCRSTHD ERE LR DIE,
ZD1 2HDOEIRN D ORELZRE
L7 1 DOEARBZ T T HUE R
WO, ZENE BXEOEGDENE
AUZHDWTHHTE L2 T v 722
WD ?

FHIZBA L T, BRI R & Faid, Metiicz 82070 U UGHE TR 2 X&E Th D,
BE LR OF 2 0 OB LIS 2, fERBRBRE L iide 6720,
A8
For APIs, a statistically valid sampling plan should designate the number of containers to be sampled.

Each sample taken from each of the selected containers must be tested for identity.
(December 16, 2005)
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Q38

(Question regarding interpretation 6
of Section C.02.009 of Annex 3 to the
Current Edition of the Good
Manufacturing Practices Guidelines
for Selected Category IV Monograph
Drugs) One would assume that
‘sample’ in interpretation 6.0 is meant
to be understood as the composite
sample, comprised of the sub-samples
from a statistically significant number
of containers of the lot of raw
material. Then in interpretation 6.1
respecting identity testing of the
active we find the wording “Each
sample taken as part of the sampling
plan is tested..” What is the
requirement? If there are 12
containers of the Active
Pharmaceutical Ingredient (API) and
we decide that sampling X containers
would be sufficient, then would we do
one analysis on the composite sample
or X number of analyses from X
containers?

259

Health CanadaiX. USP <1226>ZiR X

HEXES 5, GMPH A & o ZE3 D Section C.02.009DFEIRSHAZ B S L 7-vy, BT, [A UARZRBIRIZ, Z
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LTS &S BRRREOBE /7
AOBEEMEFAMEZ ., FEICHLTDH
RS20 2 BEAICHLTE
Eomn°?

Q9

Does Health Canada recommend
method transfer/lab qualification as
described in USP <1226> methods for
drug substances? For excipients?

GMP Q&A D f #4845 D7 %% (Finished Product Testing) #5108 (C.02.018 and C.02.019) (2% STV 5,
A9

Yes. Please refer to interpretation 5 of section C.02.009 of the main GMP Guidelines. Additionally, a
similar interpretation is made in the GMP Q&A #10 under Finished Product Testing ( C.02.018 and
C.02.019).

(December 16, 2005)

FRIE : USP<1226>I3"Verification of Compendial Methods" & T 5 BB IFHR TH D, ZD T AL MR INTZERETIE, £F2ERD

HDIFR-TEHT, 2007412 A 1 FICERRbD L7222, IOKE CGMP #HANT, TMEHT 22 TORBIIEDwEY)
PEZ, EEOFBEASFE T CHRRTRE)] 22RO TWD, ATERBIEOHEREIL, ZORBREFEHT 25 ORI T
ENEFERIINYT— T 52 LTk ST, SiakiZ 1) 2 FEEEOME A S cbEiciE LT, ek
SNTHEFEZ DR B D,

2.5.10

Health Canada® R A 23 7291
o (REER X ORTER) OREBRS
HE21T 9 T DBEARERGRIX, LD
BRRZ L2 LBRTNERLRVDA?
Q.10

What  documentation does a
laboratory have to have in place to be
considered qualified to run a test
method for raw materials (drug
substances and excipients) in order to
satisfy Health Canada Regulations?

USP <1226>D R THELE S TV 5 L 912, CEARITIE, 27 —Z OB, REROFH & 7FA S5 HIE
I 2 i, B LT — & OFFEM Fﬁ?é“nnm%é\&)é&% Thd, EWVWIDIL, HLERETH
EEZRNEICAT ) Z L, LT ROOTHEEEDRERINZGERT 2006 Th D,
A.10
As recommended in the proposed USP <1226>, documentation should include a summary of the
analytical data, an assessment of the results and comparison to the acceptance criteria, and a
conclusion as to the acceptability of the data as they relate to the ability of the laboratory analysts to
successfully perform the compendial procedure in the particular laboratory.

(December 16, 2005)

2.5.11
(NEW)

BT REFR ORISR EZRD 57
DIZ W (DTS UE
EXFAEEINDI LD THDHN?
Q.11

Yo7 TR EFOFNEIL, FHHANC S TR IR ST, o, BERRICRILO H B 7Y
VIRBIZE S RETH D, TOMFIL, TORELEKMED 7 T ABNFIZHES < KIGHE S OFRE.
LHmOBEENE, BLXOZOMEETDOWBEDONEREN-T-Z CICBEE LY X7 Z2EEBICAINLD
X THD,
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Is the sampling plan based on the (v
(n+1)) acceptable for identifying the
number of containers of raw material
to be sampled?

REBBEORGDBEND X O, HLORY T T, (V (t))WHES 7Y o ZEHEITFFA S
HHDTHA A9, LLEBL, (V +IDCES YTV o FHENL, DRWBORGBOY T T
DER72 & DRI T TIX, RGO H LWz I ANTLE D KO RERRY AT PFET H, BTOH
7V 7R OLE L RRRIZ, CE L SN IR L OB 20 2 72 T AUE e B 720,

A1l

Sampling plans and procedures must be statistically valid and should be based on scientifically sound
sampling practices taking into account the risk associated with the acceptance of the defective product
based on predetermined classification of defects, criticality of the material, and past quality history of
the vendor.

In some circumstances, such as for large number of containers, a sampling plan based on (/n+1) may
be acceptable. However, a sampling plan based on (/n+1) may present a significant risk of accepting
defective goods in certain circumstances, such as the sampling of a small number of containers. As
with all sampling plans, documented justification must be available.

(January 3, 2008)

2.5.12
(NEW)

JFIOU A NHIZELT, U7
A A LTOREMNSEMET, 247 A M
FCOREDORZENT —Z ZF->T
W5, UT A MO 247 AR L
SNTWAHICH A4 R7 14 QIE,
2411 (FBESND VT A M E7-
IEARHIR A X, RLEERRIC
FoThR—sn2HMD25ET
Thodn, RFAMEBZLRET
W72 I KX, 36 HREEEID
BTHZENHED, bLIANH

JFE (APD) OV T A MBI OAEWIRA L, BEET —ZIZESIR&ETHD, b L, FHEIH
PR ANED LN TWVDOTHIVUE, D GRIE : FED) Ny FE2AMRA%KIC, RT3 &1
Hske 7220,

LLAERS, B LY T A MERYEFEIIED LN TNDHOTHIULX, V7T X M ZB\BE =05,
MR AR LT, EHIERT 2 Z L MkD (B2, 3Bz L T1 7 AMURNIZ) . A2k %2
47 AEBZ TIERTEL ETHERRO GRIE: B#EXE Lo T, [EiRo] ) U4, EYEB X
OINERIF RO OREMET —Z IS RETH D, b L, TORBERN/EHERLOTHDLD
X, VT R MIEIE36 7 A A2 2 WM E TIER TE 5, YiZRHED Y 7 2 M A3647 A [ £ Tt
FLEOTHNT, 247 A A TOANy FOREIL, e ZeE7e ha—Lro—fses (VX
FEFEZ 2N

U7 2 MR & AHIRNICRET 2 BICEE LW A X XX ICHD Q1 AR2) BLUQ1EEZZEITIN
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kopoTHNIE, 247 H H THEE
(APYD U T A RIS ELL 12 D732
Q.12

With respect to the re-test date of the
drug substances, we have the stability
data of a drug substance for up to 24
time

months at real stability

condition. The re-test period is
assigned up to 24 months. According
to the ICH guidelines Q1E, 2.4.1.1(the
proposed retest period or shelf life can
be up to twice, but should not be more
than 12 months beyond, the period
covered by long-term data), the retest
period can be assigned up to 36
months. Can we assign the retest
period up 36 months? If yes, does it
active

require retesting of the

pharmaceutical ingredient (API) at 24

72, 2., LLFOT KL ADHealth Canada'sD vV =7 « 4 NCTAFTX 5,
http://www.hc-sc.gc.ca/dhpmps/prodpharma/applic-demande/guide-I1d/ich/index _e.html

A.12

Retest period and expiry date for active pharmaceutical ingredient (API) should be based on stability

data. If an expiry date has been assigned to an API then its batches cannot be used after the expiry
period.

However, if a retest period has been assigned to the API, then after the retest period is over the API
batch can be tested and used immediately (e.g., within one month of the testing). In the scenario
presented above extrapolation of expiry date beyond 24 months should be based on stability data both
at long-term and accelerated storage conditions. If the test results are satisfactory the retest period can
be extended to a period not exceeding 36 months. Once the retest period of the API has been extended
to 36 months, testing batches at the 24 months time point would be part of the ongoing stability
protocol (it will not be considered retest).

For further guidance on retest period and expiry period please consult ICH Q1 A (R2) & Q 1 E, which
are available on Health Canada's website at the following address:
http://www.hc-sc.gec.ca/dhpmps/prodpharma/applic-demande/guide-1d/ich/index_e.html

(January 3, 2008)

months?
2.6 HEEE(NEW) Manufacturing Control - C.02.011 & C.02.012
2.6.1 A CRGEEEAZBE L CalE Lz L GMP 574 R A 0%, NNy TFRELICESEZM LIZRE Ry FLEICL > TRBITRE 2 &, K&

7 B D 2 DBl EORE Lo w
v MZ, =20y MESEZEID Y
THZ LTk s e

Q.1

BEOKET Y FELEFAYTFEHBICH L TESICGRBRETRE 2L, BIOK oy FEZEFAAYTF O
Y TNVERETREZEEZERL TS, b LENLOERIZEET 57 61X, SEFRKR G L
D20 EOREN Yy FE1OOR Yy NEFTHET LI LERETE S, AEIE2TORr Y FO
FCRLEWVEDHIMEZ, TOT7IFER LTI 50,
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http://www.hc-sc.gc.ca/dhpmps/prodpharma/applic-demande/guide-ld/ich/index_e.html
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Can a single lot number be assigned
to two or more co-mingled lots of bulk
finished drug products packaged

during the same run?

L L2d s, ®MEEINOSEEIC, BT ToOFTry MpbfERIn s ey MaEEZEI LR ITH
X7 5720,
Al
GMP guidelines require each batch must be identified by an individually numbered manufacturing
batch document, each lot or batch of the finished product shall be fully tested against the specification
and retained samples for each lot or batch shall be kept. If these requirements are met, a company can
decide to package under one lot number from 2 or more manufacturing batches of bulk finished drug
products. The shortest expiry date of all the lots packaged must be indicated on the label.

However, in case of a product recall, the company must recall the entire lot comprising all the sub-lots.
(September 9, 2003)

2.6.2

Hi & B O AE I O FEER BRI O W
T, RSN AERLITED L O 2
HON?

Q.2

What is the acceptable deviation in
physical counts of finished product
stock?

FEEOKE LREE (2 Pa— 2 —Oikzal) OBEOROFAINLAERIL, ErnidxT
b2, BETORKEGORMFAIL, BOICHME T LN TNDEIRETHY, £ L TRIER L ITHEFEDRT
BRAAER L 22T T B, EERORE L HIHEEOM O 2 2 Z R HELITV., £D X5 ik
D RlT, LFEETRETH D,

A2
The allowable deviation between physical counts versus counts as per records (including computer
records) should be zero. All finished product stock must be fully accounted for and records of
distribution and disposition must be maintained. Any deviations from physical counts versus expected
counts as per the records, should be investigated and the results of such investigations should be
documented.

(September 9, 2003)

2.6.3

VT RN =T —DREGBIZ DN T O
BRFONIFIE, EOLHIbDOTH
DD

Q.3

Y7 by =7 —iE, fEGE JEEE, BIUORBRREOMNBYWE LTHRTZENERD DO TH
b, ZLTGMPRAIOEMRZZ T 56D ThHD, Y7 by=T— - NUF—vaii, a—F—DHE
Th o,

Pharmaceutical Inspection Cooperation Scheme (PIC/S)? Annex 11: Computerized Systems 73,
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What is the Inspectorate’s position on
software verification?

2003 4E1Z Health Canada (2 X V£ S v7-,

HEEIEL. GMP HAIOEERICEE L TV L0 afll D720l TOREDOFIRL VAT L (2o
—H = VAT LEFD) ELEa—F5THASIH, RIF, arta—F VAT APERSH LK
ICHEREL TWD 2 &%, EORRICHD D& DEMES T 5 A REMRH 5,

A3
Software is regarded as an adjunct to procedures, manufacturing controls and records keeping and
subject to the GMP Regulations. Software validation is the responsibility of the user.

The Pharmaceutical Inspection Cooperation Scheme (PIC/S) Annex 11: Computerized Systems was
adopted by Health Canada in 2003.

Inspectors will review a company's procedures and systems, including computer systems, to determine
that the requirements of the GMP Regulations are being met. It is possible that the company will be
asked how they know a computer system in place is functioning as it should. (December 16, 2005)

264

DOEEFRIC L DML LTeTF = v 7
X AR, MBI E R 502

Q4

When are independent checks by
another operator necessary?

GMP HA RT7A %, FFEOBLRT 2 RS T A LIZBE 2 6 BB 23 i S U5 RE R E
T, WEOFREEEHFRFT D7D, ZHOLLIRETREB T TCND, TNUHOHERIL, LSzl
BICABT DHAN OB NI END LT B0, HERLBVEL DT —DFKEZRY RS = &%
KHTWD,

DI NZBET HTOIRESINTND T I —FO—D0R, TONNy FITMA b &lmD % .
BHERTDHANCEL S TR EMEIZOWTIEL EDOF = v 7 2475 Z L 2HELTHDIC, D
FlEEAZFEFSZ L TH D,

H LZFDOHEE, ik, EiE, BEXOEF 2T 0 0FMICE - T, ZOFIERZT—F2E T LNH
DFFIRN T & ZREMERET UL, fMOEEFICL DML LT = v ZIIHERNEEXHND,

INGT LTEWE OB L BEDOT =y 7 bEl, HE_ONIX-oTHMNICTF =y 7§52 ERERIN
Do
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L LS, &5MEEZ Ny FIZMZDEOMSL LT = v 71%, BHIIC, ZOWE %2 EEEICHIN
TORRTIT O ZLAHEE LTV D,

WEORMEERT MO GELEZBND, | DOEET, 7t 22 BtEd 5 Hic E B O | fE
TENEITOMBEZTF =y 7 L, DWVWT, ZORICHEEMFKIERZ 7V —=2 7T HANI2E DR % % e
THENIHLDOTH D, TNEITREOZNENOMEEZ, EOHATLINEDLLOTH D, HDHWVIEL,
Tx PR T 27201, FAEEDPHER LS BFICOBSN TWD ZLPBETHH D @ik: 2oxo
FORIE, B L OXOBMRNRRFETH D),

A4

The Guidelines indicate that a number of measures be taken to maintain the integrity of a drug product
from the moment the various relevant raw materials enter the plant to the time the finished dosage
form is released for sale. These measures seek to eliminate as many sources of error as possible so that
only those drugs which have met established specifications are distributed.

One of the approaches proposed to achieve this goal is to have written procedures that ensure that each
ingredient added to a batch is subjected to one or more checks for identity and quantity by qualified
personnel.

If by its design, construction, operations and security features the procedure is such that the company
assures that it is impossible to make an error, an independent check by another operator may not be

considered necessary.

Checks for identity and quantity of dispensed materials also require independent checks by a second
individual.

However, independent checks that materials have been added to the batch have traditionally been

assumed to take place at the time of actual addition of the materials.
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Other means of verifying the addition of materials may be considered. One alternative involves
checking staged materials in the immediate compounding area prior to starting processing and then
afterwards, verifying the empty containers before clearing the compounding area. This would be in
conjunction with the use of individual processing rooms, otherwise we would need to be satisfied that
there was very good separation of compounding operations.

(September 9, 2003)

2.6.5

L=V OFABREIC OV TOHIRF
INLHHLDIE, EDEH>7b 0N
Q5

What are the expectations on label
accountability?

ELWL—ULR TR v TR CLﬁH INTNDHZE, BEOTY v b ST aEEEM OIS &
BITWD LB FEELRD LD, BoREMETLZ LTSNS,

ZDHERIZAE ﬁﬂ‘é*’)@ﬁﬁéﬂéjﬂﬁ 3, EREICHESNTEBEDO L — V2T T 52 L Th D,
ZOREIE, AL, BB L, ZLTA My I ~Rolt b=V OHE BT RETh D,

amERAICIE, b LUMORIR S A 7o el EMICB LT SO FIRTRES 24 —7 v M
ZRITT0) ETRETHDL, LR, —BE2MR Licd L DLbo IFHRIZAILZ (not accounted
for)J L—YUIFATE D, TOREEIZ, 7y FORE I ZBET RS THD, FiZ, ZHIENDT %

RIESNTND &5 RGETH - T, BIZIE, 1000 fEOHEAELED B2 D1y MIXT 5 0.1%OREE

[T, 50,000 HOHEMAGRNHRDR Y MIHTHEDOLRESER->TLED, TOREMIT, L—L
DEATIZOELSNLDTHAD, LWVWOIDIE, HDHFATTIE MDOZA T LD bW DELTENE T
b5,
A5
It is expected that sufficient controls are in place to ensure that correct labels are applied during a
labelling operation and that printed packaging materials are accounted for.

One acceptable means of meeting this requirement is to issue an accurately counted number of labels.
That number should be reconciled with the number of labels used, damaged and returned to stock.

In theory, the target set in your procedure should be “0" deviation for labels and other printed
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packaging materials. However, a certain tolerance can be allowed for a few “not accounted for” labels
after reconciliation. The limits should take into account the size of the lot especially if they are set
in %, as a 0.1% limit for a 1000 unit lot is quite different than for a 50,000 unit lot. The limits could
also depend of the type of labels as some types are easier to manipulate than others.

(September 9, 2003)

2.6.6

ZER A DMERIE. B DU L
THBEINLDTF =y 7 HETHD
me

Q.6

Is verification of empty containers an
acceptable check for addition of
ingredients?

D@ TH D,
= 7DD,

BMOF =y 7 kL LT, MOEROSWEEZZO TREROIEE RIS LUK TR TT
2R DR E T HZ LT, FBREINLIHETH L,

BINTF =y 7 24T OBROLEE LWHIEDL, MRENEEIIBSRET 5L ThHD, ERGOMIL, Kk
ELTHAESND D TH L0, /3T LIZFEEHIE L T, BILWEBENFIET 258D H, A S
nN5650OTHD.

ZOXSREHITIE, KOLONEEND, :

— N LTEREBIIA AR RNy F 2o VIS RWEWIRGE 5 BONOEZETIT, #4707
RER 7 —VEMBRAL TS, ZLTERT Ay —Y OB, ZOFE LR T, TOMRBITFET D L
PR SN D,

— EEFEOEYRAR., . EFN—va v EEEIT BB ELWFIETITONAL 2 & 2 RiEE
T B0, 5 R LTH ZiEN2 01X, AEIcHEEZT52 L,

— EERIBROTF = v 71d, AEBEICL > TITORNETH D, ZLTHRTHILUTIFIC, RICAICE-
TN L X&ETH D,

— TR RBOF =y 7L, FOEENG YEWE 2 IR RN ThRIER bR,

A.6

Yes. It is acceptable to check staged materials prior to and after processing as a method of checks for

vy

addition through verification of empty containers.

The preferred method for conducting addition checks is by direct observation by the verifier. The
verification of empty containers is an acceptable alternative, but only where stringent controls exist
regarding the handling of dispensed raw materials.
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Such controls include:

-assurance that a dispensed raw material does not end up in the wrong batch; locked portable cages are
being used by some firms and only pertinent cages are permitted in the room at the same time.

-adequate operator awareness, training and motivation; the operator has to assure that additions are
performed in the proper sequence; any spillage of raw materials must be promptly reported.

-pre and post checking should be performed by qualified personnel and whenever possible should be
the same person.

-the post processing check must be performed prior to removal of any material from the area.

(September 9, 2003)

2.6.7

BHENHOa B a—" « AT A
DIA RTA L END HDIE, (F1E
LTWH0?

Q.7

Are there guidelines for in-house
computer systems?

A a—F VAT AT, EOBERLEEMICHLTAY T = IRETHY, BELEFIT. £hn
GMP HHIDELRIZEE L TV DN EMAND DIl L Ea—2T 571259,

PIC/S @ Annex 11: Computerized Systems /3. Health Canada (Z X - T, 2003 49 HIZEH &S
TH Y., 2003 4 10 HITHiAT Sz,

BT, BEarta—F « AT LD, GET). HEREME, B I OMEEMEZ K L TWD Z & 3 iFs
Sy

FERIZAVE 22— —bINTZ VAT LEHEHL TV DIEEIE. VAT L - XU UDREZ, Ny 7T v
T VAT KEFIATERITIER R,
A7

Computer systems should be validated for their intended purpose and will be reviewed by inspectors

to determine that the requirements of the GMP regulations are being met.

The Pharmaceutical Inspection Cooperation Scheme (PIC/S) Annex 11: Computerized Systems was
adopted by Health Canada in September 2003 and was implemented in October 2003.

A company is expected to know the efficiency, capability, functionality and reliability of their
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computer system.

When fully computerized systems are used, backup systems must be available in case of system
failure.
(December 16, 2005)

268 | WEOHE AT AP L Y 7 b Y7 R =T =B LOMERENS. RSN LD ITHEEEL TV D ZENFE SN D X DI ATV,
a7 — e N F =g SHIfFE | FLTHERFT 5 2 &8, BREEE TR STV D,
Db DIEAH2? A8
Q.8 Manufacturers are expected to develop and maintain evidence demonstrating that software and
What are the expectations of software | equipment are operating as designed.
validation pertaining to product | (September 9, 2003)
release systems?

2,69 |l LOMERO AT v — (Y WRHERS K OMERRD AT v 0 —I3, YBR[l EER Y 2 T L& LT IRRB 2B 5 721z,

L) 13X e K OmEEEM 04T
DRI TH L) ?

Q.9

Are quarantine and release stickers
required on all containers of raw
materials and packaging materials?

RS L OEEEM O TORGFIINETH D,

LINLRR S, ZORRAT v —I%, (BBRL TUIWTRWIE %L 5 -2 0 EH3 5 alaEMEAS, )
(ZENRINCBIT 2 F 2N 7 — h i) EFHREES 27 A TIFRZERShen,

TR AV 2= —LENTRE AT LE2ERT 256, VAT L - FUUDEAITIE,
v e VAT LAPMEHARETH L NE TH D,
A9
Quarantine and release stickers are required on all containers of raw materials and packaging

Ny T

components to identify status when a physical quarantine/release system is used.

However, such stickers are not required when a validated electronic quarantine system which
effectively prevents the possibility of inadvertent use of unreleased material is in place.

When fully computerized storage systems are used, backup systems should be available in case of
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system failure.
(September 9, 2003)

2.6.10 | W O/ESER ST O R B O A& W rEEz . R CORGBITEBIORMHO—HE L THEA LTS XV, ZOIREICIE, 27
FOLDIZ, BFHEEFOMBITFF | T D2ACOWTORH (BFEEL) 2525 ThoH, TOMM. WEBLIUOE=2Y) L 7TDHE
KINDHMN? Kz, FIRFICLRTXETH D,

Q.10 A.10
Is an answering machine acceptable | A telephone answering machine may be used as part of the provisions for off-hours product recall
for recall activation outside normal | activation. It should provide information on who to contact; their phone numbers etc. Its use, functions
working hours? and monitoring requirements should be included in the written procedures.
(September 9, 2003)
2611 | B OREMEEOREEL, vy ARCHIBREI & W o T2 BRI Ko CL BEED 72012 lioE. (i) ¥EH OMiskIC R > T & 72z o0

FESRIZZEDOBEETELT S
LITRETH LM ?

Q.11

Is it necessary to document quantities
by lot numbers of finished stock
destroyed?

T, By MESILICEELZEZLELT 2 2 LERHENLLO TR,

FEIIZ &> TR TE /I L TiE, vy FESEICZ ORI Z CE T 5 2 LITRBRHFIET
bD, EWVHIDIE, ENDREDFUFZATOTZDDERL 2> TNDENHTH D,

b LIS SN FNEED, Ho ey FORLEBEORFTAIZES<DOTHNIE, vy FETITE
DFEFEOFLEIL, 7y MIOWTOFMAFLICBGT 2 LERERE LG22 HDTHA I,
A.ll
For products returned to the distributor’s facility for destruction due to reasons such as damaged or
expired product, it may not be mandatory to document the quantities destroyed by lot number.

For products returned following a recall, it is mandatory to document the returns by lot number as it is
a requirement to perform a final reconciliation.

If an establishment recall procedures depend on dates of first and last sale of a given lot, records of
destruction by lot numbers may provide necessary information pertaining to accountability per lot.
(September 9, 2003)
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2612 | ELFNEEIC C O/ = L 2 #ET Regulations C.02.012 (1)(a)l&. EIESOFHIZES | WIEEE  RnEE . WoeEE ., MAEE B LOHEE
HDIMTONTO, MPEKHEFTH D | VEEFT, TR, fiBCHLIEA Ny FOWPR ey FbEEr O REICEZAREE §5 L 572
22 B AT LEMRTHZERERLTWD, ZOX IRV AT AR, fElx Ok L OEE IZHHET
Q.12 2L bhF b,
Is there a standard on what should be GRIE : BT H D) B[ Foidi HAID Section C.01.051 DMSFAMEFE LT 5 L H 72, CEAL I 7B
stated in a recall procedure? VAT ANEYNHFET RETHY , HHDOGMP TA RT7 4 D THREEEHE | @ Section C.02.012 DOFFEFR
LI~ HICERZRRE N TV L ERZWUFETRETH S,
A.12
Regulations C.02.012(1)(a) requires that every fabricator, packager/labeller, distributor, importer, and
wholesaler of a drug maintains a system of control that permits complete and rapid recall of any lot of
batch of the drug that is on the market. Such a system must be tailored to an individual organization
and operation.
A written recall system should be in place to ensure compliance with Section C.01.051 of the Food
and Drug Regulations and should include the requirements outlined in interpretations 1.1 to 1.9 under
the Manufacturing Control Section C.02.012 of the current GMP Guidelines.
(September 9, 2003)
2,613 | EO X RPLT T Z BRAS L7 AN OB 2 RE L, € DA DIRTEH /TAE DREICESS bDOTH LD,

TN TR o ) 2

Q.13

Under what circumstances must one
initiate a recall?

2 < OFEFITIE, BUIEER. Z2OREO 1 S EDORKaZ R L2RIC B EIZ 7D 5, Class 1
F703 2 ORFEAELEESNEEASIT. BRIIEIUCEFTH 2 ENHHFsN 5,

ftth> =TI, Health Canada 1%, & 2 B3I ZOEF D 1 DIZXKRHH 2t RAM L2 L 254,
EUNEBRIAT 2 2 L 2 HEE L T D,
A.13

The decision to recall a drug product rests with the distributor/importer of the drug.

In most instances, recalls are carried out voluntarily when a company discovers that one or more of its
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drugs is defective. When a Class 1 or 2 health hazard has been identified, the company is expected to
initiate a recall.

In other instances Health Canada may inform a company of findings that one of its drugs is defective
and recommends that a recall be initiated.
(September 9, 2003)

2614 | b LRER AL Ea—F « VAT A iy O d B O HARIREE R L ORGSO TE LV OV TOF = v 7 IFEATHRWHEBIES 2T
WEEmE S L CWALE, BFE. B | AL, Bxik, / —Th D,
FILL DM DEETF = v 7 24E T JFELOFR, 7y FESBIOEDHIREZSERL THY . N OZ OSSN IERAFER LG S
L2 TWHFDON—a—R . J ==t O F— SN HAEEY AT AR L TR, A=A THD.
Q.14 A.14
May firms omit second person | No, for an automated system that do not include checks on component quality control release status
component weight check if scales are | and proper identification of containers.
connected to a computer system?
Yes, for a validated automated system with bar code reader that registers the raw materials
identification, lot number and expiry date and that is integrated with the recorded accurate weight data.
(September 9, 2003)
26.15 | ZFERLEREF I L TiE, HEEEIC FEEHRM)DFRER | 1%, FAIEE OBEFETHD, Tz, # (ZFEETHLHAIHEE) 7. &t

LFoThHE 2N EE ZH BRI 53
REHIIFET H0?
Q.15

For a contract fabricator, is it a
requirement to test the raw materials

offered by customers?

AN > TERFEE IS Lo THEBR S e v 61X GRIE : BWET T2 2L L TORWVIRY IZH T
) EWOEKRD?) L LTH, B ZERER L TOZRWIRIAIZES ICx LT (Z OB EFEE I L - Tt
fa SN TWHEFTE &), observation (GRIE : REGHIEDOIER) SHRAIEE I LTRSS Z LTk
HTdH 5, Section C.02.012 DRI 3.2 THIL, FHAISESR . WARH FRHEHE H D WVITHBREEE ICH L T,
ZOBFREHEOH TOREFELZIRV H-> T D, b LEORLREENEE TRV 5 1E, GMP BANZHE > T,
observation 23 E{L & A 2 BREICH L CTHENRD TH A I,

A.15

Testing of raw materials (RM) is a responsibility of the fabricator. Therefore, an observation will be
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made to a fabricator for not testing a particular RM (even when this RM is provided by the client) if he
is not excluded by his client according to a contract. Interpretation 3.2 under Section C.02.012 covers
the written agreements with regard to the fabrication, packaging/labelling or testing among the parties
involved. If no such agreement is in place, the observation will be made against the party responsible
according to the GMP.

(September 9, 2003)

2.6.16 | b LHRGIEDS, el 2 5l L 72 Section C.02.012 OFFIR 3.2 13, FHAIES, WML ForER . HOWITHEBRER B L TOMERE D
W L ESZRERAER ICEM L2 | MCoOAREFEICETLIRBREZ LTS, b LZOKRGENEE TRONO THIUE, GMP IZfE-> T, HiT:
HIF, ZREREEA DKM EZTOR | 2H T 5BRF 2% L T observation 2372 S5 Th A 9,
BRd 22 LIInETHDLN? A.16
Q.16 Interpretation 3.2 under Section C.02.012 covers the written agreements with regard to the fabrication,
If the customer asks a contract | packaging/labelling or testing among the parties involved. If no such agreement is in place, the
fabricator not to test a finished | observation will be made against the party responsible according to the GMP.
product, is it necessary for the | (September 9,2003)
contract fabricator to test the
product?

2.6.17 | ZAEOMAIES £ 7T TEEEE 1T, SREHAEE T, MRB LV AT LOBERMEMHRE 7 ) —= 7 « R T =V a I LTHEIEZ A

2—F 4 VT 4 LU AT LD
WRB L) —=v 7 - N F—
a IlEEEATLIN? HDH
ILIRGEEF OBELN? £ LS
SEEO TR L ORBRFIEDO N
F—=a s onTiE, Fo Lo
HDTHLN?

Q.17

Is a contract fabricator or packager

T5, LWVWODIE, TNHOERIT, BAICKH L TREN D TRV ETH S,

TR e N T =g ERBRIEONY F— g B LTI, GMP HAI® Section C.02.003 [ZHE -
T, ERL2EMEE, REFEEICA D, ZEOMAIRES, QA HIVITHBREZ L, 7t xH 50
TR GEDO N T =2 a VOBENOEREZAT D, 1212, ZFEOMERES | tIEH | 0L H
DWVTRBEE N, N T =2 a YEBEITORWV E OMBIREIC L 2 EEENFET 25EITRNND.
A.17
The contract fabricator is responsible for the qualification of utilities and systems and cleaning
validation as those requirements are not product specific.
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responsible for qualification of
utilities and systems and cleaning
validation or is it the responsibility of
the distributor? And what about the
validation of the
manufacturing/packaging process and
test methods?

For process validation and test method validation, the main responsibility rests with the distributor,
according to Section C.02.003 of the GMP regulations. The contract fabricator, packager or tester
retains responsibility in terms of process or test methods validation unless a written agreement is
signed by both parties that excludes the responsibility of the contract fabricator, packager or tester to
perform validation activities.

(September 9, 2003)

2,618 | JEEHE. AlH - TEDAM ORI & RISV AEE R OB BRI THIUT, B RM) &L T 2 LIFFFASND,
LTHLS ZEDRHERLN? Lol b, 2T, HEWE L. RMAMELRE L T DRHOIZIRD . £ O RM O ME 221t
Q.18 SHRNWZ EEFEVAREL 75X TH Y, RM OFES F72FE LT uid7e 5720y, Section C.02.026
How long in advance can the raw | OffR 2 THIX, Z OB L CHA X L A2 52500 THDH.
materials be weighed? A.18
It is acceptable to weigh the raw material (RM) a few days prior to the scheduled date of production.
However, the firm should be able to demonstrate that the materials and design of the containers in
which the RM are weighed and kept will not alter their quality, the characteristics of the RM must also
be taken into consideration. Interpretation 2 of Section C.02.026 may provide guidance to this effect.
(September 9, 2003)
2619 | A Ea—Z VAT ACHNY T— | HFHETRETHD, I Ea—H « VAT APNET —4 « J—ATER SN TV DIEEIE, VAT LR

TardO—E LT, UAILARLH#
AT O N&EN?

Q.19

Should virus protection be part of

computerised systems (C9S)

validation?

HBLORA T T 2O—HE LT, X2 VT 4 OFEMAET RETH D, XUE—HDL0E— R
N=T A PbDEF 2T A DEFPLERGE, TNODA A M— UL, WUNIFHi L, fldka 9
T THD,

A.19

Yes. Where a computerised system is exposed to external data-sources, security measures should be
part of the system design and maintenance. Where security updates from the vendor, or third-party
suppliers are required, their installation should be appropriately evaluated and recorded.
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(December 16, 2005)

2.6.20

HOHMREN, A Ea—H « VAT
L(CSNY T = =3 B LT AN
arpng s rEMATLEE, B
BEEINELENDLN?

Q.20

Is a written agreement required when
an establishment has used an external
consultant for computerised systems
(CS) validation?

VELIND, SMBa sy hearBa—4F - VAT LAOEROIZDIZAWD D THIIE, EERXR
GEEZ, TOBRMIBICHET RE 2GS TR T~ TH D, ZHIZE L TiE, PIC/SOAnnex 11:
Computerised Systems?320034F(ZHealth Canada23ERR L TWH DT, ZHUIHE I ~&ETH D, —&klZ. ZTh
bOEEFERIL. GMPHIRIDC.02.020 35 K TC.02.012THN—E TN D,
A.20
Yes. Where an external consultant is used to provide a computerized system validation, a formal
agreement should be available including a statement of responsibilities, as per the Pharmaceutical
Inspection Cooperation Scheme (PIC/S) Annex 11: Computerised Systems adopted by Health Canada
in 2003. In general, these agreements are covered in the GMP guidelines under C.02.020 and
C.02.012.

(December 16, 2005)

2.6.21

(Selected Category IV Monograph
DrugsiZB35GMPH A KZ A4 D
B HThIL D Annex 3 Section C.02.011D
fRAR2IE L B4 2 )

Category IV monograph drugs D A3
FRIOWGEER T, EERAEET
BAEFMREAET D Z & 25
T2 LDERICAEBIELITIE, AT
MFGTEZEZ LD DI

Q.21

(Question regarding interpretation 2
of section C.02.011 of Annex 3 to the
Edition of the Good
Manufacturing Practices Guidelines

Current

Category IV monograph drugs D ASE# & BB EF 1L, REREBORBER LA LTI o220y, £h
O OB RIT.  GRE BT LTC) WMET5bD0THY ., 2P < TH 3y FIZHALT, v A
2 —AERERMIIE > T, Sy FREGES N2 2 L Z2FHLZ TS O TRITITR 720,

A21

Importers and distributors of Category IV monograph drugs must have finished product test results that
are satisfactory and evidence that each batch was manufactured in accordance with the master
production document, for at least 3 batches.

(December 16, 2005)
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for Selected Category IV Monograph
Drugs) For importers and distributors
of Category IV monograph drugs,
what is deemed sufficient to meet the
requirements to demonstrate that
critical production processes have
been shown to produce consistent

results?

2.6.22
(NEW)

H L RAI SN TV B a s FoR
33573, "GUIDE-0067 (ESNEAA T
2 D EFES DOIIERER /RN ERE
@%f’%@ﬁff%ﬁ:) ” MDSection 1.0 2
HESND L Hic, B FHHENTRE
THZELEEERLRWERN,Z, ’)'71“.
T35 Crldk {/E%%ﬁ 2L Ltb, 2
SME LG A Mir e - ?,%/T%%
DAY A MIHBH AT H &
e
Q.22
If a licensed packager/labeller is
packaging a drug for a foreign
establishment which is not intended to
be sold in Canada as described under
Section 1.0 of "GUIDE-0067
Conditions for Provision of
Packaging/Labelling Services for

ARBY A MIBIMLZRS TEY, ZOEELE, Hiza %%/%T%%#ﬁm%bﬁwwf\_@m
IZ. Division 1ADTAZEZITHEE LRV, Tz, 20 (Msh0) Tiid, UEadSEs FoR¥ERED
ARBY A MZBEMT2LE TR, LrLARRL, T ThoTh, Hikold %%‘/2‘%2‘%%
GUIDE-0067 D Section 4012 # STV DR TOERFIH, T7hbb, ZOWIMiER @GMP@T@&%’%
#FHrZ L, BIOWHEDH A L+ 7 L— ANIZHealth Canadall i LVMEHRZFEHT 5D &V 5 Bk A 4T
T ZENMETH D,

A.22

No. Since this drug would not be sold by the packager/labeller, this establishment would not be
considered as an importer under Division 1A and thus, this site would not have to be listed on the
licence of the packager/labeller. However, the packager/labeller would still need to fulfil all the
requirements outlined under Section 4.0 of GUIDE-0067 that is:
compliance of the foreign site and supplying the proper information to Health Canada within the

obtaining evidence of GMP

prescribed time frame.
(January 3, 2008)
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Drugs under Foreign Ownership™,
should this foreign site be listed on the
licence of the packager/labeller?

2.7 mEEEEMN Quality Control Department - C.02.013, C.02.014 & C.02.015
2.7.1 LI, T ORYEFIEE 2N & HR7Z2V, BIEE OBRIT, Ok & [F CERICEY b 5, ; NilE, L —VLZFRR S oS
2o Th, BEEHICHAICE 500? | TAEAZERTH2HDTHD,
Q.1 A.l
If a product fails its particulate | No. The particulate matter requirement is treated in the same way as any other specification: failure
matter specifications, can it be | would constitute non-compliance with the labelled standard.
released for sale? (September 9, 2003)
272 | USP ofAlliL, 581/ % & OHEEHT SR e FFOFHTH S, USP DAL, £ 6D —fRINFED AT — A b, TORONE%

HDHIN?

Q.2
Are the
enforceable?

USP general notices

L TOREZ RAFRPE T IR LFEH T 2 MENEWL 912, USP OZ D ik, E&ElE, BX
O OB IR L, £ L CHEAT 2720 DERNR2 A RIA 2 EHNORTEZL2bDTH D, wwhl|
(ZXET DB SAFET D56 FRFLEFEAROEICRB T SR, #hsnd,

Z OREEIE, General Information (—f%1F#H) OEDFim THRICHFMAI N TV D, £ 2 TiE TUSP ILH M
HIZxT 2 ARRERIT, ZoEFHTOMH, £%&B LU0 KRBRIEITRINTWD ] LTS, —
GRERIEDEEIL, 1000 £V &V WE G2 SN DRZNITHEET D,

A2

Yes. The USP General Notices provide in summary form the basic guidelines for interpreting and
applying the standards, tests, assays, and other specifications of the USP so that these general
statements do not need to be repeated in the various monographs and chapters throughout the book.
Where exceptions to the General Notices exist, the wording in an individual monograph or general test
chapter takes precedence.

This concept is further emphasized in the introduction to the General Information chapters which
states, "The official requirements for Pharmacopeial articles are set forth in the General Notices, the
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individual monographs, and the General Tests and Assays chapters of this Pharmacopeia." The
General Tests and Assays chapters are those numbered lower than 1000.
(September 9, 2003)

273

bHLLdomy b3, USP BUKICAE
T D0 OEEONEBISIC A &
ol bliX, TENEHMTE D
e

Q.3

If a lot meets USP specifications but
fails the firm’s internal specifications,
can it be released?

HLldbruy M3, ZOES LIEHEREICAR LRV OTHIUX, £0or vy M <& Tidkw,
F 0 B LONEELRS A BRI & L TR S, 22 DT OREEE LARWIGAIL. Z20or y ML
BICEET AR ICBVTIE, AL, ZOZ LEDOESFTOHEEBEZ LIEZRICBWTHMZ LTHRNWT
H59,
A3
If a lot does not meet its declared release specifications, then the lot should not be released. Where
more stringent internal specifications act as an alert limit and not as the basis for release, then the lot

may be released after investigation and justification provided it meets its release specifications.
(September 9, 2003)

2.74

2 (Fx V7T 4—) ORI A
BBIBR B OB A& 45 2 & 13
RSN D?

Q4

Is it acceptable for firms to export
expired drugs for charity?

M TE e, R TOERIIRIZEIT 2 KADOREOMERTBO LN LD THLNB, DELTUAH
IR AW ENIT, ZOFAADAELTNDEIND, HDOWVIFALTND ERRINTWDH LM, [F
—ME IR, E. BROHEOREIZOWTORIEZ RV, Zhwx, AR ORANT, RRE
L Th D E RSN, ZOBENEIITHE~OEADIZOOREITIEI S5,

A4

No. While it is recognized the dire need for drugs in distressed parts of the world, once the expiration
date has passed there is no assurance that the drugs have the safety, identity, strength, quality and
purity characteristics they purport or represent to possess. As such, expired drugs are considered

adulterated and their introduction or delivery for introduction into commerce is prohibited.
(September 9, 2003)

2.7.5

RIFIZT 2 HEDOARHENS (MU)
FRIZOW TR Sz,
Q.5

TETORER D72 0 D IEMEICHF %2 5 2 DR E 2 38~ TW % USP @ General Chapter <41>/%, FiAHL
DD 01%KMD MU ZFFHOREZ & BROHFATELHDE L T50mg+50 pg OFHZ L2 TN D,
KIFED MU OEEEMEEZ TR D T2 0I12iE, RIEFEOHEHIFANIZH D NIST 12 b L—4 7 /L HI3Kk 2 #8570 53 8
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UsP
uncertainty (MU) requirement for

Explain  the measurement

balances.

Z10ELLE M2 ZEThb, TOELNEEZOERERFALZIE L. T ORERAEZFE L 2o#ET
BRL72fEo 31523, 0.001 LT CTHHRETH D,

DORIES 7 A%k, BLOFREE KFEICE L To X 32 H#IL, USP @ General Chapter<41> %
ZRIhTo,
AS

USP General Chapter <41> Weights and Balance states a weighing device providing accurate

weighing for assay and test is to have MU of less than 0.1% of the reading and gives an example of 50
mg £ 50ug as acceptable. To qualify MU of a balance, an appropriate NIST traceable weight within
the weighing range of the balance is weighed 10 times or more. The resulting weights are calculated so
that three times the calculated standard deviation divided by the amount weighed should be less than
0.001.

For different balance class designations and detailed information on weights and balance, the USP
General Chapter <41> is to be consulted.
(September 9, 2003)

276 | REHEDOHWASN—T a e EH TR MNTERYE) IS E D &V D RBEOEBERIL, B/ N—2 a COSHENR, GRIE : XEHRKE) #H
LMm? ZNEHLFEITHEOHF LA | SFLTOVDNERHRNL DR LT R b 2WHETH D, GRIE : TR/ — a v o)ikz i
—VarEHEH LTI R bR | TRETHD] LOBEKRTHD,)

D2 A.6
Q.6 In resolving issues of conformance to an "official standard", the most up to date version of the
Can an older version of an official analytical method is the method that must be used to determine compliance.
method be used or must the most (September 9, 2003)
updated version always be used?
277 | TIREBEEGOBEFIZ OV TOEZRY HELRYFRIL, XAEFIG SO SHTICNEOREREM (RS) OFHZHEREL TWLH28, b L GRUE - ZKER

RDOSMSGFIEDERLDON? F 1L
T IREEHE S Off S 1T & ok 7

D) 51y b OEYIVEDE R RTICB O EFEM & DB K-> THE S, 2o e v b3 3R
feshiz7' v b 32—t > TEHINITEEEDO RS STV DD THIUT, IR RS OFEIE, AR
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HOMN?

Q.7

What is the Inspectorate’s position on
the wuse of secondary reference
standards and what are the conditions
for the use of secondary reference

standards?

SND, 0T b a—d, —RERROZ AN, RE. BBV BIOMEH, £ AR IR
X9 5 WA MR DWW THIEIC S LT X& TH D,
A7
While the Inspectorate recommends the use of the official standards for the analysis of compendia
articles, the use of a secondary RS is acceptable if each lot’s suitability is determined prior to use by
comparison against the current official reference standard and each lot is requalified periodically in
accordance with a written protocol. The protocol should clearly address the receipt, storage, handling
and use of primary reference standards, the purification of secondary standards, and their qualification
against official reference standards.

(September 9, 2003)

2.7.8

& D AEFED " IRKERE D AR 2 R
THEDIT, HEEEOTRBHERL
TWS RIGEERZRET 2 Z &
AIREDN ?

Q38

Is it acceptable to use a third party

lab’s available pharmacopeial
reference standard to qualify an

establishment’s secondary standard?

UL, BREND, 72 L, ZFERER 7 AR EL (Establishment License ; filgX7d i ?) ZHibH, KA
EOWH GBI T DN EZFENT 52 L, ZBHIC Lo THEASNTWDL ZERRKETHL (T
Db NHLEEERCE IE R AR S, £ ORBER Ofisk TRIMAIRER Z &, B L TV HENAY T
—hESNTWEZ L, REEZERIZL > TREAT D), S TOREBELOBENT, FHINLRXFTT
ITHORETHD,

A8

This practice is acceptable providing the contract testing lab has an Establishment Licence (EL) and

has been audited by the client to demonstrate its capability to qualify the secondary standard (ie. the

official standard and the proper equipment is available on the tester's premises, the method used has

been validated, etc.). Transfer of the standard between the sites should be under controlled conditions.
(September 9, 2003)

2.79

FRET — X OO BT, /—
k7"~ 7 (bound notebooks) (21>~
TH—R T w7 « o— T
52 EITHONWT, EERDOSLHIT,
EDRRIR b D2

FERET — X Otk OHEE I N D FiiElL, /— M7 v 2 (boundbook) THDH, LMNLIL—R T w7 -«
U= FOFEHIE. ENAN VAT LAHICEEINLTWAD, FRIEETORET — X NEENOIEM T, 1E
LSFgRsnpolGsh, MECRESh, ZLTADICRETRTHD Z LR HHEL D XD ITER
ENTWERLITEREND, TOVAT A, V—7 « — FOMBHARLE LA £-52R1E7%5
720,
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Q.9

What is the Inspectorate’s position on
the use of loose work sheets as
opposed to bound notebooks for the
purpose of recording laboratory data?

A9

The recommended method of recording laboratory data is a bound book but the use of loose work
sheets would be acceptable as long as it is controlled by a system or a procedure to ensure that all raw
data are true and accurate, properly recorded and captured, adequately maintained and easily
retrievable. The system should also provide accountability and traceability of work sheets. (September
9,2003)

2.7.10

3ODHGET HH Y MIOWNWT T 1
TR N TF—arETHI L
EHRCBNT—RUICHFAES T
L52&THD, FELPLIEL RS
et AEURITEORIIANY T
—YarvElLEa—T250n? (T
bbb, 3EOHGEFERBLTAET
TWARITFNIZN TR0 Dn?)

Q.10

It is generally accepted in the industry
to perform process validation on three
consecutive lots.
How does the Inspectorate view
validation when reworking is required
(i.e. three consecutive incidents will
never happen)?

Ny FaFELTDHILIE, MOTHRRFHLTNETHDL, TNTHLNHIZ, FELIZOWVWTO
NYF =g IR Z 0 BR20no T, IENIZEET 250 L IEBE X LTy, FE LK, QC
CE > TKRBSNBUESNIZFIEE L C.02.014 OFFR 6 THIZIE~N LN TWD RIS TUTDOIL D &
Thbd, ZOFIEEL, BEEBOMERGEI </lLo TN L 2R TH720IC, FELOEETD
BINOHIE LR R L2 LT T RETH D,

FELORE L FE L SABANT, HICEDLRE~DA 7 b B LAY PRI~ ]
RMEDH DA /37 ML TH, BORHEELZT RETHDH, WIRAID 2 VITHREERBIAI OB IR A X
DITER, HOHVTEER T 0 A% BN 52 &%, EWFRIAEIMNEOEMEZ LETHA D, B
(2. FELZ LR CHEERFEPBELRDON TWRWZ L 2HEFE LT L7012, FEH LAY FIZONT,
[FIIRFHY 72 Z2 E MR O FE i 2 B L 72 1T 7UT e 720,

A.10

Reworking of a batch should be a very rare occurrence. As such, validation of reworking is not
considered mandatory as it is not generally feasible. The reworking should be carried out in
accordance with a defined procedure approved by QC and with the conditions described in
interpretation 6 of C.02.014. This procedure should include supplementary measures and testing during
the reworking operations to ensure that the quality of the final product is not compromised.

It is mandatory that rework proposals and reworked product also be fully investigated with respect to
impact on release characteristics and potential impact on bio-availability. Changes in formulation due
to reworks including the incorporation of additional lubricant or dissolution aid or additional critical
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processes may require comparative bio-availability studies. Furthermore concomitant stability studies
must be undertaken on reworked batches to ensure that critical characteristics are not compromised
with time due to the rework.

(September 9, 2003)

2711 | FIEEFEDOERBOTZDHIZ, HX—VI KRBOTDICFIHEOHKEHICEAT 5 2 L%, |ENFHTIIRY, £, REOX—VIZEATLHZ
BT DHZEIFENESRFEN? | LOATHLRRBRINDLTHA I,
FioE, BYIOR—VORELT D | Al
L TRBINDLDTHLN? It is not mandatory for the approvers to sign each page of the procedure. It would also be acceptable to
Q.11 only sign the last page.
Is it mandatory for the approval of a (September 9, 2003)
procedure to sign each page or is it
acceptable to only sign the first page?

2.8 DEEMDHER Packaging Material Testing - C.02.016 & C.02.017

2.8.1 = LA W D 2-mercaptobenzothiazole MBT (&, X7 ANVHOIT L, HDHWET Y PO OREIC LT LIEHFEHT 250 TH 5,
(MBTIZB L T, &BEJGONIH T | MBT O ENEIC OV TOBEIZ L - T, ESHER & ERICHET S PM GRIE : BEQEEM?2) ©
2D HDON? SoEToT oML, AT D SiF kR
Q.1 A.l
What is the Inspectorate’s position on | MBT is sometimes used in the manufacture of rubber stoppers used as closures for vials or as
2-mercaptobenzothiazole (MBT) in | components of syringes. Due to the concerns about the potential toxicity of MBT, its use in the
rubber closures? manufacture of packaging materials that are in direct contact with injectable drugs is not permitted.

(September 9, 2003)
282 | WEME BIZTXTTATF VT R b LMD 2 4 7793 COA GRIE : BBAHEE) I[CReillsh T\ T, 2L Thodry FaRIET L7201

MV OERTR) OHE LRI 2 iR
BBREGDHVLENHDLN? D
(bFM it iliRlT, T ANT-%

AT EZAZ—T 47 R ~—DE—MZ2iHRT B57-DI12, PM ORLUEEFIC L > T—EDORBRN 72 X
NTWB R 5IE, ZO(bFEMEERE (IR OfK7ZR) 20T Z L8 ETIERY, LirL, PMOKHR
v NI, ZOR—MEE2HEN»D LT DICHIRRRAZ T RETH 5.
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> MZOWTITO R IF I e
e SEEFR ORREEIL. AN
ROV BLIBDEEZ DL &
LR 72V 2

Q.2

Is it necessary to include a chemical
identification test in a specification for
a packaging component (such as a
plastic bottle)? Must this chemical 1D
be conducted for each lot received?
Would
considered an acceptable substitution

vendor certification be

for testing upon receipt?

A2

If the type of material is described on the Certificate of Analysis (C of A) and if a specific test has been
performed by the fabricator of the packaging materials confirming the identity of the starting polymer
used to manufacture a specific lot, it is not necessary to repeat the chemical ID (such as IR). But each
lot of packaging materials should be visually examined to confirm the identity. (September 9, 2003)

283 | oA O RGE T OWRR (77 7 ERCE Ay, A L L THERT 20072 2 7 A6 R OREEIZEETRETH D,
T4 A L LT, THEMDOEFRE | A3
AT 2 Z &3k 02 No. Any gas used as a blanketing agent should be of compendial standard.
Q.3 (September 9, 2003)
Can industrial grade nitrogen be used
as a blanketing agent during the
manufacture of a drug product?
2.9 EREADOFHER(UPDATED) Finished Product Testing - C.02.018 & C.02.019
29.1 | WEMERE (MEB ICERE) 13, 1T 9 MBI, T E ORAN ORI O 72 L— )V ERET D22, —EE T H 5075125

USP M 55k | 2 BEE 9 5 Bl A oD £
7y MZx L TiThRIE R 57220
yARNd

WTHESLT 2 ZEPRER LD TH L, b LATN, REICDE> TEEINRVOTHIUT, HAEMN
ST DERAFFNT 6 L CTHREUME L 22 5 DT, EWIRemERE 2 LT LUy,
Al
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Q.1

Do bacteriostasis and fungistasis
testing have to be performed for each
lot of product in reference to the USP

sterility test?

No. This needs to be established only once for a specific formulation to determine the suitable level of
inoculate for that product. If the formulation has not changed for a number of years, periodic
verification can be done as microorganisms become resistant to preservatives in a formulation.
(September 9, 2003)

292 | ERFREIT, R OA ZHERERO BUE SN TV D RIR RO RE TN A TRESBEEOMENIT. ARINDBDOTHHM, BREHE
TeDlZ, BREDHEOMEHZHEE L | WOROERIZ, ARSIz,
TN D2 A2
Q.2 While the use of environmental isolates in addition to the specified compendia cultures is acceptable,
Does the Inspectorate encourage the | the use of environmental isolates alone is not acceptable.
use of environmental isolates for | (September 9, 2003)
preservative effectiveness testing?

293 SER L O T FENORLEEE I EERIX, 2001 410 HIZ, DU =7 %1 I "Guidance on Parametric Release" & &7 % PIC/S DL
LT, TR R"TARN) v 7 - | Bl L, ORI, ZOEERS TREEEZ LIZRAISE L TORBESATHL2HDTHY
VU =R L TEEBYROMFET | ZOTA F 2 2> TR SN DO FERORH L KRB L/ bOTH L Z LITERE SN,
L ETiEAAr 2~ 2 A3
Q3 The Inspectorate published on its website, in October 2001, the PIC/S document entitled Guidance on
What are the Inspectorate’s | Parametric Release. Please note that requests will be considered only for terminally sterilized drugs in
expectations for process parametric | their immediate containers and following submission and approval of evidence acceptable according to
release for foreign and Canadian | this guidance.
manufacturers? (September 9, 2003)

294 | EZNRIE, 1ECROBMAEWFERIRTT ATP NAFNIx vtk /XTEZTTT 3. HLOFEOBANC I TIE, TERDEEAEN 2 NG EIE DL L L
EOEREL LTO ATP SA A IF | THIZESNTWD, SFETOFT, BRXSEATND HIET, REICTEF, D TIRE S N/2RWL T TO A
R UVAEMIZANDZDMN? b | AR bOTHD.

LZ) ThoHRBIE, POREET

b LT 20 THIUT, HHEENY T —FIRETHD, L0 DR, MEHLISMIHKT D ATP
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DN T —2a VBB THDN?
Q4

Does the Inspectorate accept ATP
bioluminescence technology as an
alternate for traditional microbiology;
if so, to what extent of validation is
required?

TOBEBGMESR. ATP OOMRCZ OWWE Z BRIC L 2 TSR T 23820 FTREMAFE L T\ 5 7z
DT D,

A4

The ATP bioluminescence technology has been studied as an alternate for the traditional standard plate
count analysis in certain products. So far, the procedures described are only tentative and useful only
under tightly defined circumstances.

If used, each method should be validated because of the possibility of false positive as a result of
non-microbial ATP or false negative produced by degradation of ATP or interference by the material
itself.

(September 9, 2003)

295

BEEIT, HINHEYEF O ERIC
OWTHEZELY, BRLZY 3
M

Q5

Should an
question a technician’s

inspector observe and
analytical
work?

BEENL, TROAL TR, WHDPMTo TODEBEZITH Z L OEKEEZ A L TV D0 EERT 572
AH, THUTKREE LT, ZROGHHHYERMToTCND I LoBlgs, AL TS SOP, Hik, HDHW
(I LT, TOERBEODIEBEEMT 5 Z ENGEND,

Flo, EEEEILILE. IRPL0RBRT —2 %2, FX KBE, GUE: 4BFHEHAGELTND L
D) EERS, FIEEOEFONTHRDLTHAS 5, TALOFEHET, @, C.02.015 OdnEE M I
ESDbDOTHD, —MRAZRERIE, MR 6 HIBH S TRV, FC 6.3 HIZBWT, 7 REEHIL,
6.3 IR A REFEHICOVTEL LARTIER LA,

A5

An inspector may verify if the laboratory staff is qualified to carry out the work they undertake. This
could occasionally include the observation of what the laboratory technicians are performing and
question their actual analytical work in conjunction with SOP's, methods or equipment used.

Also, inspectors will frequently examine testing data from the laboratory for format, accuracy,
completeness, and adherence to written procedures. These matters would usually be regarded as
Quality Control Dept. C.02.015. The general requirements are outlined in Interpretation para 6, in
particular 6.3 laboratory supervisors must sign off subordinates work as per 6.3.
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(September 9, 2003)

2.9.6

N7 JETH D DO-25 1%, BIE &
TN EHIT, DN ITRIEEE
DOHEHEL LT, FRFEHDOFERN
HEhDbD700?

Q.6

Does the official method DO-25 apply
to tablets labelled as being professed
or as manufacturer’s standard?

Ren A BRI Sections C.01.015 1%, FEARIORAEERFFICE L TOZRZHE L T o, b OFA]
X, ZOFERAIATLZ L2 B E T 2EEAIORTOIEANL, AEIEIC K - TRBR LK, 60 53 LLAIZ
RAET 5 2 & 2BR LTV 5,

ZOHANT, iR —T7 4 v ZEEORERTE ERBRICOWTHED TS, Subsection ()%, IROEEZ:
MR EDTND,  IROIAIZHE YT 5 3A1X, DO-25 (22T Subsection (1) DFEIL, HEFEE S
[

() (HIKRIZHETFRETH D Z LAY, R SN HIEIC X o TREF S 7 3E54)

(O (BIAIE, BIBPEDFEA)

C.01.011 and C.01.012 Z & 720>,

BTERIT, bLEOHFENELL AT = FINTWE2R 61X, ED BT DA HEE DT 4 FE
T2 DICEIEO R E 73 BRI L TRE 2 A LRV, DO-25 13, Bkt LTk, — it
A E L T D,

A.6

Section C.01.015 of the Food and Drug Regulations specifies requirements relating to tablet
disintegration times. These regulations require that all drugs in tablet form, intended to be swallowed
whole, disintegrate in not more than 60 minutes when tested by the official method.

The regulations also prescribe a specific disintegration requirement and test for tablets which are
enteric coated. Subsection (2) specifies conditions where subsection (1) requirements for DO-25 are
not required, i.e. (¢) drug demonstrated by an acceptable method to be available to the body, and (f)
tablets which are for example extended release. Refer to C.01.011 and C.01.012.

The Inspectorate has no objection to the use of an alternate disintegration or dissolution method to
demonstrate compliance with the prescribed release requirements provided that the method had been
properly validated. It is understood the DO-25 is not generally used for new drugs.
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(September 9, 2003)

2.9.7

AT KT HelBRIZ, Z b &R
BFCITo TV Th, ek RAI TR
EE R BN ?

Q.7

Do tests for impurities have to be
repeated for finished products if they
have been done on the raw materials?

FEEE 1T, WAPICFET 2 BE AWM, TORE I EHAEERIHR SN ERORMY TH 5 &
DIEHEF > TVWDHIES I, ZOEA. ZORMIITH LT, FRLLEOmEATEMERIL, BB Bk
ENTeV, WL NI A RS THE SN TV DIRET, MAOLEAERDOFEN DR SND Z
LB THAO L, BAOBMKICEBNT, ZO X ITHIEIRTRETh D, BERKMN, 72 L1,
B CTORMBDTHSH & Z EOFERE, BEEEIZ, GEHLE LTRIETRETh D (B, s/ =ike
EMEOREZBL T —EDOL—UUIhH DI EERT EN, TORMYZBEIIRM U7 (AR
A7 TN Oruvw NG TEETOMHREN-T-ZLI1c kD), B A LTRSS
EamMN R 25815, TOERIT, MUt s GUE : PFEEEID) RELEHRICE > THRE TR
THD WBIZIE,ZIEMOEROEERLZEHRT S Z Lick-0),

A OEFRIZEET 2 HIZFHE L WEHIZ, ICH O =74 K (http://www.ich.org) DOLLTF O EZ

ZRINTZ,

PO - ICH Topic Q3A®);

FrEE oA - ICH Topic Q3B®)
A7
The sponsor may have evidence that a related impurity present in the drug product is a previously
identified/qualified synthetic impurity. In this case, no further qualification for that impurity is required
at the drug product stage. The concentration reported for the established synthetic impurity may be
excluded from the calculation of the total degradation products in the drug product, and should be
clearly indicated as such in the drug product specifications. Evidence should be provided in the
submission demonstrating the related impurity is indeed a synthetic impurity (e.g., by showing
constant levels during accelerated and/or shelf-life stability studies and confirmation by providing
chromatograms of spiked samples). In cases where the methodology applied to the drug substance and
drug product differs, the claim should be confirmed by appropriate studies and the results submitted
(e.g., using actual reference standards for that compound).
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For further information regarding the control of impurities, refer to the following documents available
on the ICH (International Conference on Harmonization) website (http://www.ich.org):

Impurities in New Drug Substances - ICH Topic Q3A®);

Impurities in New Drug Products - ICH Topic Q3B®).

(September 9, 2003)

2.9.8 [ DA k9~ % e D FABR IR & B RAN 4 2B e X, SMBL. FERB. MUE R KOOl & . i OAIRIZ LD < oo S E AR
I, EDXIRbDTHLN? (B 2T, B R O ORERS, KGR ETOEEY—MHRRR L) Nugsnd,
Q.8 I OWTIR, R/ RORERZERIZ, L E =2 —% 7 % Directorates THGR S 4T 72 H 7200,
What is the minimum testing | A.8
requirements for solid dosage drugs? | The testing requirements for solid dosage form products include description, identification, purity, and
potency and other applicable quality tests depending on the dosage form (e.g.,
dissolution/disintegration/drug release, uniformity of dosage units, etc.).
For new drugs, the minimum testing requirements have to be approved by the review Directorates.
(September 9, 2003)
29.9 | BFHZITBWT, USP LIS DFEHET, TR SN D BT, RLEFE AN Schedule B ISR R BTV D, IS EORHEL £, —EDS
NRAEM T RSN TWD DL | T THEAEINL TV D,
IRICIRD DN ? A9
Q.9 The acceptable standards are described in Schedule B of the Food and Drugs Act. Trade standards are
What are the standards other than the | also acceptable under certain conditions.
USP that have official status in | (September 9, 2003)
Canada?
2910 | AERBIEIANY T — b _&E0?

Q.10

NEFINH SN TWD LT, FERIOFREED 52 TORT 2 MEET 5 2 LITHRRWO T, HHEE
AIORZEIEA DT LT, REEDOH EE2EM KD »OFEHZ L2 U by, KREFHEDT
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Should compendial test methods be
validated?

BICEEZBI LY, VX OHIEOWRISEELZ KT LIV R ENFELRN I L2, HIELR
FUER B0, o, ARELITATT OB TIEKT 5 2 LN TSN RN, KEEDITIEIZ L
DEBHTESZ b LT b,

STFEDANY T = a COFEANT, EOHEPEMT L HRICKH L THEDIZREDOTH D Z & A4REH
TLZETHD,

IMHEDNY F—2 g U NZOWNWTDOH A F o AL, ICH T4 RO Q2A BLU'Q2B #& B Enf-\y,
A.10
Since compendial methods cannot encompass all possible formulations of a drug product, the
applicability of a compendia method to a company’s particular formulation of a drug product must be
demonstrated. It must be determined that there is nothing in the product that causes an interference
with the compendia method or affects the performance of the method. It must also be established that
the impurities that would be expected from the route of synthesis or formulation are controlled by the
compendia method.

The main objective of validation of an analytical procedure is to demonstrate that the procedure is
suitable for its intended purpose.

For guidance on validation of analytical procedures, please refer to ICH guides Q2A and Q2B.
(September 9, 2003)

2911 | FRHHDOERITHERLNTWDHET FhiTRETHD. FRICEROENTVDLRETORBREITO RETHD.
DRfERFRER % T T~ E ) ? A.ll
Q.11 Yes, all tests stated in the monograph must be performed.
Must all identification tests stated in a | (September 9, 2003)
compendial monograph be
performed?
2912 | b LEGERH OE D 72 HEAED T Tk bR E i, ERANL, HEEOT =4V o 7T 5 B HIREBREZ S RE TH B,
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7T LD THhIIE, FERAIL B
R R I N D02

Q.12

Are solid dosage drugs exempted
if sold
under a manufacturer’s standard?

from dissolution testing

A.12

No, solid dosage drugs should include a routine test for monitoring release characteristics (e.g.,
dissolution).

(September 9, 2003)

29.13 | BP & LTRSS RANL, USP D WE LRV, BRI, TORTFLTWDLEECEH LTI RERV L, HiEch->TE, ZOMK
HICHEE L TNDTHA I N? FEAGRICH A L2 T AU H e,
Q.13 A.13
Does a product labelled as BP have to | No, drugs must meet the standard under which they are labelled and for new drugs, their marketing
meet USP specifications? authorization.
(September 9, 2003)

29.14 | USP & L CTHERSII T2 RANZ, AR L7 Th R, BIREBMEATE 5, L LIRGESER L. €D USP IHEEAIZ USP O FiEIC L -
USP OFRBRGIEIC L > TRBR L 72 < | TRz L7z & &, USPBUSICIEA T2 Z L 2RE L2 NI b0, b LINEZEHT 20 Thivid,
TUIEWFRWEA S 9 ? FINY T = a2 LRz ban L, MHEBROIIEN S DR RN H 5 & TH D,

Q.14 A.14
Do products labelled as USP have to | No. An alternate method can be used, but the distributor must demonstrate that USP drugs comply
be tested as per the USP test | with USP specifications when tested by USP methods. If an alternate method is used, it must be fully
methods? validated and results from a correlation study should be available.
(September 9, 2003)
2915 | ANyl y PR IOV RO 2l GMP BN, JEIE 72 PR THER ORIEZAT 5 2 L 2 2R LTV D, RE ORFRIFREL 5 2 5L T2

M9 % ¥ HERBCE E O IESUE T,
EDALH?

Q.15

What should be the calibration

D, HEIEHETE ThOEBIEO H DEREZMHEIICT 2 DICHLERMEE T, 1 OT OO SOP [T
ENTHHETRIETRETHD, BREZ, TOTAF AL LT, YEERORMEEED~=2T VES
BT8R THAY, BET—2HDL0ENVT—v - T—4HF, Fx VT L—va VEE
DY) THDZ L E2BAANTDIDICHHATS 2 EnHED,
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frequency for a dissolution apparatus
used with both baskets & paddles?

AT T ABLWVEBR L VST L ) M B OERRAE 2 2L S50 b AR M E D O FREN
boTeaIZld, BEIDS U TREZITO) RETHD.
A.15
The GMP regulations call for equipment calibration at suitable intervals. Although specific time
periods are not given, equipment should be calibrated at a frequency necessary to ensure reliable and
reproducible results and covered in the firm’s SOP. The firm may consult the apparatus manufacturer’s
manual for guidance. Historical or validation data may also be used by the firm to support an
appropriate calibration frequency.

In case of any event that might change operating characteristics of equipment, such as maintenance or
moving it, it should be calibrated as required.

(September 9, 2003)

29.16 | USP<621>IZ L 5 v AT LG % L722<Th &K,

ITo%aI, oY 7 LDiEAN | A6

Y HAENS, BRTOMHEDIRLIEAZ | No.

L7 iU Wi 72unamn 2 (September 9, 2003)

Q.16

In performing system suitability as

per USP <621> do all replicate

injections have to be completed before

any analyte sample injections are

made?
2917 | = F ¥ (LAL) BB TR RSN, T2 L. TOHERANY T — b Eh, EEPNFEFFEIZBWT, TDO X9 RBRO%E

172 pH HIEIZTE R SN DH 2
Q.17
Is routine

product pH testing

RSN TORLHE L TRITTE DRIEPBETH D,
A.17
No, provided that the method is validated and the firm has not committed to such testing in a new drug
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required for endotoxin (LAL) testing?

submission.

(September 9, 2003)
29.18 |HPLC # 7 A2V ¥ A 7 v LIz EEAl FFASND. LB F =g Vs EIT) Z L.
2T 52 LiE FEShDS? | A8
Q.18 Yes, provided that appropriate validation studies have been performed.
Is the use of recycled solvents for (September 9, 2003)
HPLC columns acceptable?
29.19 | EMI R BRO-OIRE L | AIETH D, 72770, YEREOHMAREORTHEAE L TWD Z EBNETH D,
2y ME, BRERAE T ORNIHR | AL19
FED T8 D HAaF 3 FIRED> 2 Yes, provided all product release specifications are met.
Q.19 (September 9, 2003)
Can the lot chosen for the periodic
confirmatory testing be released for
sale before the re-testing is complete?
2920 | L MRA HTHESNZH-ADH FoR IR, L L7 s, BAETIIEEWITOWT Z ORANI R LTl S vzt s L ORE

L1o0my M, 2200501
ZaBlanizz ik, £EWICON
THUEEFH Oy FREFFEZ R 4 (2
AFT L2 ERWAEFRICERSL
D2

Q.20

If one lot of a product made in an
into two
separate shipments, is it mandatory

MRA country is split

for the importer to obtain separate

DEEBEBE LTV Z L ZFEHTRETH D,
A.20
No. However, the importer should demonstrate that the conditions of transportation and storage
applicable to this product have been met for each shipment.
(September 9, 2003)
MRA : (FR7E) Mutual Recognition Agreement (GMP (Z B9 2 fH A AGEHIEE) DBKFL,
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manufacturer’s batch certificate for
each shipment?

2.9.21
(UPDA
TED)

WEERTZ Ml 2 E B A 1T H 2 &
PR SN2 ElidpiEkic
ZORBREITH Z LIE, ENRED
7RDH?

Q.21

Is it acceptable to perform the testing,
including the potency, before
packaging or is it mandatory to

perform this testing after packaging?

RiE: FOUZIZZ OO B 235
SN TRV, FEHSNEHAT
H DD, (September 9, 2003)% E X
L TnasEEbhs,

Rt [EFERAAND C.02.019 OFFR 1 THIZ LV | BEERITIT ORI B 700y TR BNz o»
Tl DERICHMORBREIT O 2 L DREDOERIL, Mz & THEEL TV, ZORZRYGG. ik
SRR, TORBONE iz gie) 2E25L0TIERNWI E&2FIFAT L0, NYT— |
LRI T e, RO T —ray - T—HE, a—var, 7 U—AHD50IEMORETR
O ABL N S TR AZ®E L, EMY7RHEIC L > TRAIOEEEDHERFSNTWD Z & ZFEH L2
JAuFZe 72w FERAL GRIRAL BEXOZOMOBEE R IC OV T, BERKASRTORGIZONT,
D7pd b, MERRERE L OERRBRAZITORITIE R 5720,

AL T HERRRBR 21T O BUEIT LTl 2 OME—ORERRER T EZ BITEH Lo #%IC, (b5 4

W RIRERE R M T O TV DRV 1272 > T, £ OME— DB HIEO R 2T 2 Z L k5,
GFRIE : ZORRT, BRAIBLETH D)

A.21
Other than the Identity testing which must be performed after packaging, as per Interpretation 1 under
C.02.019 of the Food and Drug Regulations, there is no specific requirement to perform the other tests
after packaging including potency. In such cases, the manufacturing process must be validated to
demonstrate that the packaging / filling operation does not alter the quality of the product (including
potency). These validation data must also demonstrate that the homogeneity of a product is maintained
by appropriate means throughout the entire filling process for dosage forms such as lotion, creams or
other suspensions. For parenteral, ophthalmic, and other sterile products, at least identity and sterility
testing must be performed on the product in the immediate final container.

For the requirement to perform the identity testing after packaging, the unique identifier principle can
be used as long as the chemical / biological identity test has been performed after the unique identifier
is applied to the product.
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2921 | fWHIAIEMRA ETREL, Zhaen ARERDFIRIE, W S u7an,
N7 L LTMRA EIZHTFL, ZZT | A22
AT AT B 2 3 KX OV B4 L T2 | No. (September 9, 2003)
5. A L2, C.02.019 @ | FR¥E : IMRA [H] &1, GMP BEZB T 2/ AW E (Mutual Recognition Agreement) ZfififG L7=[E TH 5,
HOMR 4 THIZFEHR S T 5,55k
DEERITEH S D02
Q.22
A product is manufactured in a
non-MRA country, then shipped in
bulk in a MRA country where it is
packaged and tested before being
released and exported to Canada.
Would the testing exemption
provided by Interpretation 4 under
C.02.019 apply?
2.10 EE ] Records - C.02.020, C.02.021, C.02.022, C.02.023 & C.02.024
2101 | v A X —BRUERHEIZIIH S TY HBER T vt ACERT 5 R thdi~ 22 —R/ERERE (MPD) (25l STV 20 nIcBb
% SOP 1%, W AEHORis TR | &3, FIHATRETRITNITR B 220,
RE T2 AUE T 220 s 2 Al
Q.1 Procedures related to critical processes must be available, whether or not they are referenced in the
Must SOP’s referenced in master | MPD.
production documents be available at | (September 9, 2003)
the importer’s premises?
2,102 | EFEAROTEIT, GMP HANZIE~ FlEE, RV — 7—%, BLORHEELZEFICRGFET L2, BLROBAZE ARSI ED

5 [3CEAL & Tz (written)] (ZH 725

ZEE, HFAREEIND, L, FOL Oz MY — BB, BLOGEHN, HEREETDHADOHRIZE -
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Q.2

Are electronic documents acceptable
where it is stated “written” in the
GMP regulations?

TREINTVDZEPEEICLTND 2L, BEIOZOXED (D) at—%, KOS TEKTE
D2 L DHEEICT D8R BIEREHNFIET D ENRBRETH D,

A2

It is acceptable that procedures, policies, data and records be stored electronically and that signatures
be generated electronically, provided that there are appropriate controls to ensure that such entries,
revisions and signatures can only be made by authorized individuals and that paper copies can be

generated upon request.
(September 9, 2003)

2103 | 7w~ b7 T AE, N—Rabv—Z ARETH D, FEEOEOMR, B LI OER Q2 GRIE : ZOFMFCETHIIE, 2.103H) Z22ME L,
Roo>TT A A7 TRET D LIT | A3
AIRED ? Yes, refer to the interpretation under the Records section and question Q.2.
Q.3 (September 9, 2003)
Can chromatograms be stored on disc
instead of retaining the hard copy?
2.104 | WEHEBHORMEE T, QCT—H &L QC 7—# L 3r#E, QC OELH . F721% Section C.02.006 DFFI 1.4 THIZHE > THRE SN -RITENE
FICEBLTREDN? Sk LT 6w, BEEIT, ZRELEEBICEEZA L, 2 ORERERE AT 5,
Q.4 A4
Does the person in charge of | QC data and documents must be signed by the person in charge of QC or by a designated alternate as
quality control have to sign QC | per interpretation 1.4 of section C.02.006. The person in charge remains accountable for the tasks
data and documents? delegated and retains the necessary authority.
(September 9, 2003)
2.10.5 | Section C.02.020 2 XA, FAIZE | HlT D 2 LTk, Rda L HAID Division 2 TER SN TV LEETIE, HiZRkFERA 721

ENEOE S e T N
BLOBMAEENRE T R&ELFE
I, BT HETOENGDHEE O

AL Ofist TR ARE S LT e by, St LT, avrzr bMdthislbta—357
DIZ, ERFHIZATICED 7 7 A NV ERbIRS Z LTSN D, AROR AT, SBERICED LR
¥FFTMAELT O THHTE 2 TIE, Z ORI T HBIEFH L, EHICRRHEINLITH
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ICREE RIS, R, KoE
EFEBIORMAEZTEOLEIZH T
. ZENHOGEE, LIFLIZQCEE
Bt ool shTtndayr
P P ORISR E S LT
b TNWDZ, THHDXEITEL
DR R CTHEEE O CHET S
TN, Z ORRBRBLIRIL,
BRINDLDHDOTHDHHN?

Q5

According to section C.02.020,
documents to be kept by the
fabricator, packager/labeller,
distributor and importer must be
stored on their premises in Canada.

In the case of a distributor or
importer particularly, these
documents are sometimes kept only
on the premises of a consultant hired
to provide QC services, therefore they
are not available on the premises of
the distributor or importer at the time
of the inspection. Is this practice
acceptable?

595, EOMOEFEITEW T, ZAUINC GRIE : REA OIS, * OISR LedThA I,
A5

No. All documents required under Division 2 of the Food and Drug Regulations must be available on
the premises of the distributor or importer. Exceptionally, the consultant may bring a file home for a
short time to review it but if at the time of the inspection, required documentation are not available on
the premises of the distributor or importer, an observation to this effect will be made in the report. In

some cases, this could also lead to a NC rating.
(December 16, 2005)

* 0 (GRE) AT AICBTAELOTMICOWTIEL, ROTA F L ARH 5,
“Classification of observations made in the conduct of inspections of clinical trials (GUIDE-0043)”

http://www.hc-sc.gc.ca/dhp-mps/compli-conform/clini-pract-prat/docs/gui-0043_clini-prat_obs_class_ltr-doc-eng.php

2T, ROBRZTHEN S D, ; "NC" (Non compliant) at the time of the inspection, the regulated party has not
demonstrated that the activities it conducts are in compliance with the Food and Drugs Act and its associated

Regulations.

2.10.6

HL, BFELABNYUT—hENT
W2WOTHIUE, fOa v —I2%

BHhTHD, bBLEFBLDUVATIANANY T —FZINTHRNOTHIUE, OB —IZBL4 LT-HD
X,
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LT DITENN?

Q.6

If electronic signature is not validated,
must the signed paper copy be

A.6 Yes. The signed paper copy should be available if the electronic signature system has not been validated.
(December 16, 2005)

available?
2.11 v AL Samples - C.02.025 & C.02.026
2.11.1 ﬁﬂ@&ya’WMéﬂkﬁ%ﬁﬁ ﬁvfw@$®%%3ﬁmﬁzﬁ\%T%y7Wizgkéﬂééf@ﬁ%%%?éﬁé@’Z%ﬁ%
ST, WIERYP TNV EFTED L ®/J‘f£< TH2BEEITRETHD, 7R TZE LI/ V7 I LT, IRMEY 7, I s v
IR DN? WCELEFEL TV D REH DR LIEET 2ANCERRT & TH D,
Q.1 A.l
What is considered an adequate | As per Interpretation 3 under the Samples section, the retained sample should represent at least twice
sample when tank loads of a raw | the amount necessary to complete all required tests. For bulk materials received in tankers, the retained
material is received? sample should be taken before being mixed-up with the unused quantities still present in the storage
tank.
(September 9, 2003)
2112 | RALKSKRORR (V75,7 a BRI C.02.030 D HEYIZ, TNHDOFEFUIK L THEM SN D LD TH D, MESHJFEH 7 g, |

VIRE) OMELX I —ix, W,
R BV ZHNCY > VBN &
. EKREZTDH, ENLMESN
ToHRIE D A DY o T AR E T E A
DY RATPEL DN, BEROBLE
DRV —ZEDL I b DN
Q.2

A pressurized tanker of hydrocarbon

raw materials (isobutan, propane,

WEENRET D L 2R LTV,
A2
The intent of regulation C.02.030 is applied to these cases. Samples of pressurized raw materials are
not expected to be retained by manufacturers.
(September 9, 2003)
(fRI¥) pressurized tanker : tanker (%, #hD ¥ I —% TSN, Z 7 o — ) —HEETIHE
JE U THRIRIZ 72 o Te RAVK R Z T 2 72D O W TH A 9 .

bHdHDH. N
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etc) is normally sampled and
approved before pumping. What is
the current Inspectorate policy for
sample retention given the inherent
risks generated by these flammable

gases under pressure?

2.11.3

b LA CRANE LT, &
FTH DN~ T D (U &
FTHHGTIIRTE L R2) OTHA
2. ZORMEGOREZ T HN
WZHE DD DN 2
Q3

If a product is fabricated in Canada
and exported outside of Canada (the
product is not sold on the Canadian
market), are samples of this finished
product to be retained in Canada?

BT ZRNICE D TR, ZOBFZOTHIT, ZEEaEEE Tho> T, JIEEE TR, RaEH
A A2 (FDR) @ Subsection C.02.025 (1)ix, B2 I i/ /Fmgd SNTCERMIT, BOEEE B L OWAEHR
FAAIZESA TIERV) ZFRLTWD, ZiUTE, BT X OFFFEEN I X OIRTEHEH (DIN owner :
TREDOFRIEZRI) M ORLE 2 85E LT H M2 72 S5, FDRDsubsection C.02.025(2)D JFUED 7770k}
OBUEZ, WS (B2 RERE~ETEEEZ 538) (I L TEA S D28, IRoEER IR LTI,
IR,
A3
No. This Canadian site is a contract fabricator and not a distributor. Subsection C.02.025 (1) of the
Food and Drug Regulations (FDR) requires that a sample of each lot of the packaged/labelled drug be
kept by the distributor and the importer (not the fabricator). This is also applicable if the Canadian
fabricator manufactures a product for a Canadian distributor (DIN owner). While subsection
C.02.025(2) of the FDR for retained samples of raw materials, the requirement applies to the fabricator
(the person that transforms the raw material into a finished product), not the distributor. (December 16,
2005)
FR{FE : DIN (2B LTI, “Drug Identification Number (DIN)” & 9 Health Canada @ TFRE¥ A MZ 7 Whatisa DIN?” &9 IH
BHY, TEORLBLH D,
over-the-counter drug products that have been evaluated by the Therapeutic Products Directorate (TPD) and approved for sale in Canada.
(EFE kA% (DIN) 1d, IS LT OTC D L—~YUIRLl SN 5 &5 TH Y, TPD (REREEME) 12X 0 FHiiZ
ST, AT HXTOPGEPARINTZEEBIH L TEZLNDL LD TH D, )
H A FOT KL A : http://www.hc-sc.gc.ca/dhp-mps/prodpharma/activit/fs-fi/dinfs_fd-eng.php

: The Drug Identification Number (DIN) is the number located on the label of prescription and
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2114 | H L, AFHXTREAMLT, BFE | AT FOFAEES LOD T X OQLEER /FREEIT, UK ORI OREOETLEH L2V,
WO DI L FFEEAEEZIT | 2d3/E# L HA) (Food and Drug Regulations : FDR) ¢ Subsection C.02.025 ()i, 3§ &4/ FRg A D&
W RIS AESMCET S (8 | o ey MEL IREEEZ B L ORAEEIZL > T GRAZER TIERW) (REFT LI EEZERLTWD,
b3 5 & i CTHRGE L 72 W) b LT X OFANFEE N X OIr7E£E (DIN owner) D7-OIZH- LA HLE L 7O THIUEX, T GRE -
72 IR, AL DO RAF BT FE D %ﬁ%ﬂ%%%?é:&)ﬁﬁ%éhéo:h(ﬁ&:%ﬁﬁﬂ%ﬁﬂ%ﬁ?é#kwj_k)ﬁ\%ﬁ
FLAEFEODN? OPREBIR L JFOERITHE D TediT, Ba b0 Linsb 5, —J, 2 508Gt () Z OFRAIRES &
Q.4 CAEREE S FORFEE) 1T, W%%%%%m?él®%@é%ﬂ% 2T D0, AL OPRAFERE 2 R
If a product is fabricated in Canada, | E T 2DICELEZATH2EEZHEICS LT DO, W HFENOZED 7 F4 7 0 (KlEL) LOEX
and contract packaged by another ﬁ%@n’fjii IIEEFEOWHELZTLZLIIRDTHA D, MNLOETH-TH, TOEOERKEZR > T
company in Canada and then HETTH D,
exported outside of Canada (the | A4
product is not sold on the Canadian | The Canadian fabricator and the Canadian packager/labeller are not responsible for retaining samples
market), who is responsible for | of the finished product. Subsection C.02.025 (1) of the Food and Drug Regulations (FDR) requires
retaining samples of the finished | that a sample of each lot of the packaged/labelled drug be kept by the distributor and the importer (not
products? the fabricator). This is also applicable if the Canadian fabricator manufactures a product for a
Canadian distributor (DIN owner). This could vary according to the requirement of each health
authority. On the other hand, both parties (Canadian fabricator or packager/labeller) could negotiate a
written contract or agreement with the foreign client (the distributor/owner of the product) in order to
clearly mention who will be responsible to keep the retained samples of the finished product, as long
as this is acceptable to the health authority of that country. Each country could have their own
regulatory requirement.
(December 16, 2005)
2.12 ZEM Stability - C.02.027 & C.02.028
2.12.1 %@&47@& EHEMICBE L T, BUTDO GMP A BT A NTINAT, SEORS HIEEM TORE U7z it RA O e ERABRICB T %

WY A2 E R &1, EokR b
@k%i%né#?

HA RTA 0%, RObDESRENTZ0,
« ICH/TPP HA RT7 A > : FiEEEE KO RA O Z2 e RO ICH/TPP A KT A >
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Q.1

What is considered to be adequate
stability testing for each type of
packaging materials?

« ICH/TPP # A KT A > FiBlRSE KOS A o 2 e (MHErEaER)

« ICH/TPP H A KT A > FIAIELC R+ 5 R

- BEAFIRHE IS K OB RAI 022 MBI T2 TPP A KT A

A.l

In addition to the current GMP guidelines, for guidance regarding the stability testing of finished
products packaged in different container / closure materials, refer to:

ICH/TPP guideline Stability Testing in New Drug Substances and Products

ICH/TPP guideline Stability Testing: Photostability Testing of New Drug Substances and Products
ICH/TPP guideline Stability Testing: Requirements for New Dosage Forms

TPP guidance Stability Testing of Existing Drug Substances and Products

(September 9, 2003)

2.12.2

ROy FHARFE . ZORICZH
Bl X 2EME T v 75 A TRER O
A L TE R b R200 2

Q.2

Do batches have to be tested for
preservatives at initial release and
then in the
program?

continuing stability

ZDWY) ThHD, AL, AR ORI L TR Z L 2T uInid v L, RFEFIDLT7
D1 S THLHBEITIE. ZIUMRGFAIDOEEORBR L E EN D,

PUEMEORAERNZ 115k, JWAOBRFEFSICIBN T, TOFRRINLHAMHIRA £ THR 2R/ NRD
RAFAIA RN L~V AL T D72 DIATON b D THY . £ L THREKMD 1 DOERDEEN Y F %,
R LIZADHH OO0 THEAOGIMEDORRZIT 5, O L ORDHEDNRGFAI L — LR IRES T2
ROIE, WEMET v 7T DNIEDIRFRGARAROETOr v ME, D7 TH, AHHIRADOKDY
T, REFEAIOEEEAFRITR H 720, EERAITIEL, REARHDLZEOL— L ~DEFIIRBEF
HTHY, THTETRLE L THRDONLLINETHD, Tobb, ERNRZELET 07T LD, TOMNS
N TOEHRER T, RFAIGEZRRT~E TH D,

A2
Yes. Finished products have to be tested against their specifications for release and this should include
testing for preservative content when such ingredients are part of the formulation.

An antimicrobial preservative effectiveness testing is performed during the development phase of the
product to establish the minimal effective level of preservatives that will be available up to the stated
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expiry date, and for which a single regular production batch of the drug is to be tested for antimicrobial
preservative effectiveness at the end of the proposed shelf life. Once the minimal effective preservative
level has been determined, all lots of any preservative containing dosage form included in the stability
program must be tested at least once at the expiry date for preservative content. For sterile drugs, the
declaration of preservatives on the label is mandatory and those should be treated as for active
ingredients, i.e. tested for preservative content at every pre-established control points of the continuing

stability program.
(September 9, 2003)
2123 |USP v u~ v/ Z 7 X5 ERE FRIRHETRN,
ITLZEMERRE L TRRE D002 A3
Q3 No.
Can it be assumed that USP | (September9,2003)
chromatographic assay methods are
stability indicating?
2124 | AR b OR) OL—-UrORDYIZ, FFAR S 720, Section C.01.004(c)(V)ZZ M S L7z, AR A X, £ OWES LMD L—-UL D/
ARV OFXY y FICHIMIRA 27 | MCRFEZ LTI B0,
T EIFFEINDLN? A4
Q.4 No. Please refer to section C.01.004(c)(v). The expiration date must appear on any panel of the inner
Is it acceptable to place an expiry date | and outer label.
on a bottle cap instead of on the bottle | (September 9, 2003)
label?
2125 | L—=rYLIZER LIEAHIRO B S ZOWY ThDH, TOREIT, TORESHIADKREZEDH LT, FKBHFOBKIIAETETH D,

BAELE A OHZZRTHEE., Tt
FOHDOKEDLY EFTOMRZ EWT
BHDI?

A5
Yes. The product should meet approved specifications up to the last day of the specified month.
(September 9, 2003)
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Q5

When the labelled expiration date
states only the month and year does it
mean the end of the month?

2.12.6 | 3 7 AR ONEZ EMLDT — 4 % EEOR S OIMEZEMEFEIL, BICTHRRERE RSN T, BHORER GRIE : |iRZEN)
T 52 LITHkD 02 X TEMNTFDHRETH D,
Q.6 AWIROFRE L, BMOMEY GUE : HERZEMN) ITHEIK & TH D,
Can accelerated stability data of less | A.6
than three months be used? Accelerated stability studies of any length are considered as preliminary information only and should
be supported by long term testing.
The assigning of expiry dates should be based on long term testing.
(September 9, 2003)
2127 | Fv Mookl TORICEEEZ L ZEMRREZ RS~ TH D, TOERL, RETHO-MTH D, Fr— (FiFFy b) ol

TeFEFN L, EMRERZ &) 2
Q.7

Should drugs packaged into kits and
subsequently sterilized, be tested for
stability?

L. TORRAE Ccwdls, fisfT i 2 Bl hEE 23 2 AN LT, Si%IRE 7 v & 2032 D FEHA|
OYIREE LML PRI E L KT I RV EAFEHT 07 — 2 PR ETH D, YikalRlL, FIe
P 2ILF ISR LS/ 30 E RN T 52 LI LT, BOICHBTH L XX T, 2o, TORER
FERZPEANCAS DR & i & Th D,

A7

Yes. These operations are part of manufacturing. For drugs that are packaged into trays or kits and the
resulting package is sterilized prior to being marketed, data should be available to demonstrate that the
sterilization process does not adversely affect the physical and chemical properties of the drug. The
testing should be sensitive enough to detect any potential chemical reactions and/or degradation, and
the test results should be compared with test values obtained prior to sterilization.

(September 9, 2003)
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2.13 B|ERFI(NEW) Sterile Products - C.02.029
2131 | MR R ROE R O F EE 1T, A Bt [ AN Division 2 @ Section C.02.029 (b) Ti&, [--- -2 HAY & L CTHEANL, MEWFOI
WF DAL RO & DSLEL) 2 MEZ T EEEEDO T TRETRETH D -] TEEHERLTWD, EMTFOIMEZ T2 LD
Q1 UL, ZOADBBEDFHIZONTORFELEEDFE ZFF-RIE R b0 Eid, BRL T2y, Ll
Does the supervisor of a sterile | 727235, =D AN, AEMFIZEIT 2 KR EEZ T CTRRiITUXR B 7220,
product manufacturing facility need | A.l
to have a degree in microbiology? Section C.02.029(b) of Division 2 of the Food and Drug Regulations requires that "...a drug that is
intended to be sterile shall be produced under the supervision of personnel trained in microbiology...".
The expression "trained in microbiology" does not mean that this person must have a University
degree in microbiology. However, the person must have taken university courses in microbiology.
(September 9, 2003)
2132 | b L., HANCBRICHE R Lok, % Kk, WA TR R 2GS DS, ZRAEEITEHTE D, £ 6 OfERITZ ORFE| D itk

DHIZZV RV U EEATND
ZEPH ST BIE, E DR E
D EPRETHDLN?
Q.2

If water that has already been used
in compounding is later found to
contain endotoxins, what actions need
to be taken?

HIFFATIC AT ATRETRITIUT AR B 72y, GMP I, BBRDSE T L, BHNZ O A7 L7 Z & 2 L
BRI OB T D Z L2 ERL TV D,

BWE T R 20 RS 2 &RV D T, =2 R 2 U OFEITT LT RlREME 2 FFoiE
WEIOFAIT, BnERERHAOERTHAH D L, THEMERA LI L TRE~D U 227 23RE LR T
B2 G720 BHIL, €O L%, BIRBEREND Z LR THA D,

YRR ICIE, KO BDEED L LIk DTHA I,

i) AREMESH L= R h¥ v U RANR
i) KSVAT LDV =F—va b AT F LA

b Lakli R 22813 D AN ERNAIO M 2 7&KGR L7z & O GMP _EDO KK 8 - 7272 HIE, BITEDF

AELRNEDIC, FlEZWUET S TH D,

A2

Water can be used for production prior to obtaining microbiological testing results but the results of
these tests must be available prior to final release of the product. GMP’s require release only after
testing is completed and demonstrates compliance of the product with its specifications.
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Since sterilization would not remove endotoxins, an injectable sold with a potential for the presence of
endotoxins would be a violation of the Food and Drug Regulations and the hazard to health associated
with its use must be determined. A recall would usually be required.

The appropriate action would include an investigation into:

(1) the potential sources of endotoxins;

(i1) the sanitation and maintenance of the water system.

If there was a GMP deficiency that allowed injectable products to be released prior to receiving test
results, procedures should be revised to prevent further occurrences.

(September 9, 2003)

2133 | BT AT TN T T ATy KGO LT B, ERAIOFEEERIL, BOERELZZ T RTE 6720y, 2 E AR, 2
78T TR OEERANT, 28 | WENTETICRESNZ O TR, BEER, a7, V7 AOKE, £HEAE, BIOEERE, R
D BHRAEDOGINE T2 D2 STEEIZR EHEATVD, C.02.029 MUEEH] OfFR 20 HAZZRI 2.
Q.3 A3
Are sterile products in amber glass | No. Each final container of injections must be subjected to a visual inspection. The 100% visual
and plastic ampoules exempt from | inspection test does not limit itself to particulate matter but includes sealing defects, charring, glass
100% visual inspection? defects, underfills and overfills, missing print, etc. Please refer to interpretation 20 in the

Manufacturing Control section of C.02.029.
(September 9, 2003)
2134 | BERE LI AT AV (EE 72 (e, FTHe) & D&k Z2RATHZ L1, HETHD, EWVWIDIE. 2025087 EEIC

L) OF ¥ v 7 CERREw) 1F%
BT DEESRERERE L, Lo
Lot THLN?

Q4
What are the room classification

3, RRSTRERMNERINLIND T D, BEAEZ T 57 A 7/WZEA L T, Fol T
Grade B OHIZ&H 5 Grade A TITORITIUT R B2, ZOFRE FenE& T35 &, TORANL, #@HE.,
L kA ARy =T L— RPN K VRWEREEA~ S EIT, BN Thid, ZORRTIIELEERRE
EHHENER SN T RWO T, ZOEEEZIT O HAIEL Grade C DEREEN, B OIEEICHT 2D SMED
JU—REEBEZOLND, ATICERDFH G /2, ZETRETHD,
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requirements for the capping
(crimping) operation of aseptically
filled vials  (without terminal
sterilization)?

BAGOIE, FTRRBEOHRDIRY RORF R TIT O NETH D,
Grade A/B DA &, KVARWEREL Y L— FTIT 5 BRED DRERORA > b TOMERET, "TRE7RIR Y
HITRETHD,

- BEREFEIC X DR L2FI O a2 v — oL ME ZR SRR LRWER D (X, LYK
UVIEH LD Grade A E7213 BICHEAILTIEZR H 720 (C. 02.029 DRSOV 7 & 7 & a DI
%),

- BREOIEELT LN, BB IELNET D ZENHEIEE 2D LT, TOHEZEI R D LT 5,

SR O 7Ty 71X, T A oL L FEFRFARRE  (time lapse) ZRTREITH D,

* BN S AUTZIF[EIHOREE O FPHN THEMG D D T & NHRR Do Te TR A T uid GRIE - ECTA=TE
=% D OHUE S IR RSN L e o 72 b D) . SOPIZHE~> CThaliE L. BEFET 5.

IC BT R EHE R AT, BRI X 2 EHN MR LS D, BEEBIRHEY 1 AR2EDONY 7 —

TarThh,

A4

It is important to distinguish between filling / stoppering and crimping which are 2 different operations

requiring different environmental conditions. For aseptically filled vials, the filling / stoppering must

be performed under Grade A conditions with a Grade B background. When this filling / stoppering is

finished, the product is usually taken to a lower grade environment by means of a conveyor belt where

the crimping is performed. Because complete integrity may not yet be achieved at this point, it is

considered that a Grade C environment, when in operation, is the minimal grade to be used for the

crimping operation. The following must also be considered:

* The crimping should be done as soon as possible after the stoppering.

» The distance between the exit of the Grade A/B to the actual point of crimping in the lower

environment should be kept as short as possible.

» The conveyor belts for aseptically filled products must not re-enter Grade A or B from an area of
lower cleanliness unless they are continuously sterilized (as per Interpretation 5 in the Equipment
subsection of C.02.029).
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* Procedures are in place to ensure that the stoppers are properly seated prior to the crimping operation.

* Equipment utilization logs should indicate line stoppages and time lapses.

» Stoppered vials which do not get crimped within the established time lapse should be segregated and
disposed off in accordance with SOP.

Another important point to consider is the validation of the entire aseptic process including periodic

verifications by media-fills.

(September 9, 2003)

2.13.5

EHEREE (grade A F721% B) T
SNDMMEKRD, EEN OGS
nNoyma, TOHMmICEAL T, £=
&Y 7 SRR OBURIND DERIT
W72 % & D)2

Q5

What are the requirements in terms
of monitoring/testing for the release of
sterile gowns to be used in a
controlled environment (grade A or
B) when those are obtained from a

supplier?

U —FA BLUB HEBCHEMNT 2REXROEEATIE LT, GMP L TOREDERITAA(EL T
R, LU S, ZROKRIROWE Z T 5 12 OITHAMNBELT DEH Lo EE Y1 7 i, BEmic Lo
MY L LEFEZL > TR T = ENIRETHD, &VDITF, NUTF—va Uk, WEAl (T, B
S, BR ) o A, WHEEORERIERE, SA A a T - A4 UV — 2 — ] U EEMERGE
LoUL (SAL) OHIER EZIY EF 5 & ThdH, £/, BEMLMER T2 20N DTt E
AEATNE TH D,

A5

There is no specific requirements in the GMP for the sterility testing of the protective garments to be
worn in grade A and B areas. However, the sterility cycle used by an outside supplier to sterilize these
garments should have been validated according to scientifically sound procedures. Among other
aspects, validation should address penetration/distribution studies of the sterilizing medium (gas,
radiation, heat, etc.), load patterns of the sterilizers, determination of the Sterility Assurance Level with
Bio indicators, etc. Also, the integrity of the outside wrapping in order to maintain sterility should be
demonstrated.

(September 9, 2003)

2.13.6

A oS I E T 2 RSB &
OMth D G123 A D W =8 D Sl TR
X, FOLI bR

Q6

KB LOREEM O (7 ) —=r 70ue y) X, @ 7V —rv7p) 2 (JL—RC %k
I D) Tithoh b, £ b OIE¥EE, ABIEEICHE T 23856 L OEM (20K Ew CREWEL T
T2 I, EEE S AN D RN W OWER, 23 tho ) 7F— SN HEC > T, B
ABBIONEEZ L22TUT R 6720, Wi SA 2, WMERTOREAAFIZ MYz - 7 —0 WFI
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What are the room classification
requirements for the preparation of
containers and other packaging
materials to be used in the fabrication
of sterile products?

GESAAR) ZERT 27, FIFBWERZ T L7 —oDFEE S LTl A B EREZITH 2 L1
KoT, ZNEITH, 2 HDORA DI, Grade B DH D Grade A TITHILD,

IAECIREE 22 5T D BANC R L Cid, BEOBIRPOUEEM 2N T2 2 L I3WH TRV, FAILE
BT 2 DIC OV TE, M Py V= d_X&ETHD, ZhiE, b LD HE (BT
WERE) (CE > TEDORITHAA B2 LRV OTHIX, BF, YD ORKETTEICWE 1T 2607
5 ETERSND,

B2, ZNOOWMEDA =2 v /b« N FAN=F %, TOML IR (BERIRIUI S e) BREE
EICHEAET RETHY, RHEFEHIZZNEZANDBEOHRO Y 27 Zf/NRIZRHONE TH D,

A.6

The preparation (cleaning, washing, etc.) of containers and packaging materials is normally performed
in a “clean” room (grade C or D). After these operations, the containers and materials used for drugs
sterilized by filtration (and not further subjected to terminal sterilization in their final containers) must
be depyrogenated and sterilized before being introduced in the aseptic rooms by the use of
double-ended sterilizers or any other validated method. The depyrogenation step can be done using
pyrogen-free WFI for the last rinse prior sterilization or by performing the depyrogenation and
sterilization in one operation using a dry heat oven. Filling of these products normally takes place in a
class A with a B background.

For products submitted to terminal sterilization, it is not mandatory to use containers and packaging
materials that are sterile but those that are in direct contact with the product should be free of pyrogen.
This is usually achieved by using pyrogen-free WFI for the last rinse of these materials unless they are
subsequently depyrogenated by another method (e.g., dry heat oven).

In addition, the initial bioburden of these materials should meet pre-established limits (that are based
on sound science) and the risk of contamination during their introduction in the filling areas should be
kept to a minimum.
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(September 9, 2003)

2.13.7

BEAGERES A 7 VDN F— g v
|2 G. stearothermophilus D> v (27
VA O FROKEES L Ta
BT RETHAIN?

Q7

For the validation of moist heat
sterilization cycles, will the new
standards include the use of prions as
the organism of choice instead of

Bacillus stearothermophilus?

(fR¥E : Bacillus stearothermophilusi, %44 A3
BEHI/R->TND, )

B 5 Cl. Geobacillus (Bacillus) stearothermophillus D 2EH23 IBBVRE YA 7 VDR F—3 9 T
RIREWEMTH L Z LD, FRBIUOEATAIRD LN TN D,

ZDEIBRYAINDON) T =2 aid, HEFA 7 NVOBIEREZPES D720, MEMORERDOE
BEGLNAAAVDHAN - A 2V —F =TSN TWDE, ZTNOOFEIX, HHFEOMENHD D) fHO
RN TA=ZIHESL D THY | EFREMLT D7D, TOHA 7LD TRIET, ZivbA
V=2 OWMEMTFIRRE bEATHWD 2 ERBRT 5, T A (RO T AE<E) O I,
BWET VAN TN D I2DIZ, ZO/MH & ERIEDAIFFICHETHY . FETITHA S, i, £h
O OWAEMITIERISEL Z LDFEFIHHETH Y | ZORMRNIZ, HHRNI BIZIKR>TLEI RS
FET 5,
A7
At the present time, it is recognized in the scientific and pharmaceutical community that the spores of
Bacillus stearothermophilus are the organisms of choice for the validation of moist heat sterilization
cycles.

Validation of such cycles is based on biological indicators containing a known count of organisms in
order to determine a lethality factor for a given cycle. Those studies are based on parameters such as
the “D” value of certain organisms and also imply a microbiological testing of these indicators at the
end of the cycle in order to establish a survival rate. The use of prions (infectious proteins) could be
inadequate in that their detection and quantification, which is based on animal models, is very difficult.
Moreover, those organisms are very difficult to destroy and could present a danger should they
accidentally be spread in a plant.

(September 9, 2003)

2.13.8

FHRFNOMIFIZ, WFI 12z TRl
KEMERT L Z LIRS NLN?
Q.8

Intra-Ocular /] & Ophthalmic H & O] T, #2235, : Intra-ocular |£, B OREDIEDNTNDHIGEIC
T 5 (ANEREFICFMEBALZ Y o AT D720 DOPEFIR & V> 7)), Ophthalmic 1%, IRERD EE DR
WA S, BIZIEATIREO X 9 b 0oRH 5,
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Is it acceptable to use purified water
in the formulation of ophthalmic
preparations instead of WFI1?

GMP HiHI® Section C.02.029 [KWLEET 2T &) OIEOFR 4HEIZS| A S5 WFL ORI,
Ophthalmic BANZIFMEH S 720, BP OFHThRD TIRAEHA] (Eye Preparations) | DO—#xgMIL, kK
DEHEE T2 TRBIR & L TRREE (BEye Drops) ZHET %, RIREDEL, FI21T 17 b o' mliREE)
%, BP TiE MREUKTOT b w B U RBREOBERFRER] L ERE LTV,

USP OEHIRCIE, FFic, [<1231> SESEHK]) 23 o TREEHO/KOZRIR ] 1%, WFL 2 IR 03K GRE -
—MREC TERA 2 BE%T2) IEATL00L LTRLTWD, FERIC, WFL (ERAAK) BLOP
W (FFBUK) OFFRIT, ZOFEEZESLZE TV D, : WFL OFKELTIE, WFHZEFEKOFRE oM i %
HEJE LTWD EIRRTW D, PWOKSTIZ, PW X, ZOMO, FHCEF AL O R RAN AT 2
ZEEHME LTS Z EIRRTN D,

FROFHIIESE, H DA% Directorate 2L B o —% T 5B, FFITHENTEWEY | ophthalmic
AN OIS PW AT 52 LIIFRENL DO THS.

A8

There is a distinction between Intra-Ocular and Ophthalmic use: Intra-ocular implies a use when the
eye surface is compromised (such as irrigation solutions used to rinse the operating site during cataract
removal), whereas Ophthalmic implies use on the intact surface of the eyeball, such as artificial tears.

The requirement to use WFI as referenced in interpretation 4 under "Water Treatment Systems" in
Section C.02.029 of the GMP’s should not apply to Ophthalmic products. The latest edition of the BP,
in the general monographs for "Eye Preparations", defines Eye Drops as a solution or suspension in
Purified Water. The individual monograph for "Atropine Eye Drops", for example, is defined as "a
sterile solution of Atropine sulfate in Purified Water" in the BP.

In the current edition of the USP, it is specifically indicated in chapter <1231> Water for
Pharmaceutical Purposes, figure 3 "selection of water for pharmaceutical purposes" that WFI is used
for dosage forms for parenteral use. As well, the individual monographs for WFI and PW emphasize
this fact: in the WFI monograph, it is mentioned that WFI is intended for use in the preparation of
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parenteral solutions and in the PW monograph, that PW is intended to be used, among others, for
sterile preparations other than parenterals.

Based on the above, it is acceptable to use PW in the formulation of an ophthalmic preparation, unless
specified otherwise by the review Directorates for particular products.
(September 9, 2003)

2.13.9

MEBELE T 2RO F—3 g
TR DB IE OB R IR
X, DX T R&EN?

Q.9

What conditions (incubation time and
temperature) should be used for the
incubation of media filled units?

B oD MG BRAEIRIC K D BHRICHEION T, B CA LTERRE 22.5°C£2.5°C £721E 32.5°C+2.5°C
THET S, Bz TA LT ETORSGIT, 27 TH 14 HiE, BEIETH D, b L.
Bz 8 T A LT BI D& I 2 DOIRE AT 2 0 THIUX, BRIIMRWIRESBME L T, FIRE
(A7 < Th, ERAIZ 7 AR Z T XE Th D,

A9

Following the aseptic processing of the medium, the filled containers are incubated at 22.5 °C + 2.5 °C
or at 32.5 °C + 2.5 °C. All media filled containers should be incubated for a minimum of 14
consecutive days. If two temperatures are used for incubation of media filled samples, than these filled
containers should be incubated for at least 7 consecutive days at each temperature starting with the
lower temperature.

(December 16, 2005)

2.13.10

HEHRIFETOAMIZEA LT, W
M7 1 v —o5e e ER 3L AT
BICHERZ T REN?

Q.10

For aseptic filtration should integrity
of the sterilized filter be verified
before or after use?

BHBIHEACL D 7 me 2T LT, WEM 7 4 v — (FLE 0220 m) OFEEMIMARNCHERR 3~
ETHY ., POWERITE (NI - RA b Ty —F R, 70374 7—2a VORR) I
V. HEHERICHRZ T XETH D,

H L1 ED022um O7 4 —%EfI T GRE; BEANZE L) AT 561X, Eiko~
A N2 —DFEEMRERIT, HERAICER S TR OM T DT 4 VW F —IZONTITINE Th D,

BEYFOTA RTA v [ Trt X « NYF =g [FREGOMFIRET 7T X ZERINT-0,
A.10
For an aseptic process the integrity of the sterilized 0.22 micron filter should be verified before use and
should be confirmed immediately after use by an appropriate method such as bubble point, pressure
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hold or diffusion.

If more than one 0.22 micron filters are used in series the above mentioned test for filter integrity
should be performed on both the filters after being connected in series.

Please refer to the Inspectorate guideline Process Validation: Aseptic Processes for Pharmaceuticals.
(September 9, 2003)

21311 | WERABRICHE M T 2 BREERIT &S0 BB, EEEREEC X2 ERR OMAEMREMICEHE T2 X512 TRETHDH, 2F D,
Eombone Grade B OH1? Grade A &3 %75, Grade D DHIZ Grade A DT A Y L—F ZHBET LT RETH
Q.11 %,
What are the requirements for the | A.11
environment to be used to perform | The facility for sterility testing should be such as to comply with the microbial limits of an aseptic
the sterility test? production facility which should conform to a Grade A within a Grade B background or in an isolator
of a Grade A within a Grade D background.
(December 16, 2005)
2.13.12 &Mﬁﬁ@m@%4%@m2$wﬁ£ ZOWEY THY, FRIZIELY, L LA FH T, #HARNE 250,

e 21X, 15ml R
it D ¥ 5- 4 %%0@%%&%ﬂ
X, BINSERIREUIC L 5327 7Y
T REhFvy / RMimavx
VRBABRS SN TN D, Z DR
IFIELWAH?  HLE S ThHT,
U 23T D HbRIMNE, T & Cid
HEnbsTHD0?
Q.12
According to the monograph on
parenteral products (0520) of the 4th
(2002) of the

F15#1(0520) D 5

edition European

R [ H i BRI Section C.01.067(1) 12 XaviX, ££%¢§l0>é§r1:y ME, BRI HET A ey
DIFEZRBRT D228, BROIEREMETH L Z L 2D Z ENEREND,

EP BLXONUSP IR R_RENTWVWAENRZTF YT e 2 RhFo Bl o= R i, 20
I L THRINDLIBDTHDLEZEZ DI, RTOENAICEL T, %Lﬂ4uyiyﬁ%ﬁ%@%’
ELW (LW THD) 2N ENL), LE2—2TO MR TEARINTWEDTAITHIE
ARV T TV e RV VRN E LW EEND, T x, WX m%%
HEOE T2 RTOERNFOEKIL, X7T VT2 Xy ridBEidinir ey v RRE2084
REThDH, LT, EUDBATO [15ml KIIERI) OHEILH F & TITEH Sz,

ME— DGR I N D BRIMEE, BHHIC.01.067 QICE>»TEZLNTVWE LD TH D, Thbb, EHA
DIEFNNEA OFRBMEE FFON, TR ELLORBIEIZL > TH 8 1 ¥ = U OIFEZRER k72 38
HOLGETH D, BETIUE, EHAZ A 2PV OFECONTRBR LAV LT, &%ﬁ@lﬁ@
FWEMEZFFOD, ETIXMANOFIEIC L > THRBHK AW &2 CEIC L - TEXA LG A IC O RFFR

GMP Questions and Answers / January 3, 2008

77/ 80 T eV a2—2a X R




Pharmacopeia (EP), injections for
veterinary use with a volume dose of
less than 15 mL are exempted from
bacterial endotoxins/pyrogen testing
by the European Union (EU). Is this
interpretation correct? If so, would
this EU exemption be applicable in
Canada?

INHLEZEZHND,
A.12
Yes, this interpretation is correct but this exemption is not applicable in Canada.

As per section C.01.067(1) of the Food and Drug Regulations, it is required that each lot of a drug for
parenteral use be tested for the presence of pyrogens using an acceptable method and be found to be
nonpyrogenic.

The Bacterial Endotoxins and Pyrogen test methods described in the USP and EP are considered
acceptable methods for that purpose. For all parenteral drug products, the Bacterial Endotoxins test
should be preferred over the Pyrogen test unless the latter is demonstrated to be justified (more
appropriate) or has been approved by a review Directorate. Therefore, the specification of all drug
products for parenteral use intended for the Canadian market should include a test for Bacterial
Endotoxins or Pyrogens and the EU current "15 mL exemption" is not applicable in Canada.

The only acceptable exemptions are those provided by section C.01.067(2), i.e., for parenteral drug
products inherently pyrogenic or those which cannot be tested for the presence of pyrogens by either
test methods. In other words, not testing a parenteral drug product for the presence of pyrogens would
be considered acceptable only if documentation is available demonstrating that the parenteral drug
product is inherently pyrogenic or that it cannot be tested by any of the methods.
(September 9, 2003)
(FR¥F) EP 6.0(01/2008) Tix. DOSAGE FORMS ® # ?D”PARENTERAL PREPARATIONS”(01/2008:0250)(Z 5L,
#H N d D, “Injections” DIH|Z [Bacterial endotoxins - pyrogens| D47 (2 Preparations for veterinary use”
T, ROFLIRN A 5415, : When the volume to be injected in a single dose is 15 ml or more and is
equivalent to a dose of 0.2 ml or more per kilogram of body mass, the preparation complies with a test for

bacterial endotoxins (2.6.14) or with the test for pryogens (2.6.8).
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2.13.13

MRS S B LTI, IR
(VB — DA % O I D 5 M % T
BL. HBHIOERIERRILT DR

WZ i, FRINDHLDTH A
e
Q.13

For radiopharmaceuticals, can it be
acceptable to verify the integrity of
the sterilizing filter only after use and
to not perform the pre-filtration
integrity testing?

A DGMPH A A > DSection C.02.0290 [ —fxAIHIH| OFRATHIZ LY | W7 1 V2 —D5EalE
L AR ICHERE 2 LR2THIER LR, LL2RRN 6, ZOFBEORA O A Ao 5e ek, i
i D AWBAIARTNZAT O 2R T UL 72N AiRdEiE O =7 —4# % (venting process) DfEF: & LT, MST6ETS
BUATORPBDTHA D, ZHUMEEZDORRTERVWE )RR A7 26726 L, B 2R T 5
ETAELBESEDLZLIIRDTHAS Y, ThZ, 272 TH0.22 u DIRNLED T 4 NV F —ZFFD
2ODT7 4N Z—ZEML GUE: EA2EEL) | 2D ORANIK L TOH, I TERM 2 Rl
TOHIENTREEND, LLBBL, ZOT7 4 NVE =R TPOMAEToNT TGS, 7o V52—
REEZIC LV EAICER2ERBRA SN TS Z A2, 7 E —EERENOAFTRETH D,
A.13

As per interpretation 4.7 under the "General" interpretations of Section C.02.029 of the current GMP
guidelines, the integrity of the sterilizing filter must be verified before and after use. However, the
prefiltration integrity testing for that type of products could lead to radioactive contamination as a
result of the venting process of the filter assembly that must be performed before the start of product
filtration. This would pose an unacceptable health risk for the operators and could result in disruption
of production until the facility is decontaminated. It is therefore acceptable to use two filters of a
minimum filter rating of 0.22 micron and to verify the integrity of the sterilizing filters after use only
for these products. However, data should be available from the filter manufacturer that the filters are
supplied pre-assembled and individually integrity tested by the filter manufacturer.

(December 16, 2005)

2.13.14
(NEW)

MEHABRICBE LT, AUy TFHD
I NET=Y T (FIZIET O
OFREtE 1227 —T5) IZBL
T, BLEWMAOSIFTE DR LD
222 BERINE T X, MR D
7= 7 PAfEICEE L TR
Y,

b LEERA LT T HMETOBEERRBROTZDIZ, £OEEZ 7= LT 50 THNIE, THITFHFES
NLHbDTH D,

LU’ s, BEEEEZHERT 256103 B E 7 — 0325 2 LITFFFE sy, 7= LTIEREI O
BN, BHABEDIONZEBARWEETHDL L&, HIANICRDLENLTHA I,
A.14
It is acceptable if companies pool samples for sterility testing with the membrane filtration method.
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Q.14 However, it is not acceptable to pool samples when the direct inoculation method is used. Exceptions can
What is the Inspectorate’s position on | be tolerated, when the volume of the sample-pool does not exceed 10% of the culture medium volume.
pooling of samples within the same | (January 3, 2008)

batch (e.g., 7 samples in one pool) for
testing for sterility? The Ph. Eur. does
not mention explicitly a pooling of

samples for testing for sterility.
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