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The Good Manufacturing Practices questions e [ e
Questions and Unit Name: Drug GMP Inspection Unit

and answers (GMP Q&A) presented below i Ll e

. . SO Ema-il: GMP_guestions BPF@hc-sc.gc.ca
have been updated following the issuance of Explore...

The Good Manufacturing Practices questions and answers (GMP Q&A) presented below

. . BRcIX MG IITE have b dated following th f the "Good Manufacturing Pract

the  “Good  Manufacturing  Practices PUPRMISOPRINIY . ccines, 2009 Edition (GUI-000L)". Some Q8AS have been deleted because they have
A-Z Index been incorporated in GUI-QO{_}I. Some Q&As have been modified as a result of the revision

Guldellnes, 2009 Edlthl’l (GUI_OOO 1 )”. Some Yo Tt of GUI-0001. Also, the majority of the Q&As have been renumbered.
Just For You This Q&A list will be updated on a regular basis.

Q&As have been deleted because they have Site Map N N—

been incorporated in GUI-0001. i

rp Jrvactive et i Personnel - C.02.006
Some Q&As have been modified as a result T
Ofthe reVision Of GUI-OOO 1 . Raw Material Testing - C.02.009 & C.02.010 [ievd

Manufacturing Control - C.02.011 & C.02.012

Also, the majority of the Q&As have been g — e @ U @ T2 o 75 T

2010/11/12 |

renumbered.
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ZOQEAD Y A ME, ETEEMBL L TEH LD TH D,
This Q&A list will be updated on a regular basis.

RXIFBI RRRBLIHYFET
RIoMDITHRZECEIETHESE.
WY R E CHERRLSTZELY,

Premises - C.02.004 (Updated) fiix —C.02.004  (FE#T)

Equipment - C.02.005 s - C.02.005

Personnel - C.02.006 (Updated) MEE -C.02.006 (F&T)

Sanitation - C.02.007 & C.02.008 (Updated) P=F—3 3 -C.02.007 & C.02.008 (FH)
Raw Material Testing - C.02.009 & C.02.010 (Updated) (New) JFRFABR - C.02.009 & C.02.010 (FF#H7)  (HH)
Manufacturing Control - C.02.011 & C.02.012 (Updated) EEH - C.02.011 & C.02.012  (FEHT)

Quality Control Department - C.02.013, C.02.014 & C.02.015

S FEEPY - C.02.013, C.02.014 & C.02.015

Packaging Material Testing - C.02.016 & C.02.017

ARSI ERER - C.02.016 & C.02.017

Finished Product Testing - C.02.018 & C.02.019 (Updated)

Fof B ERER - C.02.018 & C.02.019 (BE#T)

Records - C.02.020, C.02.021, C.02.022, C.02.023 & C.02.024
(Updated)

SOEEE - C.02.020, C.02.021, C.02.022, C.02.023 & C.02.024
(FEH7)
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Samples - C.02.025 & C.02.026 (Updated)

P 7L - C.02.025 & C.02.026  (FEH)

Stability - C.02.027 & C.02.028 (Updated)

ZEME - C.02.027 & C.02.028  (F#)

Sterile Products - C.02.029 (Updated)

MEERA] - C.02.029 (FE#H)

# M B X

i F®—C.02.004 (FEH) (14 ®)

Q. 1: 3T, FHFEEHOARORLE MY 2 BT 5 225 fiHa (12

Q.2: HEPA 7 4 VX —D5E4%
Q.3 : JEZEIZ
Q4 : —Ayehisx & .

Q.5: EHEMOBRLGEIMHEHT D EMEROEEL, E O D02

Q6:
EEDBIEED & W8, 15d THfEVE

Ald. EEORLEEEIIRESINDI LD TH DL DN ?

Z. HEPAZ 4 VX2 —NRERINDBTHA O N ?
PR H DOP i 24 7o R E 137 ET D 2
X O BEEN T D8R, B L Ok ORE X o 7 ORI T 2 EMEZESICOWCFR SN TE LT ED L 5 72 BREE D 2

# LA O 24 1 BIE S EE T2 & 9 Z2QCHIPIL LEERM DM E (6 L TN ESR S5 70 2

EH CiADhasE OB &L, BEE & R CEYNIC S DR BF2EBIR 7RI b, ML X 2 Il S50 2 (ZO T RIIOHIT A7 —I)L T,
B D VUNTHRD TIHRFEMED & B 2% 9 AIREMED B )

TheE b ZOE LA
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B 28 - C.02.005 (218)

Q.1: HmZlT, MEBMDOL—_VERRTRE/)N?

B B -C.02006 (&) (238)

Q1: T, WEEH (QC) HAHWIFRLEEMDF—L 7D ANOETE (BE) 2BELK[ITEMT D ENERIND D,

P=5—3 3 -C.02.007 & C.02.008 (FE#) (26 H)

Q.1 :fE7k GRIE; Bihod) 1%, ¥=7— a v OERFHTH DN ?

Q2:¥=7—va B L T, ®MAEEPTFINIREEIIEDL I b DN?

Q3: WA=EIZ, My b TT70 NOBEIBNTHEHLETHDLN?

Qb 7V —=27 - RYF = a&2fTHR, ZEBGEOFRREMIEORLbOLEZ N2 (BH)

Q.5  HHHLDBUR T, R—E Dy F i s D 72 D ORI L OMRR DIFEH LD & A 7L BEIX, EDX O RbDTH L2
Z L CH UMD RR 72 E (RE) OBEIZOVWTIE, E9ThAHr0n?  (FH)

Q.6 : KAR : FEMERLEEIC B VT, KRIC2 SOKMEERFSZ LITFFESINDI N2 HIb, —DOKMEIIZRRENKE A — —« F— )L T
HY. b OOKEIQAEBECHMEHOKETH D, EOLIRREE=FV T « T—EZNERINDHN?
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Q.7 : WELEZIFOTWELE 2 8ET 2 AR IO B I 2 22X OMAEM T =X ) 7OV 7 ) 7%, BESAEE L TV WEREETIT
ZEMHEkE

Q.8 : MEEHAZER SN TWVARWIEANZIBW T, FFER 2B <Te O O FIAFIIFLE LR T UL 57202

JFUBIEREBR - C.02.009 & C.02.010 (FEH) (FH) (35 H)

Q.l: Rffi7 a7 7 A VERET 2L DERIL, EOLIREDTHLN?

Q2: AFLER—my hOERBENPKESH->TH, FEOFEBIRROETE, HRRBRID)EWTY 7Y 7352 LI En?
FE, BET TR, L LEKIOBFR/NOT U TANOER IS LD THDLHRHIE, ZIUTHTRINDI LD THLN?
(%)

Q.3a: & LMEHERNZITONTZFHON N, BBICEZAE L TCND Z ERVRES N2 5IE, API BIEFIC L > THRES Y 7 A b HER
%, TOAPIEEHTE D,
ZOBLNTEH LT =2 %, B CREEENLBLNTZZDO APLOEDO T v M LT, KVEWI T A FAZED Y TEHZ L &2
REETDHLDOTHAIMN?

Q.3b: (EEOWAEIR) AEMLEE WEAD (2oL 52 (EH)

Q4 JFIEDVUTFTAMHIZEHLT, VT NEA LATORENSRMET, 247 AME COREDOLRENLT —# ZFfoTnod, V7T A MoO#RIT24
THBEENTWS, ICH HA K74 v TZEMET—XOFHME] QIE,24.1.1 (REEND VT A MM EZIXHEDHR A 1L, EMZE
PRI E > THNR—SNDWD 25 ETTH LM, 127 Al ZHBZ 2 X& Tidew) IXid, 367 HRZHI 0 8 THZ ERHE 5,
H LI DO THIUX, 247 H H THEAPHD U 7 A MBRLELE 72572
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Q5:

Q6:

Q.7:

Q8.

TR NLKREUS) XD FRAETH D, KEDOB ML, TOXEONER TRANIZRICTE IR LIZAPIsZ 2 I LTV D,
KE O THE, 0T 7 TIGORBRARO B & LIZiEAR kL2 (BH)

Health Canada® Bl H| 20 & B 572912, R (FE3EEB L OREAD) ORBRFIEZIT O 2O OWAEIERERIZ. EokkZ &%
LRI b0 2 (FEH)

BRECT RE B ORI AR D 572012, (V (D)W HESLS o7V VEEIEHFE SN LD THDH N ?

b L, Fox ORKREOETO/N Y FIZ-OWTS. aureus & P. aeruginosaZS e L7222 EIZOWTBEICHERZ L TV D O ThiuR

_ﬂ%mﬁ%%ﬁﬁﬁ LT ERERSIND? (FTH)

RIS - C.02.011 & C.02.012 (F#) (52H)

Q.l:

Q.2:

Q3:

Q4:

Q5:

Q.6:

Q7:m

A CRLEERE A8 U CREE LIV IO 2 DL EDIRA Licr » M, —o20r vy MESEZHID Y THZ LTk S 02 (EH)
BACE I OIEH O EFEHEIZOWNT, FREINDERLITEDL I b DN ?

fOAEREF T L DML LT TF = v 71X, fllkg, MBEE 72502

L= Db OB ERICOVWTOHFIND b DIE, EDOX 72D 2 (FH)

2R DOMERIL, OO L THESND T = v 7 FIETH L0 2

RS L OMRERD 27 » 1 — (BEVFL) 1%, BRI K OVEEEM O R TORGRICUETH L ?

W OVEERA TOREIN DO EFO - DI, BT EBFHOHEMIIHTAESNLN?

GMP Questions and Answers / October, 2010 6/124 Ty~ VY a—aX W ENRTTER




Q.8 : ML DIREERDOFEREL, ny MESHBICEORBEELLENT DI LIIBETHLHN?

Q.9 : MUNTFNEEIC EDRRZR Z L ZFLHT 20T HONT O, AINEEITH 5002 (FF)

Q.10 :

Q.11:

Q.12 :

Q.13:

Q.14 :

Q.15

Q.16 :

Lo X5 A T O EN & BIAS LR AU AR o in 2 (B
LLEBRI L Ea—s « VAT MRS ATV, B%E, o8I0 2RN0ERT = v 7 28T 512
TROBEEH T LTI, BRHIC Lo TH L LR AR 2 EREEIFET 50 2 (BH)

b LHG DY, B 258 L7 2 & 225t AIZER (R L7c 2 B3, ZFtihE R NG 2 2 0BT 5 Z L IIMETH L0 2

ZEEOFNEE F T EEERT. 2T 4 VT 4 LV AT AORBHHRB IO ) —= 0 RN F—2 g VICEEEET AN
HDHNE, WFEEEDOEEN?
Z L CHLE EO TRBIUORBRGEONY) F— g 2o TCiE, EDXE b THDHN?

JFEHI. AT > CEDNMORNIE L TR ZENHKRLI N2 (FEH)

H L, BAISN TV DAULES FREFN, "GUIDE-0067 (ESNEALETIZH HEHEL DT %%/%T%%@%%@ﬂﬁ%

) ~(http://www.hc-sc.ge.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui_67-eng.php) D Section 1.0 ([ZHE 4D L 912, BT X EN TR
T HZELEBERLRWERGLE, SMNETS CEREEELZITI L LD, ZONETLS A, YikadiEs - %T%%OD DR[O Y A I
G ZAT O REN?

VS EREPY - C.02.013, C.02.014 & C.02.015 (72H)
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Q.1 : i, TOEMBUKIHBE N RE L 7> Th, REMITHIFETE 5702

Q.2 : KEHSZT; (USP) DAL, iz b HOHEHTHH0?

Q3 :bldduy bid, KEHKFS (USP) MKICEET D5, TOREONMBMKICAEL Lol bid, Tha TS o0 ?

Q4 : %E (Fx V7T 4—) DDl ARMIRUNOHAZ KT 5 Z LITFFESNDLN?

Q.5 : KA 2 KEHRS (USP) ORIED RS (MU) ZRIZOWTHM Sz,

Q.6 : ATHEDEH WA=V a VMRS ? ZREBHITR LT L= a VA LTI 6 R0 02

Q.7: IKEEHOMERIZOWNWTOERLE Y FONTHLE DR S D)2 2 LT _IREELOERSFMFILEDRRL LD ?

Q.8 : HHEHKD RIEEDWARMEZ MR T 272012, BE_FOTRBPEMN L TWD RGEELEZFHT 5 Z LITn6EN 2

Q9 : ERET—HXDOFFKOHKW T, X—=UMREEL TS/ — 7 v 77 (bound notebooks) (281> > T
NW—R e Ty e = RNEEHTHZLICONT, BRBONHIL, EOERLOMN?

Q.10: 3-50HEHTIa Y MZOWNWTTF kR - RYF— g 252 Lid, ERICBOWTRNICHERSNTWAZ L ThH D,
FHLPR (reworking) B L e oT25E . BRYRILEORIINY T —a bzl Ea—35Dn?
(T7ebb, 3EIOEGERBLTAELC TORITIUINNT 20D ?)

Q.11 : FIHEEFOKEE DD, HF—VICBELT H I LIRENERFEN?  Fd RUORXR=—VOBRENTLH LT
Kb EINDHDTHLN?
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BB - C.02.016 & C.02.017 (79H)

Q.1 : = A& ?d2-mercaptobenzothiazole MBT)IZBH L T, EZE/OSHZITA72 5 H D2

Q.2 WHEMEL BIZIXTTTATF 7 « R MIVOER) OHMEIALFR el RR 2 SO NERH L0102 ZO(LFM7eMiBilRkiL, A
t%m/buowfﬁb@TMimfﬁw@? B EE ORRBEEIL, ZANRRICRDVELZ LD EEZ D Z LITHERW N2

Q.3 : FMRANDOFLE T DOWRLH (77 75T 4 7H) & LT, LEMOERTALMEMNT 52 LTk 2

BB H 38 - C.02.018 & C.02.019 (F #7) (81H)

Q.1 : WM (MR L OHERE) 13, KEHKFS (USP) DEREERICEIES L HH DS 7 v M L TTORIER 520 n?

Q.2 : HELHYUITL, RFAOHAIMHBRD =D, BESBEE OB ZHIEL THD D02

QI3 AMEB L UON FFENOHEEZICH LT, Yot - NTA M) v 7 - U U= L TEZY RO 5PN 7 2
(FE#)

Q.4 : %3

%

SEIE. ABRIESE OGP EGICOVWTBIELZY  BERLIEY FEh?

Q.5 : AW HFIETHHDO-25IL, IS SN TWND LI, HHWFRLEEFTORAEL LT, RRFEAOEFICHEH SN D02

Q.6 : Rz xt¥ 2B, TNOEEETITo TV TH, RARATHR Y IBKERIXR L2002

Q.7 : FIROFRI T H i PRBRER L 1T, EOXHIREDTHD)?
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Q.8 : I FHIZHBWT, KEIFERSG (USP) LISADIEHET, ARIRMEMITHRINTND bDIIRITNH L9002  (EH)

Q.9 : NERBIEIINY T — FF_&ENn?

Q.10

Q.11:

Q.12 :

Q.13 :

Q.14 :

Q.15 :

Q.16 :

Q.17 :

Q.18 :

Q.19 :

T OB RITBAR LN TV D2 TOMRRERZ I L 72 o720 mn?

b UBEEZ OED - EEDO FTTIRET SO ThHIUE, FRAIL. BHRBRE ARSI 2
KEZER S (USP) & L TERINTWARIFNL, USPOREBR HFIEIC L > TRE L2 THEWTFRWEAS 902
Ny FB LUV RO 2 9 2 A BRI E O IEFE X, EDOMN?

KEEHER S (USP) <621>12 X5 v AT LA MEEAT O GAIC. ST v 7V OEANET DRI,
ETORY IR LIFEAZ LTI DT 720 ?

= K h¥ > (limulus amebocyte lysate - LAL) &5k T H &7 pH JIEITZR S50 2
HPLCH 7 M2 U A 7V LIEAI T2 2 L1d, fFESh D0

H LMRAETCHE SN -HAOHH 12Dy 33, 2 00RO EMITHEIS -7 BT,
BEPNZONWTRIEEZ O Ny FIEHEZ B2 ICATT 5 Z LR AET IZERINDE D ?

CVIEANC M 2 G 21T 9 2 LITFHFR SN2 FRIT0ERICZORREIT O 2 LIid ENRBHERON?

A ZIEMRAFETERLE L, Mz L7 & L TOMRAFEICHIf L, & 2 THfWATIC BB L OREREZ L Thb, I FHZIC
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#i i L7z, C.02.019 Finished Product Testing®fi#fR 4 OIEIZFLEL S 40TV 2 3 ERORBRITEH S b 7 2

S04 - C.02.020, C.02.021, C.02.022, C.02.023 & C.02.024 (%7 (97H)

Q.l:

Q.2:

Q.3:

Q4:

~ A& —HLEFEE  (master production documents ; MPD) (25| SV TV AEEHEIEZE FNIEZE (standard operating procedures ; SOP) |4,
i A EE OfEsE TR ATRE TR T XN T e ?

sua~< NI 58F, N—Rabv—iZfboTT 4 A7 TRIFTH 2 LT AEED 2
MEEHORMEIT, WEEH (QC) 77— L XHILBATREN?  (EH)

Section C.02.020 RecordsiZ JLAUIE, FRAIZES . ClIEEE FoRES, WREFBIOMAEEPRE T RELET, 1 HXTOZALD
HFE ORI EERIER 720, R IREEEB L OMAEE DL EIZH > TiE, 26 O3CER, Ui LIESEE #E (Quality Control ;

QC) #BEITHTEOIZREHAIN TWD a P X EOFaRIHRE SN TWD, Tz, ZiILH DO CETEZEORES TIRIEEE H DV
WA R Ofigk CRIE T2 Z EAHERY, ZORAREFEL. BRENDI LD THLIN?

Q5: bL., EBIrEAVNYT—FINTW VO ThHIUE, MOIE—IZELE LI b OITHEN?
PN -C.02.025 & C.02.026  (FEH) (1018)
Q.l: Bt & v 7T STt &2 2 Bl o 7ok, THIER S TV X ED L S 72 b D)

Q.2:

IRACKFZDJFE (f VT2 TaRuipl) OMEXZ »h—Ii%, @, N RS v 7 AARRUA S,
AKREZIT 5, TNUOMESHIZTRET 2DV T UARBEIIEA DOV A7 BNAEL DR, BEFBO
HIEOR) =3 DL 57200
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Q3 : b LEMN A FHTHANL LT, BT XD ~HaH 35 (Uit z B 7 21 TIRERTE L72RVY) O ThIu,
Z OB OB 2 T A NI O D D> ? (EH)

Q4 :bL, W FHTHRANLL T, BT HFNOMOBIHIT LY ZFCAEEITV, WITH T FESNTEN T2 (YR
AT Z i THRGE L2y 213, Sl O PR BHIGEN B R 2 FF o D2 2

ZZEME - C.02.027 & C.02.028 (&) (105H)

Q.1: ‘MO y FHifiikE L | EDRITHBIFELE.RT 1 7T L TR (preservatives) DBRZ L7 < TXR LRV 2 (EH)
Q.2: KEFEFF (USP) D/~ h7 772 L ERBITLREEERE LTRAES0?

Q.3: Ab () OL—LDRDVIC, R ILDOF v v FICHDHIRE 2R Z EITHFRSND N2

Q.4: L—VUIZER LIZAHIRO BN FE L H OB ERTHAEIL, ZUTZOA OKDY £ TOMRE BT D002

Q.5: 37 ARMOMEZENEDT — 2 2T 5 Z &1Lk 52

Q.6: F v MIwL, ZORICHEEZ LIFERIL, ZEMERBRE T &2

MEHRIA - C.02.029 (FEH) (111 B)

Q.1: R ARG i OE T, AT O FO T LM ?
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Q.2:

Q.3:

Q.4

Q.5:

Q.6:

Q.7:

Q8:

Q.9:

H L. FHFNCERIZEE R L72AKD, ZORIZZ REXRT U EEATNS Z LN =251, FofkritiE s
EDENNBETHDLN?

W AT TN T T AF o 78T T OEEHRANL, 250 BIRBRE ORISR L 2 D02 (EH)

BHEREE (grade A £721% B) TSN A2EELRDS., ZEDLOMESINDEE. TOHMICEIL T,
F=H Y T SRBROBLE DS OBRITINAT 72D H D02

T A ORGE I 3 2 Bt L UM O BB M OMEFREOFERERIT, EOX 2L DN ?

BEGRE YA 7 LD F—3 3 12, G stearothermophilus Ot 0 12
TVAOEREFROEREL L CEAETRETHAHI N2 (FFH)

RN R )7 (BP) D 5 4 Jlt(20024F) D TESTAI(0520) D G-I HE I, 15mIAT D £ 545 &8 & K> @ S I
MM EFREUNC LB T U T« 2 R xRy r /RN faye BBREBRIA SN TS, Z ORI iELb\iﬂ‘?
HLE I ThHIUX, BUICKIT 2EMBRINE, W T FTHEHAIND THDLN?

FH RSB LT, EH 7 4 L2 —DERR O A O 2 S L, S0 e et BRI Thbian s L
FESNDHDTHLHN?

MEEHABRICE LT, MUY TFHNOY T LE2 =) 0 (FzI1E7 o082 1 2107 —14%) IZBL T,
BEYFONIGZIT EDORE 2 L 0?2 BRI A I1E., BEREBRGEIO 7 — 1 o 7 2 M REHE L TuZeuy,
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&k ok ok

GREE : Q&A L., ERXTEM LT, o, AROUFTTHREINZHEBIX, REHL GEREBRICEDFRTD) XV RLE,
IE No B EIR ]| 23
B ;& (F#H) Premises - C.02.004 (Updated)
01 |Q.1 Al
(E#) | R, FEEE ORI o fE M 5 Bt [ i B2 BIJD Division 2, Good Manufacturing Practices (GMP)i%, FEME G 0 = 3 i D B fifi 5% (ZHEPA 7
LIRS BT D2 AR, HEPAY | 4 VX —TAIR LIzZEX e a3 2 2 & Ml < TV,

ANE—=NERSNDTHA I MN?
Are firms required to use
high-efficiency particulate air
(HEPA) filters for air supply in
areas used for the manufacture of
non-sterile dosage forms?

(1)
(S E Rl DFLIR)
A% e skl > ,/\ 2
L2
Q-1
i ired

il . I F F

non-sterile-dosage forms?

YRR, U &R O 5L A5G (when appropriate) 1%, Z=JE, AW, ¥ A b, BER L ONREICD
VN CE B u”’sfﬁﬁ‘ﬁ‘éﬂ%m@ﬁiﬁﬁi’gkb“(b\é 2, 2Ok v arTlE, @Y RO LNDGEA,
Y7 zE Rk Aty AT b (Bl Eﬁ«@wkﬁﬁ%@7v74w& kioﬁ%%£i7~ T AN — %
aite) OMEERLTWD, THODOREIT, ZEHROYILZE~TEY, £ 2 HmHELHFET
['when appropriate GEU) &L O HNLH5E) ] ThHhoH,

OO REIZH > TEL, ZOX A Ml FiEDO—HE LT, HEPA 7 1 /L
H—HMDELR Y AT LAOFEHZRIRL TV 5D, Bl 21X, OO wHEIL, ¥ A M LIADFEZ1T-> T
BY ., TORRRT 4V F =5, i TEMZFOFY (RO THETH > Th, MOIEANFHA LN

Tk, ERRMERE LOBREATD LS b D) OREGREZSHDOTHD EOHWE T L TWD,

BHRE7: GMP ZER [V V)8

Al

Division 2, Good Manufacturing Practices (GMP), of the Food and Drug Regulations does not specifically require

manufacturing facilities for non-sterile drugs to maintain HEPA filtered air.
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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.

(B BRI DFLIR)
=S Wyl = b ] CIIEPA 7 ¢ et > Lt (Spyy . B ) NP FHBINY e )~
7 TV AR T X T v (SN s ) oSN CH/ V1 v 7 IVIY VUIRNTTOSN ™ &

= /7 S
=
%/—\ sl favals Z sz o ) (HIYELEI e AN 7 o g 2 ks PRI PR e 7 o
| B N L= o~ T0 A VIR N 152 v VAR AR - NIZNTTET7 1T A T =] o~ I 7 3177 T
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Q.2

Q.2
HEPA 7 4 V&% — D524 M35k H
DOP D 4 e (R E I FET D
2

Q.2

Is there an acceptable substitute for
dioctyl phtalate (DOP) to integrity
testing of HEPA filters?

A2

FHELTWD, YAZFN - T7HL—Fh 7 —)LiL, Di(2-ethylhexyl) phthalate, di-sec octyl phthalate &
HIEEL S, DOP (£721IDEHP) (X, KW M7z o> THEPAY 4 /L& —DSERMERBRIE T S Tunens,
DOPFRERD =7 > — /L 2 52T T < N2 IS8T DA~ DIBER R BIZ OV TORERH Y . LV ReR
FEORFMDBR L RO BTV,

£k 2 72 R ZED B OB 252 1T CREOREEN R L7285 1L, Emery 3004 PAO & MEEIL 5 Henkel £
(Emery Group) OHFThH 7=, ZOHEIEX, 4B F A h—7 (centistoke ; cSt) DHEE DL % £5-o
polyalphaolefin  (POA) T > T, £& LTAHANLHOMIFHAN—ZAA Ny 7 MIEH, B KRR
ELTHHESN TS,

Emery 3004 (POA)IX, HEPA D52 MEiERTO DOP OREEE 55 2 ENHK D,

A2
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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.

Q23 A3
E% X0 RENT L, L OWE “Good Guidelines, 2009 Edition (GUI-0001)”

HOBER vy OEIRIZERT A)E (http://www.hc-sc.ge.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php) Tik., JEZeREEI R L O
%ﬁ%ﬁc DWTCHARINDBREINL | EX 7 ORI T 2 225 OFR KRR % 12k 5 FREEE iﬁﬁ?ﬂ? LTy, Tk OIEOMIR 4 15
ED XD IRIREEED 2 WZEAD L —B 7B 2 5Tl MEICBUS W E 2 RET Do DICBERGE. £ 0 (EZ2D) W %l
I _REThHD, 6> T, TORREHEOWEYINEL ML T2 2 L1k, AFIESR, QEEE RrRETOR
ETHo, b UIRE X 7 O EMBEMECHEHT 2 EZORE %R VIS EmWO ThHIVUL, il X

Manufacturing Practices

=

What is the acceptable limit for dew

2. Zhick-o T, 20Z2 7 ITkE LT

point of the compressed air used in
pneumatic equipment and to dry the
manufacturing tanks after cleaning?
(FRE M ATEIL, BUERTIZIZQ4E L
THEENLFEHTH D)

S TZEDORE X 7 ONEEIZH KRB KR S v, Tz
BT, MAEMOREZE - SEAFEEITR D008 EH720,
bRETHZEN

ZHERRRZRZ & TH DM, HEEROTFERRIC, B EIT < WRED BIRAFKT M ERl

HETHD,
A3
Under the “Good Manufacturing Practices Guidelines, 2009 Edition (GUI-0001)”
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http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php

(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php), 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 Section C.02.004 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 after cleaning operations.

GREE : AEIT, WEANIA4LE L THESNFHEHTH D, SLIHHTIZGMPOWeb YA DT KL AN
RRE SN R, DRE e, ARBEIL, Gl b, ZEOMNFHIZEY L TW5D, )
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Q.4

Q4

— iR Ze iR & | B CiA sk O M &
HIZATml b 1EE T 5 & 9 72QCHRM

R LH P OB A5 LT 8 25k

IhHme?

What are the requirements

applicable to Quality Control

(QC) and engineering personnel

who travel many times daily

between self-contained facilities

and the regular facilities?

FRATE  ARIEIE, dOERTICIZQ5E L

THEENLZFETH D)

A4
— R lERE & B CIA DR D 21T E kT HEEE 1T, REHYREEZ L 9 2 FECEbRIE 7 5780,
Ty U= D &, BRD XD RIGRRED FIENRH LN, ZHUIREZILD H D TIEZRV.

A4

Movement of personnel between self-contained and other facilities must be subject to procedures that
will prevent cross-contamination. This may include but is not limited to decontamination procedures
such as showering and change of clothes.

GREVE « AL, KERNFIASE L TEINT-FHTH D)

Q5

Q.5
[ 3K S o 2l 45 EREZE R D
L, EORR b D ?

Q.5

What should be the standard of
compressed air used in the
manufacture of a drug?

GR#FWE  RIEIL, QERTIC
THFESNEFETHD)

IFQ.7: L

A5
BB L0 (723 Beh L o —REME R ICERIC AN D 2250, RiFiH%, BAEMDIHY, £ L TR

{EARFBEHEOIFE LN k#ﬁ@éhfmé k%% H—FREThbD, MHATHIREMIE, REkER,
RANONER 2 BFTRETHDH, B X o TlE, BIMRBRAMEICR DG LvR, B
&@%Kiéfuﬁxfﬁ%?éﬁX(mW)i\ﬁafﬁfhiwfﬁwb\%@74w5—m%éﬁ

EF w7 LRTNIER LR,

A5

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.
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GRFEE : ABIL, SOEANFATE LTHEISNTZFHTH D)

Q.6 Q.6 A6
B UiAwis ORI, &R e | WEEOBEYERY 27 2 5/NIT D K9 RFIET, ks KOEEZMHEIICERE T2 2 L1k, R¥EDOEMLT
[ CEEMNIZ S DRRRIIZERRE 7 A | H2D, ZHudid, filkT 2EERLZM LT L aES RN OMEREXRLEEND D TH D,
Wb, RCEoCEmEnsn? (2
DI RIFGH AT =T, BEORK | KVFELWHA XA X, LLFOGMP H A RALDOE 115 DSection C.02.004 ffigk DHEIZFEH I LTV D
1/;5/ MEDOHHWE., O ThHMEV | “Good Manufacturing Practices Guidelines, 2009 Edition (GUI-0001)”
B, HDWIIRD THRIEMEO E WY (http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php).
BHEWHAREERH D) Fhb b
ZOECIADOMEIL, EEEORE | A6
ERICRESNDHDTHLHDN? | It is the responsibility of the manufacturer to ensure that their premises and operations have been
Q.6 designed in such a manner that the risk of contamination between products is minimized. This would
Does the concept of self-contained include research and development areas within facilities where marketed drug products are fabricated and
facilities apply equally to research packaged.
and development laboratories Further guidance can be found under Interpretation 11, Section C.02.004 Premises of the “Good
(susceptible to contain highly Manufacturing Practices Guidelines, 2009 Edition (GUI-0001)”
sensitizing, highly potent or (http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php).
potentially pathogenic material in the
analytical scale) that may be in the GRA&EE - RIEIL, dOERTNTIA8E L THESNTHETH D)
same building as the manufacturing
facilities, or is this concept limited to
actual manufacturing operations?
GRFE AL, QUERTNIZIZQ8E L
THEINTZFHTH D)
(HIF®) | Q-6 L OE g GRE

N o -
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http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php
http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php
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B &

Equipment - C.02.005

Q.1
HaslZid, REAfO L — L&k
RTREN?

Should equipment be labelled
with calibration dates?

A.l

FERHEIT., EAOFFEIZa—RTHI L., ey FRESEGRGFEICREHFTIRETH D, 20
A DERIL, HDHRERRN, HRO LDy FIEH SN E LENT D ETOBTZEME LD
TH D,

B [ 2 B2 HIJD Division 2, Good Manufacturing Practices (GMP)FHIIIL, &HEZRIZ. £ O IEARRE £ 72130k
PIRAEBICEA L CORBR IR ETHZ EZERLTWARY, L LRI, ML SN AT Y a—b
P> TIRIEB L/ FI3R2ZTobid e b7, HICFEKIIZED L D FEh 2 CEL L TREZ L
TR B0,

YHBANT, BIEPRAEO HAYIZE L TEEMS L IFHERZERG 2 X LTy, LrLenb, 55
A OISR EARIET 2 LEMEIT, ZTOBEIZESS D THA S, —RIIZ, £/ 2 0ET D&,
BIEZAT ) DITBRTH D, KIE/MREELEL LRVESRIT, L8k #ik TE 2oLz, £o4k
(OKRE/TRBET 07T MIFZO0THMERR, L, BETZORSRERIE a7 n 7T A
MOERSN LT REB R 2 AT 2 2 E A ATRETRIT TR B 7wy,

EEIT, BRI, B HRBA KL g Lk b3 LORSL RERS L OER, 2 L T2 OROKE
S REEERT DR E, CEIC Lo TR T 2 A TRICT <& Th B, 20 L) RAESKML TS
Sl GMPDLOMBEELBNS, KIE/REDH 7 (L) 2ME< T bR L 2 RETIAROM,
KIE/ R4 7 FHET 5 DB CHEMEREHR SH 2 L THAV L EX b, TREEMHT 5 XHE
EEETETho, REEEL, bOWBERE/RET R T ACEDRNED, TORERMEEE
ML T & Th s,
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Al

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

Division 2, Good Manufacturing Practices (GMP), of the Food and Drug 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.
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B B (5 Personnel - C.02.006  (Updated)
Q.1 Q1 Al
EFF, WEEH (QC) H2WITR | BETRY, LM LRRLHIZRIREDN, £ OIT 9 RESTEHRNAICHE-> T, C.02.006 DIEOFFIROHFE 1 IH,
EHMHOX—L 2D NIOEET (R | FH2H, HIHELIIFAHOIRICERT D L2HELTLHOIX, TOREOELTHD,
5) ZELR/ITEET DT LAEKR
SD D Al
Q.1 No. However, it is the company’s responsibility to make sure that the new person meets the
Is a company required to notify | requirements of Interpretation 1, 2, 3, or 4 under C.02.006 Personnel, depending on the activities
the Inspectorate of a change in performed.
key personnel, such as the person | REIL, SUEATIZIZA. 28 LTREBESNIZFHTH D)
in charge of Quality Control (QC)
or manufacturing department?
(R L ERNICIEQ2E L TRk
SNIFEHTH D)
(HIBR)
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Y—7—>ary (EH)

Sanitation - C.02.007 & C.02.008 (Updated)

Q.1 Q.1 Al
AR R Bhho) 1%, =7 — | BAREEHT 256, t=7—Ta - 7ur T Ak, EEIOHYZR S O e TR E & 3R,
Ta Y DYERFEHTH D0 ? ERHREHOFTENEENTHENETH D,
Q.1
Is fumigation a requirement | FEAZILE AL, ERFEHTERV, BROFALET, E=F—%1T\, HHIRETHD, HEEAETD
under sanitation? Laid, MERTUHEZ#L LS THD,
R EFEAR AR Section 8 F KON 11 OERZNE SE DY =2V —FHGENR, FRSNDIRETH D
EEZBND,
A.l
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
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.
Q.2 Q.2 A2
E#H) | V=T7—Ta LT, WEEY | [REEOHSIICET S WA # 2 2i%, “Cleaning Validation Guidelines(GUI-0028)” (4 ~7 KL A%

WHFSNDMEMEIZEDL S b D
?

TR MO AFTE D,
http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/validation/gui-0028 cleaning-nettoyage lItr-d
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Q.2

What limits are acceptable on
product  residues  regarding
sanitation?

(Updated ¥ 3%7)
GRIE : BERANFICEEILR )

oceng.php).

A2

Guidance for the establishment of limits can be obtained from the “Cleaning Validation Guidelines
(GUI-0028)”.
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/validation/gui-0028 cleaning-nettoyage ltr-
doceng.php).

(BEIOEE L, A FOT RLARBINENTZHDOTHD, )

Q.3

Q.3
HREL, M2y b TT7bD
BECIBWTHHMETHLN?

Are gowning rooms required
even in pilot plant operations?

(RIEIFYERTNICIZQ4 & L TRtk
SNIEHETH D)

A3

R D AR IEED >y b7 v T ININEIO T IS — - T e —fHEn bR 5 fuy k- T BT
bHoTh, TOPTELRKT D LIFTFFENRY, HREZ, TOEE A2y b 770 ORERBRO
PHCRRET NE T D,

ZoRA ey b 7T R BRRIEBRAZET) OEFEZRIET 5 L OREZTE, 7L 27
—NVOBRIEERICEA SNDBZXHN, SAmy b« 770 MRS L THEMA S alde sz,
A3

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.

(REIX, SUERNZIZA4L LTRSS NZFEHTH D)
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Q.4
(%)

Q4

IV == T e N F— g VELT
I IRF, REVFYOFFRREMILE D
BRI bDEEBEZBNDHD?

(BE#T)

Q4

What are considered as being
acceptable limits for
cross-contamination when
performing cleaning validation?
(Updated)

(RIEIZSERTIZIXQ.5 & L ChRt#k
ENEFEHETHD, BREIICEALTO
EEILN)

A4

FREEE DO MESNTIZEE T2 A &> A%, “Cleaning Validation Guidelines (GUI-0028)”.
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/validation/gui-0028_cleaning-nettoyage ltr-doceng.php)7>
HBAFHRETH D,

A4

Guidance for the establishment of limits can be obtained from the “Cleaning Validation Guidelines
(GUI-0028)”.

(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/validation/gui-0028 cleaning-nettoyage Itr-

doceng.php).

(REIYCERTICIE A5 & LCRRSNZHEHTH D,
DIATEE SHUz, BERTDOWNAZ LTSI )

LA KRIEICHIR S, TA BT 4 o O2M]

IO BB TD X w I — .

L S S\ o =1/ 11
8l HTTHO ™S
525 ﬂAblF$; é “%‘?‘“%E’?@i‘% .
= b
By ez b 2 D ZvE Dt DI AT -
LNHEY REAE .
b
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Q.5

(E#)

Q5

HH L OB T, F—#Ho Ny F
B g D 72 6 ORI L OE R D
B A4 T EHEX, LD
LD THDHN? L THUEE
DEIRSTZRE (RE) OBEICD
WTIE, E95THAIM?

A5  ORTEMN. AlEl, up-date L7=EFTTH S, )

Section C.02.007 DIEDOAEIR 3.5 1%, [[F CIFEHFI DN v FHIT B OB bRE 2 R 255D I 1EE,
ML XNRNTHAD ] EHREL TS, HEERB KON OERLOBEE & 2 4 713, Lz v b
MO E SIZ oW TORIRZ LR TR 6w, Zud, oy ERZORIOR v MIL ST,
ODHWVITEREICE > THHERINRD, EWVWS R T — ANl 3720 Thd, £/, RiOa v FOF%
FEN, ZOHROR Y NOSEIZA /N7 e G272 W0WTHAD) L EMELRLDO L LRTIER L0,
ZPZ, BRI D 2 WVITBBIR O X 5 2ARNCE L ik, RSO 2500 > METIE, #0107k
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Q.5

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
strengths of the same product?
(Updated)

(ATE I ERNZIFQ.6 L L Cit#k
SNEHEHETHD, BRICELTO
IR L)

HHFEPERSND Z LR THA D, DFV, Filclen v FOFHEDBMBEFA T, RIDESHOH
. EOHIOBE v D OEFY (ZNHIFAR—ARR L 7O X ) g BT 5 THAD) N
ﬁtﬁéﬂé ZLEPKTDTH D, HiDmy FbDORAFM 2O RET DO D HIEEMNLT 5 2 &
WRLEELIRD 5, £ LT, BEWEL, FREBMOER. &5 WIERGOFHOMR B Z kT 572012

20D T D EFEDOM OB KHFAERHZ N T —F T 22 bMELERA I,
A5
Interpretation 3.5 under Section C.02.007 Sanitation specifies that “a cleaning procedure requiring
complete product removal may not be necessary between batches of the same drug”. The frequency and

(LA

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 quantities from the previous lot that may be located in equipment
such as hoses or pumps. A procedure should be established to ensure adequate removal of residual
quantities from the previous lot and validation available for the maximum period of time between two
successive lots in order to avoid problems such as microbial contamination, accumulation of residue, or

degradation of product. The number of lots of the same product which could be manufactured before a

complete/full cleaning should be determined.

IZA6 L LTREINEZFEHTHS, sl RERET T ORTHRILOET) |
EHRTOLFEA L FICRET 5, )

(ARTEIX S ERTIC
FHAKH L - WIHIRETH D,

A6 (BRIOWET T, RTF » TR DOETE N SN, SR L TORERLE, )

C.02.007 DILDM 351 LI Ao TERIE 5 A B IR 2 SR B D

R RSN s p
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Q.6

Q.6

AR - FEME R RGBT, K
ARIZ 2 DDKREEZFFO Z LITFFA S
nwame b, —ooKEITXES
REKEL—R— e F—LTHY,
) —ODOKUEEIL QA EHEAH LM
FROKETH D,
EOXIRBEET=XV T« F—
A NERI LD ?

Q.6

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?

(RIET R ERNICIZQ.7E LTtk
SNT-HETHD, BRICBELTO
EEILN)

A.6

s, BUEFEIRICA D ANCH LT, REKEILIC, &2, e FrEZLTTrIe o —LtnoTz
AR RRIEERNFIEL TS, L LRSS, T L 0 EWKEDR#EEZED -HIc, BHHAOHS
fREEE W o iz, EEFICH L UIE VB LOWEROBHEZRE LTSN LNTH A9, FERERLEFREE T
FRTDRRIZOWT, FFEDREE=4 Y 7 OERIIAFIEL TV,

A.6

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.

(RIS ERNZIFATE LCREINT-FHETH D, HIFIZEHL TOEE L)

Q.7

Q7

A7
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WEZZ TRV 2 ST 5 IE
MEEIK BT D =R OMAEY T =
HY L TOY T T BEEA
Er L TWRWKRRTITY 2 &0 H
KB

Q.7

Can the sampling for the
microbial monitoring of air in
non-sterile areas where
susceptible products are
produced be conducted when
there are no manufacturing
packaging activities?

(RIEIXSERNICIZQ.8 & LTtk
SNT-HETHD, BRI LTO
IR X N)

TN T, FOREEL TV DRI A EBRIZERE SN TV DIRER KX 572012, EBEofEH
H L IFEERIATIRETH D, BENRRMEEZZNNEETHIHIORET 572012, BEEEEOR O
T=HX )b FER OB,

A7

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.

(RIEIXSERNTIZA8 L LTEHRHEH INI-FHETH D, HEICEHL TOLE IR

Q.8

Q.8

EE DN ELR STV RN ERANT B WY
T, FEEZP T2 O FIEEFITAF
FELRR T LR B0

Q.8

Must written procedures be
available to prevent objectionable
microorganisms in drug products

A.8

FELRL TUIWIT 220, RN EER SN2 WEFITRERE 2 S L O I2T7 A o Sz 7 FIEE % i
L, ZLTERICHEI RETH D, 2, FEREOEFTH-> T, BEIRFEHOIGFY: & HEFH A RIK
W T2 DO FINEEICE DRI B RV E 2 BT 5,

A8
Yes. Appropriate written procedures, designed to prevent objectionable microorganisms in drug products
not required to be sterile, should be established and followed. This means that even though a drug
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not required to be sterile?

(R ERNICIEQ9E L Crik
SNZHETH D, HIZBELTO
BRI 2\)

product is not sterile, a firm must follow written procedures that pro-actively prevent contamination and
proliferation of microorganisms that are objectionable.

(HIER)
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RMEER FH)  (EH)

Raw Material Testing - C.02.009 & C.02.010 (New)  (Update)

Q.1

Q.1

7 e 7 7 ANV ERFFT D LD
FORIZED XL SR DTH D0 ?
Q.1

What are requirements of
maintaining an impurity profile?

(RIEIXSERNICIZQ2 & L Tit#k
ENFHETHDH, ERICELTo
IR L)

A.l

KEZEFF (USP) 13T a7 7 A vk [hoHE 2 bnicilitr ot 2 K- Tl S 7 fEEo
REWE  MIFET H AW OFLLR | & L TEFR L TV DH(USP @ General Information  <1086> 1),
Bifile v MEIEORED, Z OEERIGT 7 0 7 7 AL (FIHIBMEIZBHT S, & L CAEIEMFIEIC
KLTHEFRF SN TWVD) EMEICOWTRICREELTREThHD, FxlTEFLoT v 7 r A vE: (S
TuT AN EMATND, LSO, EEERMPROGEICZOTn 7 7 A Ve RT 5005
Thbd, (1) JFEAP)DE Ny FOMELZFMT 5 & X, Q) BERINTZ T o AETOZY M E2FMT 5
L&,

AR OEEIZE L TOERDERICOWVTIL, ROV A FEBREI 20,

BBl B o &K fli % - Impurities in New Drug Substances - ICH Q3A (R)
(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-ld/ich/qual/q3a(r)-eng.php)
oL Al b oo AR ff % - Impurities in New Drug Products - ICH Q3B (R)

(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/q3b(r)-eng.php)
Al
The United States Pharmacopoeia (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 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, please consult Impurities in New Drug
Substances - ICH Q3A (R)
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(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/q3a(r)-eng.php) &
Impurities in New Drug Products - ICH Q3B (R)
(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/q3b(r)-eng.php).

ARIEIXHEFNIIL A2 & LT EINEZFHTHLICHOH A RTA4 DY A bOT KL RAZE#H A2 BN
L7=2b DT, BIZICE L TOREAREFT LR, )

Q.2

(E#0)

Q2
AFLIZF—1 v F OFEIHFEIED
HoTH, FHEOMEBIARGEDET %,
fERRBRID)ETH 7Y /7 7
L2 I EN? FElE RA
VﬁWﬁ\%L%ﬁIWE%#%%/
TIVINOHERESND D TH D5
., TNTHFREINLBDTH D
mne
()
Q.2

Does every individual container
of a raw material need to be
sampled for identification (ID)
purposes regardless of the
number of containers of the same
lot available or are composite
samples acceptable provided they
are obtained from a maximum of

Q.2
N OESEFIZE LT, C.02.009 IHOMIK 6.1 1202 1E., RO B ZHE L, o 7 VEERL 2T

26w, Znwx., mInAlB L WEELZ G, 2 TORBOERaIL. TR EHEE L, T VOR

a2 BIRDRTNIER B0, (FRF « FROERS A, BiL 4Lz, AT, [FL,)

ZDOLEXIZ2ODBIRNENH 5.

1. @54 (discriminating method : FRIE 3 X
NaRBRT 5 (FIZIXUSP O GRIE : £5:0) Bk
OB R LA LRI 6780),

2.5 LZOJFENS, i (potency : gRiE &®EFUEKREEDND) 2R BHELIOTHNE, b9 —
DOBRLIL, EHWPD NI flx DY TVERE - 7=V L TREF VT LETHIETH
e LML ZDORAEY T L, 10 BOMERY > TNV BB HNETIERY, ZORKIBEEY 7T
DNT, FFEDORERRBRZITV., DD, ZHUTINA T, WMk %z E DIREMDOE &N T o A Z R
#5&5Eﬁ5(%@%&FA boTL HENT UV APRKRNR DO LRDZLEHELT D

BV OE 2 OV TV EEERE LT UXR670,)

im@%ﬁﬁ%@)%ﬁmbf]DLODTiT@%/?
ETORBREITH 2 EIXHBHERITIX RV,

FHELT, FEORILLe Yy hO R EBamEZANTZELE Y, [HxDZ L TETORNEHE L, &R
MOY TN ERIERITR G2, EO®%R T, RAORRBIT, £ 7o THERRABRZ T 5 2
ETHhHD (UL, 72 BIOMEREBREZED ), B _0RIEIL, 70808 10 2272089 ik
T2 DY T NOEREFES L TRAYEER L, RO CHERRER & Difike 52 Thd, 20
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http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-ld/ich/qual/q3b(r)-eng.php)

10 containers? (Updated)

(CRIEI IS ERNcIE Q3 & LCit#k

SNTCHFHTH D, WERTONEIL
UTo#E) Thd)
S = ) PR
SEE L APAN
T e ERaDyE T 1)
N o= 7
X Z = L)V EHN D b i ol A
7 o7 = Vo a2 77 O~ 1= Vo~ (o)
= m3an © Y/H
Zap ¥ VEAHP N P IR X
N U o7 To~ o~y P2 Sy . | A = I ™ M
t DT B A AND
NUT O ™ o O
. £ ¢} | iab
. £1 . ”

Bh. TOVP T NERESEDIROESRAEX. OEOY T Anbb 8EORAMETHZ LT
b2 GRIE: 9X8=T2% 7)), bIIRAEMITONT 88.8% &\ o7 L 5 A IMliDFERIZ, Bagd—D
@Ebw% BB ERWARBMEZ /R T 2 LR D1EA D, LWV DIEEZ DRIBNOLDF T NT, D
BEWOREED 19 (11.11%) ZHET L2010 Th o, (FARRIZ, 77.7%OFRIE, IEL < RWWEN 2
KD LR TEDTHAD), TOMRGE, NEIERYMEEZRS 1> (Fi3Enlllh) ofs%
EURA U B TRTEDIC, EOREDIRGWICK L TRE SNIEBROMRRRE LTI b2k
WEA D,
LU b, JREHOERRGRER 2 flSL S 5720
DIZHEWGEER, R RIS, EEEOREN, ZOHEENT A2 IEL LT DD
AT BT 2 Z LTk,
Q.2
For human drugs, according to Interpretation 6.1 under C.02.009 Raw Material Testing, each container
of a lot of a raw material must be tested for the identity of its contents. Therefore, each container of all

BV TN EFEAT S Z L. I ORREEI S
RESTH DL

\ZIRE

raw materials, including excipients and active pharmaceutical ingredients (API), 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 United States Pharmacopoeia (USP), but the test must be specific).

2) If the raw material can be tested for potency, 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 a raw material are received. Each and all containers

GMP Questions and Answers / October, 2010

37/124 Trv e VU a—3a X W AENBRERE R




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
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 a raw material 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.

(KIEIFZSGERNICIT A3 &L L TR ENTFEHTH 5, WERMOHNBIZLLTOEY TH D, )
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Q.3a

Q.3a

& LB HERTNZAT O B o 23,
HBICETLEAEL TV D 2 ESEEE
SN2 51X, AP B-GEER 2 K- TR
EIN=V T A NALBEEZL, 20
API i TE 5, 2O/ LI L
WT — 21X, RICHEGEEE N GHED
N Z D APL OFFRD\ v MMIxFL
T, LVEWI TR RNHEEID YT
HZEZEAEETOHHLDOTHA D
n?

Q.3a

An active pharmaceutical

A.3a

HsE72u, APL 12k L CHIOICHRE SN Y 7 A M HOERX, EXARLEN 7 b a—1i2 k- CTEA
TE2EINDHIRETHD, 2T, T2 ER/NER GRIE:EED?) BEEEHO 7 74U T &tk
EWLTAH3THAY, HYTHLE2— T4 L7 X—ITRESNTZV,

A3a

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.

(REITSERNTIT AS & LTt SnN=FHATH D, )
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ingredient (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 used by the drug
fabricator to assign a longer
retest date to future lots of this
API obtained from the same
fabricator?

(RBEIXSOERTNIZIE Q5 & L TRk
SNIHEHTH D, )

Q.3b

(BE#7)

Q.3b

(LEROARL) RIEMAREE (i)
AN 12T E 5 2

(BE¥7)

Q.3b  What about inactive
ingredients? (Updated)

(RIEIFSOERTIZIZQ6 & L Ttk &
NIZHETHD, BRNFICEEX
720N)

A.3b

WE . WRHNEERIFE TH->TH, ARBIRAITFRONETH D, AHIRHE ZKL L THRWVAR
TEPEEE (=3AD) 2 ANT2SE. b LLEET — 20, o XCE S NFHL (2 OIEDMEFH)
BRI IRMER 2 T 7R B D WIZENMEMTE R A Z TS W E D) IZHESWTTEEN HPR R VW O
ThiE, ZOREEFRIT, AOHR L2 WVIEHABREAZHEET XX TH D, (R - TRROFZ D
EHsniz, UTF, [, )

A.3b

Normally, any inactive raw material should bear an expiry date. When an inactive raw material is

received without an expiry date, the fabricator should assign either an expiry date or a re-test date 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.

GMP Questions and Answers / October, 2010 41/ 124 Tyw VY a—a X W AENRETER




(RIEIZSERINZIFQ6 L L Citdi S N/-FHETH D, )

Q4

Q4
JFEEDO Y F 2 FHIZE LT, Y7L

HALNTOREMSERMT, 247 A/
FCOREDORZENT — X ZF->T
Wb, U7 A ~NoOHEIZ247 A E
ENTWb, ICH A KT7A4 v %
EMET — 2 OFHM]  QIE, 2.4.1.1 (&
RENnNd V7 A MM EZIZTHEDM
RHIZ, EMREMERARICL T
N—INoHEO2{FEETCTHD
D, 127 A& 2 5 & Tide)
XA, 367 AMEEID YK THZ
EMHEL, bLINAAHKDLZDOT

A4

J5H (APD) @V 7 2 MMER JOHBHIR AL, LEET —ZIZESKRETH D, b L, FREITHLH
RENDEDEN TV DO THIE, €D GRIE : JFHD) Ny F2ARMIRAKIC, HHTD 2 LIiTHk
fcil/\o

LLZenb, bLYUTAMARYZREIZED LN THNLDOTHILUE, V7T A MIMEZBEZ0bIZ,
VLB LT, B2 2 &tk s (X, WRa L<T1 7 AREUNID |
HhIMZE247 AR B A THEETE 5235 Lo U Ak, B L ONEERFSRM O T 0% E
PETF —ZIZHESRETH D, bL, TORBERPEER DO THL e HIX, V7 A MARIX367 A
ZEZRWHIME THERTE S, YREEDOY 7 A MM A367 A £ CTIER L7cD ThiiE, 247 A [H
HTONy FOREBRIT, MEHARZEE e ha—Lo—Bens (V72 pPeidBEB2R) |

U7 A MR AR 2 HICEE L WA A X2 A%, ICHD [ p 22 @B - ICH Q1 A (R2)
(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/gla(r2)-eng.php) B L O &2 E M
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http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-ld/ich/qual/q1a(r2)-eng.php)

biUX. 247 A BH CHIEAPHD U 7
A NIPSBEL TR D2

Q4

With respect to the re-test date of
the drug substances, we have the
stability data of a drug substance
for up to 24 months at real time
stability condition. The re-test
period is assigned up to 24
months. According to the
“Evaluation of Stability Data -
ICH 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 require
retesting of the active
pharmaceutical ingredient (API)
at 24 months?

(RTEII S ERTICIZQI2E L itk
INFETHD, )

va — 7 %) 7 il J ICH
(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/qle-eng.php) CTAFTTX 5,

QIE

Ad
Retest period and expiry date for APIs 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 Stability Testing of New Drug
Substances - ICH Q1 A (R2)
(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/qla(r2)-eng.php) &
Evaluation of Stability Data - ICH Q1E
(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/qle-eng.php).

(ARHEIZHEANIFQI2E L CREEN-FHHTH D, )
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Q.5
(E )

Q.5

a2 T KEOUSEED -S4 TH
%, KEOBESMtIL, ot ok
HTZANT-HBICEDICRR LT
APIs ZHex IZHAE LTV D, KED
THE, 0 T & LG oRERGkRO B /Y
& LTZREAD sk 2 208 2

(E#)

Q.5

We are a subsidiary of a United
States (US) corporation. This US
corporation supplies us with
active pharmaceutical ingredients
(APIs) that are fully tested after
receipt on its premises. Can the
US site be certified for the
purpose of testing exemptions for
the Canadian site? (Updated)

(CRIEIISERTICIE Q7 & LTtk
INT-FHETHD, )

A5
KEOBSAIET, RN ¥ — (BHG3EE) EBER D Z LRV, GERT 2720121, S —0,
APl DARDOMAGITTTH HRIXR B2, ZOFEFITIE, KEOSMHITEFET R L LTl L 2Tk
57\, iz, Section C.02.015 Quality Control Department OfER 6.10 OBLEIZ AT LAzt iuiE
BB\, ATLOTEN (APL &) ZUWML5E, #aHREZITORIERL2R, £LTHL API T
L7 61E, TORERIT C.02.009 DR 6.1 [FERER] H (FRbbERHENOY 7Y 7L, W
%) IZHEDLRITR B0,
FikOFKiE, KE TG TIEHAELITo TV RNE NI FRICESWTHAINLI DO TH D, (Thb
H, TOWEIZ, RXUF—nDZWATudD T & R E 2 FF oL MO RS THHS S hvkiEe b
72uN)
A5
The US parent company cannot be considered the vendor. To be certified, the vendor must be the
original source of the API. In this instance, the US company would be acting as a contract laboratory and
should meet the requirements under Interpretation 6.10, Section C.02.015 Quality Control Department.
When received by the Canadian site, a specific identity test must be performed and if for an API, the
testing must be as per Interpretation 6.1, Section C.02.009 Raw Material Testing (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).

(RIEIXQERNCIZ Q7 & LTREESN-FHETH D, )

A~ A (H-F’A%EZ—\ Lo Z = L)d sz 2a,y FEAR-G-Z - a1 =) ML2g 2 N
U T IZaXAN=) = =T 7o AN = == g | o~ ¥ H 37 77 v LESARY — R ~
A Uyste e A pbedey ml poiFle b el = gyefElmld eyl id 000 010
L7\ = 7 = ™ N Vos7To~ o~ [¢) ~ ) .
TEHOAZIE 1 |z 5f o il A S ANl 2 2 S AA I HZpTHLZ = il 2 B & 1F7a B ZaNI2 2 5
Ba TIT71 X ! AR AXATEANTHE 7 = —= T |ﬁ'1‘| T 7T ANV os "o~ o~ v T e}
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Q.6
()

Q.6
Health Canada® #1HI % i & &5 7=

DI, e (R LA o
BRI IEEAT 5 72 8 O 1 A% il R
X, FofRZ &2 LT nidns
RN 2 (EH)

Q.6

What documentation does a
laboratory have to have in place
to be considered qualified to run
a

A.6
CEARICIE, 2T — 2 OER, FEEROFHE & FFA SN D HEMISH TS i, B L OT — 2 OFFAEMEIC
B ofma @0 o & ThHhDH, EWVWIDIF, HDLERETAEEZRDEIATO Z LI, LT RO
Prl 2 ORNICOERT 206 TH D,

A.6
Documentation should include a summary of the analytical method validation, 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 procedure in the particular

laboratory.

(AT ERTNIZIZAIOE LRt SN FH Th 5, LEADOUSPO CHEiNHIBR S 7, )
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test method for raw materials
(drug substances and excipients)
in order to satisfy Health Canada
Regulations? (updated)
(ARHEIX L ERNTIZQI0 & L TRk
SNFHTHD, )

Q.7

Q.7

BT N & R OB RER AR D H T
DI W (W ESLS TV UE

HIFFAESNDHDTH LN ?

Q.7

Is the sampling plan based on the

(/n+1) acceptable for identifying

the number of containers of raw

material to be sampled?

(RIEITUOERTICIZQIL E LTtk
INT-FHETHD, )

A7

Y7V 7R EEOFNET, HEHNICRY TRITIER 6T, 2o, BEmIRRLO S 57
THEIZHASS RS TH D, TORHEIT, FTORELTZXKD 7 7 ZRNTIZEES < KRS OFFARE, 4
FW i OEZENE, BLOZOMEERFOBRBEOWERBEN -T2 Z LICBEE LY A7 2ZEICAND &
Th oD,

ORI E NI Ko7, HAFEORN T T, (V )W ESS 7V U THBITGFAR SN LD
ThAHY, LinLahb, (Vt)WTHESSH 7Y 75, DRWBORGROY 7 7 Ok
HOWRI T TIE. XD H LM eZ T ANTLE D KO RERRY R PFHET D, £TOF 7Y~
ZEHEOSE & RRRIZ, SCEC SN2 B L OB 2 {f 2 72 T iE722 720,
A7

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
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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.

(REUIYOERTNICIZAILE L CRER SN FHTH D, )
Q8. Q8. A8.
@EH) | b L. ExORKEOETONRyF | Z0@Y Th b, Staphylococcus aureus & Pseudomonas aeruginosaZS f77E L7220 Z 2O\ C, KK 2 2k
[ZDVNTS. aureus & P. aeruginosa’ 7 | 415, JRERERERIEL, EEBRBROEN T 2352 L3, —RIRHIGHEETH 5,
ELRNWZ & G;OD\TEE Tkl a L
TWLDOTHIIE, ZhbDOERZH; | A8.
BOKICX L Th EoFREND 02 Yes, you are required to test the purified water for the absence of Staphylococcus aureus and
CorHi) Pseudomonas aeruginosa. It is the general expectation that raw material testing support finished product
Q8. testing.
If we already test each batch of
our finished product for the
absence of Staphylococcus aureus
and Pseudomonas aeruginosa, is it
required to test it also for the
purified water? (New)
(HIER) | Q4
B R L ey e

_L*%f-ﬁ']vi( | Ze e H ML IE‘%L L
ISR 7

U B U 2 OO

Q_/g_ﬁ%_f“gm:ta'—ﬁﬂ‘ /7‘\lalu"f\ JEN7A)

%@ﬁg@%}ﬁ4 AN AN E ool (o
7 7 E—GCOH—~<

GMP Questions and Answers / October, 2010

47/ 124 V) a—a X W HERBETEE




GO~

f—

Xtk

L

v

297A)

(SR =g e a g

S TS TH Al ) = 0l W af Sl P e 7N

N2z

N7

lZ NI ZDyH > 1]

a2 A4 7 [E K

-
A
o~

Z @ T

J

1=

Y

T

o<y

¥

TN A

T

=AY

SH N BN

e

L L ]

ME Za

SN

2N lal e

LS X Z by

AN

= L 2

TSR ANV $ =5

v

-
P

14

A

sy

Vs ET HJN A AT I =Y

=4

™

(= g e
el

Je——

LN/ oD |

U/ 4]

T

e

LRACZ

T

7

LEACvaLw) =

L=

Z- DA A

> 1

e P2

-
A

Hrx Z =5

e

34

N

H _/\ )~
e et

7 =S

T

™

T o7

E)

7

-

2o R EH -

3 Rk

COA)

L HE

PAY =

NI AgdE

B/~ 1

:«é;é&

=+ (

vendory o B B0 1 By o - W H 2o

=%

=

T

7T

A4

=

LA J VT AT CI7x/

N

7 7 HH TN 20U A

7

=

vonaor)7

G

r

s

L Z DN

¥

i )

Yy

Q4

i

DNT

S

i
b

=7 U=} FAZ
2 mﬁ/lgﬁjuum%

TET
flr ==z

SN E= NN

TN

IA

Al

—

IR

-y

~

-y

2 Ky

~

iwAN

-

g

P
Ex

.
Vo~

ZN

= B DIE

v S¥e)

1>

A ) TN
=]

N

t N7k =D& A7

fEH X

GO~

7T STAT U O

(HIB)

N

A

48 /124 Ty VU a— 3R B ENB

GMP Questions and Answers / October, 2010



&~ 5

f—

X =k

5%

T

)

ST TR LDV

2 07

SLER )~ M da g
TWaHET HJX A 7o~

presy

To~~

7

it 2 23004 1
T 7HHH

£s)

7

il A S A
Rt~

¥

)7 BE

~

(December16,2005)

e

SR X

=Ly

3+

RN

7

=4

(e N IV (=

(oS

Qs

—(Selected—Category—IV—Meonograph

= v

24

BaY

=

SE Y BT o K h%s

77 5[

ey

Zh

o~

-l

T TS

@A\

P RBAANE D Ve
= HH

T X

™

T~

kel =l 1==Y7A TN

77 3

=3 L

2l Ze YELON

H->

)

[Py E 2 gy gy ey

2N

~

A

AT

Ay

= K AN
(2=}

Ve D

1z 1%

77 5[

(o

7

o<

>

(HIER)

£t

%

-

A

Tr= e V) a— 3 X R

49 /124

GMP Questions and Answers / October, 2010



S

L - L ]

[l b By

Svamn

E)

=

HIY

AT T VIS AANH T

el 2 WAs o

ke sadi e Z N9

=

7

5%

™

o~

L)

LA SR

273
7

g,
= O

I = A SN

- Fo 1T

L ovjr = ]
o1 N

LE= S

o~

™

o7

=

NEPAY

111

=)=}

N SPAN (e b 2 W Al =]

EA

1 DA

]

JUVT T AU

H 7T

=

=

B

Za I PN 2

TR VA U< ¥

NNZ DINT IS 2 ]

o~

7

J

v

¢

%

-

A

50/ 124 Tr= e V) a— 3 X R

GMP Questions and Answers / October, 2010



(HIB)

GMP Questions and Answers / October, 2010

51/124

Tyhv e VY a—a X | AENRETE R




BLEEE (FH)

Manufacturing Control - C.02.011 & C.02.012 (Updated)

Q.1
()

Q.1

A U EE %2 U Crads Lz v
7 F R B D 2 ouim HLlizm
v MZ, =20y FEZEZHID Y
T2 Z EIFHBRD 22 (FH)

Q.1

Can assingle lot number be
assigned to two or more
co-mingled lots of bulk finished
drug products packaged during
the same run? (Updated)

Al
GMP % A K 7 A4 > “Good Manufacturing Practices Guidelines, 2009 Edition (GUI-0001)”
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/ gmp-bpf/docs/gui -0001-eng.php)id. £/3 > FH3@E %
Feg et LT OENRN y FILEIC Lo THOT & 2 &, R OF e v FEZIT Ay FEBMEIT L
3!6/\ TR AT REZ L, BLUOE ey FERIETIAY ?@T%T‘*)L YINERETREZ L AR TW
%o EEFFKEHE AL D20 EOBE Ny FE 120y NESTHETHZ LERET D, 0k
IneeTory hOFTROFEWVAIHIMEZ, 207 VIR R LRTUER B2, ®BEEINOSGE
(2. BEEETETOVTry Mol s vy PRz BEIL 2T HER B0,
Al
The “Good Manufacturing Practices Guidelines, 2009 Edition (GUI-0001)”
(http://www .hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php) require that 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. Packaging of multiple lots of bulk finished drug product in a single packaging run
with one lot number should be done only in exceptional circumstances and should be well documented
with appropriate justification. The shortest expiry date of all the lots packaged must be indicated on the
label. In case of a product recall, the company must recall the entire lot comprising all the sub-lots.

(HOERTOFLHEITLL T O#EY TH 5)

S X >~ L =7 1] =
f— =N ~
=+

23 :F*mrfllﬂil‘:i‘%

I Sy = - el PN a1 P
I
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=+ 7
CaRASAl

f— A
|z Al 7 Fa ¥ e ek R B LS 27 g
Vo~ HHE
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Q.2 Q.2 A2
ARG OEEOEZEHEIZOV | EEOHELIHRE (arta—2—0iREEET) OBEOMOHAASINDIGAERIT, Eunld & Th
T, FESNLAERLITZEDL O | 2, BETORKEGORMTIL, BORAMBEOTENTNDEINETHY, £ L TEER S CNTBEZED LR
HLOMN? HERF L2 IER B 720, REOHE &L I EE ORI O 72 5 7228 b iE 21TV, 2D X5 2F&ED
Q.2 FERIE, AT RETH D,
What is the acceptable deviation | A.2
in physical counts of finished | The allowable deviation between physical counts versus counts as per records (including computer
product stock? 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.
Q.3 Q.3 A3

MOVEEFIZ L DML LT F =

GMP # A K 7 A4 v “Good Manufacturing Practices Guidelines, 2009 Edition (GUI-0001)”
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X, TR, MBEL R D2

Q.3

When are independent checks by
another operator necessary?

(RIEIZSOERTICIZQ4 & L TRtk &
NT-FEHETHD, )

(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php)iL, &FEDRELRT %
JEERS T3 ARG LB NS . e i SN DR E T, WA OB EA MR T 572012, 28
DHFRELDZEEZRLTND, TNOOHRIE, ML SNIHBICEET 2FEA OB M IND KD
IZF 572012, HRDHIBY 2 DT —DFRREZEY R Z & 2RDTND

COT—CEET AT DICRERINTWAT e —FD—20, FOXNyFITMiZ bNT-BRD %
BEETHANZEL-T, R—MHEMEIZOWTIEU EOF 2w 7 2I7H) Z L H2MERELETHZOIZ, FD
FlEEZEHHSOZ L TH 5,

%L%@p}z;ﬁr MG, s, BLOEFXF 2T s OFEICL > T, ZOFIERZ T —Z2EHZTZLNHY
Bl Z L 2 EENRGET L, fMOIEREE IS L DML LT = v 73R ERWEEZ BN D,

INGF LTEBEOHR L BOTF =y 7 b E e, B_OANZL o TN TF = v 775 2 ENERSND,

LLRNS, BOAMEZ NNy FITMZDEBEOMSN Li-F = v 71X, IS, ZOWE %2 EBICEINT
DR TIT) ZLHfEE LTWAD,

WEOBMEZRRT DLWV OMDOTELZZ NS, OEOOEEL, T rt A& T DA EZEDOH
HlfEk T, ZOMFEITOMWEEL T = v 7 L, DWNWT, ZORICYUZMAIXIEE 7 )V —=07F HRNT%E
DEBEMRTDENI D THD, ZHILEOZNENDOHEZ, E5EMHTLINIELLI DO TH
Do £ 9 TRIFIIE, ANEEDIEFICRIFIZHBES N TVND &V ) JIZHOWT, HREEiMEIEL2 &
DLETHA D,
A3

The “Good Manufacturing Practices Guidelines, 2009 Edition (GUI-0001)”
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php) indicate that a
number of measures be taken to maintain the integrity of a drug product from the moment the various
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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.

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.

(AHEIIYCERNCIT A4 & L TR ESNZFEHTH D, )

Q.4

Q.4

L —~UL DDA EEIZ OV T

A4
ELWL =L I N Y U ZEERICEA S TWD 2 8, BROT Y & FENTOEEM OISR LD
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(BE#)

Hffsh2b01Z, E0kobo
2> 2 (EH)

Q4

What are the expectations on
label accountability? (Updated)

(RIEIXERTICIE Q5 & L TRl
SNTEHFETHDLH, ZOEMITW)
MRS &id, RN AE TR
< UL OREUERRICR D FIE
Thb, )

NTNDZEREEL DI, BROBREREZTHZ ENRfFEND,
ZOBERICAETH—oDHERINLFIEZ., FHICGHEENTE-EZOL—_VERITTLHZETHD, £+
OFIX, FEALE, BELEZ, TLTAM Yy I ~EolzL—ULDHE —HIRETH D,

BRI, UL B K UM ORI S U al EEANICB LT, BHOFIETRET 24 —7 v ME, %
BT 0] L3 ~R&Th2, 2oL, EHLEZL—L, HBELEL—VUL BIOEE~RET L—
NOEE =BT RETH D,

AELAIC, BEEOEHFIAICK T 5 BEEEIZ, L—-Ubk L UM OFIR S fu7ze)
X0 (Bm)” LI RETHD, 278 LA
VNI & R DA BT, HERTICIAE 21TV,
A4

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.

EMRHCBIL T, 2R
CIEH B OB EREPTICR O, RS R&ER, HD
FEoy i Z T % Z &,

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 packaging
materials. Any significant or unusual discrepancy observed during reconciliation of the amount of bulk
product and printed packaging materials and the number of units packaged is investigated and
satisfactorily accounted for before release.

(RIEIX L ERTIC
H5)

T A5 LLTRBMSNTEFHTHD, FLORF RN ERER & K& SRR L5 T
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ZERA DML, B OUINZEI L
THRENDF = v 7 HFETH D
D ?

Q.5

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

(ORIEITZSERTIZIZQ6 & L it &
N-FHETHD, )

ZO@EY ThdH, WNOF=y 7 GEL LT, ROROVWEZZOTROBREDSHIBIVOK TR TTF =
v 7T HIOIL, ERGOHREZT D LT, PRSI HIETH S,

BINF =y 7 2 7O BOEE LWHIEZ, MEEBEPERIIBRT 5L ThD, ERGOMIL, BlkL
LTHAESND D TH D05, /Iy LIFEHIE L Tid, B LWEBBFET 25 BI04, FFESL
HHDTHD.

Ny

TO LD REHIT, ROLOBEFEND, :

— T LTEEBIR ARy F 2o DIHSRWEWIIREE 5 BONORIETIT, §4A DT 7oE ]
RERr—VEMBAL WD, ZLTHGRT 27— 0B, ZOM URE T, ZOHRBICHFETHZ &
WIFRE SN D,

— EREFE O BER, . TEFN—a v EEEIE. BB ELWFIETITONAD Z & 2R
RS20, 5 AR LT iz biX, AEICREET 52 L,

— MEERIROT = v 713, AEREICL - TITHIRETH D, T LTHRTHITHIZ, RLEANICE-

THHOhLX&ETH D,

— IR RBROFT =y 7L, EOEEN G YEWE 2 I T RN TR RIE R R,

A5
Yes. It is acceptable to check staged materials prior to and after processing as a method of checks for
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.

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
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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.

Q.6 Q.6 A.6
bRl L OMEER O AT v 1 — (BEY | FEHERS KL OMERRO 2 7 v 1 —1%, BRI Z2EEE RER S 2 7 DT 256, IREBZ#T 572012,
L) 1E RS K OREEM O T | FEB LI OUEEM DR TORBIINLETH D,
DRI TH D ?
Q.6 LN LND, ZOFERAT v I—F, BERL TUIWITRWWEE 5> >0 AT 252 &0, BRI
Are quarantine and release FHEFIREES AT LB T — F SR TWAEEIE, ERS e,
stickers required on all
containers of raw materials and TR A 2= AL SNIERE AT LT 556, AT L« XU CORRITIE, Ny s Ty
packaging materials? T VAT AMERARETH L RE TH D,
A.6
(RIITYERTIZIZQ9 L L TRt# & | Quarantine and release stickers are required on all containers of raw materials and packaging components
NIHFHHETH D, ) 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 system
failure.
(RIETSERNTIZAIE L TRMESNFHTH D, )
Q.7 Q.7 A7
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W OFEERF S C OB [EIR O &

FOIZOZ, By EE O

KINDHN?

Q.7

Is an answering machine

acceptable for recall activation

outside normal working hours?
(RIEIZSOERTICIEQIOE L CRt#k

SNTHFHTHD, )

Wrd sz, Fs CoRGIEITEB OO —H & LTHEA L Th Xv, ZoIREIZIE, 2027 b
THNCONWTOFER (EifFEHRE) 2525 & ThD, TOMM, MEERLOE=F U 7 DEK
Z, FIEEFICLHT T TH D,

A7
A telephone answering machine may be used as part of the provisions for off-hours product recall
activation. It should provide information on who to contact, their phone numbers, etc. Its use, functions
and monitoring requirements should be included in the written procedures.

(REXSERNZIZAIOL LTI SN FHETH D, )

Q.8

Q.8

A OREEEOBERELZ, 17 v
FNEGBICEDOREEZXENT L
EIIMNETH DN

Q.8

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

(RIEITSOERTICIZQIL E L Ttk
SINEFEETHD, )

A8
HELHIREIN & W o T2 B K o T, RO DI (i) ZEH ORisRIZ R > TE 728> T,
Hy MRS ZEICHEE LR CEMT D I LIEIEBNR LD TIIAR,

[EIZ K> TR TERBIZEALTE, vy PESEBICTORILLZCTELT D 2 LIFRBHIFHTH
Do LWVIDIX, TNNERMEDOMIEZAT O TZODERL RS> TVDENETH D,

b LHESL S V72X FNERS, o5 vy b ORI ERBEDOIRFEHIZESS D THIE, 7y FESITE OB
FEOFRLIIT, vy MIOWTOHRHEMEICERT 2 LERERE 525D THA 9,
A8

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
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destruction by lot numbers may provide necessary information pertaining to accountability per lot.
(REITSCERTIZIZ ALL & L TR SN2 FEHTH D, )

Q.9
()

Q.9

FX FNEEIC E kR 2 & 2 eddT
LN ONT O, NS 5
2?2 (FE#H)

Q.9
Is there a standard on what
should be stated in a recall

procedure? (Updated)

(AREII S E /T
SNT-FEHTHS,
I720)

I$QI12L L TRtk
B EEICAEE

A9

i EFGHA] (Food and Drug Regulations ) @ Section C.02.012 (1)(a)l. [EIEGOFRFIZES . DHEEE
FoRFESE, WIEESE, MAEEBIOHEHIEY EEIL, Wb, TG %éiﬁﬂ/%@wﬁﬁéUyF
HFERPOMIRIZEIN A FTRE L T2 K ) BB AT AEZMRFFT 52 L 2R LTND, ZDOEHIRT A
T A, Ml 2 Ok L ONEREIZHDETHO bRIXR LR,

Rt [ B0 Section C.01.051 OMSFAHEFE L T2 £ 5 78, CEALSNIZEUL S AT A0 YN AFAES
XX THY, GMP 5T A N7 A »“Good Manufacturing Practices Guidelines, 2009 Edition (GUI- 0001)”
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php)? Section C.02.012 [HLEE HE |
DR 1.1~1.11 HICE R EZ R RSN TV L ERAZGFETRETH D,

z ol B 3 5 B m F W X “Recall (POL-0016)”
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/info-prod/drugs-drogues/pol 0016 recall policy-po
litique B oL O X FE E 4 “Product Recall Procedures
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/recall-retrait/recall proc-marche retrait-eng.php) T

AFHRETH 5,

Policy

2

retrait_ltr-doc-eng.php) .

A9

Section C.02.012(1)(a) of the Food and Drug Regulations 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

GMP Questions and Answers / October, 2010

61/124 Trv e VU a—3a X W AENBRERE R



http://www.hc-sc.gc.ca/dhp-mps/compli-conform/info-prod/drugs-drogues/pol_0016_recall_policy-politique
http://www.hc-sc.gc.ca/dhp-mps/compli-conform/info-prod/drugs-drogues/pol_0016_recall_policy-politique
http://www.hc-sc.gc.ca/dhp-mps/compli-conform/recall-retrait/recall_proc-marche_retrait-eng.php

Drug Regulations and should include the requirements outlined in Interpretations 1.1 to 1.11 under
Section C.02.012 Manufacturing Control of the “Good Manufacturing Practices Guidelines, 2009 Edition
(GUI- 0001)” (http://www.hc-sc.ge.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php).
Additional information is available in the “Recall Policy (POL-0016)”
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/info-prod/drugs-drogues/pol 0016 recall policy-polit

ique retrait _ltr-doc-eng.php) and the document entitled “Product Recall Procedures”
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/recall-retrait/recall_proc-marche retrait-eng.php).

(RIEIILERNICIE A12 E L TREINTZFEHTHD, SIHL TV DESOEEZESNERIL /-T2
L. B LU Web Site @ Address 23T &=, )

Q.10
(E )

Q.10
Lo k5 Ak F O, A B AA L7
FHUZWF RO (EH)

Q.10 Under what circumstances
must one initiate a recall?
(Updated)

(AT T E RIS
ENT-FHETHDH, EREHEIC
IZ720)

1$Q.13 L L itk
[CEH

A.10

ROXLELZZRI T2,

“Recall Policy (POL-0016)”
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/info-prod/drugs-drogues/pol 0016 recall policy-polit
BILOSCEBE4A “Product Recall Procedures”
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/recall-retrait/recall_proc-marche retrait-eng.php).

ique retrait Itr-doc-eng.php).

A.10

Please refer to the “Recall Policy (POL-0016)”
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/info-prod/drugs-drogues/pol 0016 recall policy-polit
ique_retrait_ltr-doc-eng.php) and the document entitled “Product Recall Procedures”

(http://www .hc-sc.gc.ca/dhp-mps/compli-conform/recall-retrait/recall proc-marche retrait-eng.php).

(AIEITSOE BUERTOFHIT TREDEY TH D)

ZITAI3 L LCREHEH SNTZFHTH S,
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http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php
http://www.hc-sc.gc.ca/dhp-mps/compli-conform/info-prod/drugs-drogues/pol_0016_recall_policy-politique
http://www.hc-sc.gc.ca/dhp-mps/compli-conform/info-prod/drugs-drogues/pol_0016_recall_policy-politique
http://www.hc-sc.gc.ca/dhp-mps/compli-conform/info-prod/drugs-drogues/pol_0016_recall_policy-politique_retrait_ltr-doc-eng.php
http://www.hc-sc.gc.ca/dhp-mps/compli-conform/info-prod/drugs-drogues/pol_0016_recall_policy-politique_retrait_ltr-doc-eng.php

mﬁ%UDm1AH l—m&»g@%%g{ ;ta#g EEE@E ggggqé Class1 =

Q11 |Q11 All
LLRERaZ U Ea—% « VAT A | By OREEEOHRER KOEHROELVEINZONWTOF = v 7 IEEATWRWHEEEY 27 A
Em S L TWIIE, B¥EIE. BT | LT BxE /—Th D,
FIZELDMGDERT = v 7 28T | JFBEO@, 7y MESBIOHADMHIREZBERL THY | OLDORERSNIZEMRLMER EMESNT
D02 WHFDN—a— R« J—=F—2boN)F— SN ABEY AT JIX L TR, A A THD.
Q.11
May firms omit second person All
component weight check if scales | No, for an automated system that do not include checks on component quality control release status and
are connected to a computer proper identification of containers.
system? Yes, for a validated automated system with bar code reader that registers the raw materials identification,
(ATHIFSERTIZ1EQ.14 & L TR | lot number and expiry date and that is integrated with the recorded accurate weight data.
SNHEHTH D, ) (RIEISERNICIT A4 & LCRBENZFETH D, )
Q.12 | Q.12 A.12
(EH) | ZREREERICE L TR FFEEIC | FERMORBRIL, HAEEOBELRFETH L, Thwx. HDHEHT ﬂbfﬁ%%bf%@w®f%ﬂ

Lo THA OGN Z2 R4 5 &

I, TORBNEFLE IS L - TRIEE GRIE : WERFEAE DL OB SN T L HETH-Th,

observation
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SREIIAAET DD 2 (FH)

Q.12

For a contract fabricator, is it a
requirement to test the raw
materials offered by customers?
(Updated)

(RIEIXSERTICIZQ.15 & LTtk
ENT-HEATHD, BRIFHEICEE
1172 0)

GRIE : REGFEHOFERM) ITHAEZFICH L THRITESNDL Z IR DTHA D, 2L, YikaiflEs
D, BRI > TRIEFIT L > TENUDERDLN TV A IGAETE, FAIZER 12X L Cobservation| 33T &
NN THA 9, Section C.02.012 Manufacturing Control DR 3.2 THIX, BIRERID > b, FHAIZESE. &
WEF R EFRESDOITHRBREFICEAL T, ZORRE DM TORKFE (written agreements) & Y -
TW3, %L T, Section C.02.015 Quality Control DepartmentDfiZFR 6.10 I%. BMERFERH D720, 3
BRICAR HEH)E (written agreements) D> TnD, b LEDOREEZENFEI TLRWOTHIIZL.
GMPHIAINZHE - T, observation?N EAEZ AT DBMREICH L THEINDTHA D,

A.l2
Testing of raw materials (RM) is a responsibility of the fabricator. Therefore, an observation will be

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 wunder Section
C.02.012 Manufacturing Control covers the written agreements with regard to the fabrication, and

packaging/labelling among the parties involved, and Interpretation 6.10 under Section C.02.015 Quality

Control Department covers the written agreements with regard to the testing among the parties

involved. If no such agreement is in place, the observation will be made against the party responsible
according to the Good Manufacturing Practices.

(RIEIZSERNICIZA IS E LCREH SN FHEHTH D, BESIE. ERORT RO, inEn
72)

Q.13

Q.13
H LIRBIJeRs, ki 2308k L e
W& A RERAIER ICERM LT
HIX, ZRtEEFE N L 20K
B9 52 LI ETH D

Q.13

A.13

Section C.02.012_ Manufacturing Control Dfi##R 3.2 B, BIRHEM D 9 &, FHAIES L 0ILEH FREH T
DEHIE (written agreements) (ZBF Dtk %2 L T\ 5, & LT, Section C.02.015 Quality Control Department
OfEIR 6.10 THIE, BUREA DM D 5 HOREBREZ I L TORKE (written agreements) ZH Y > T 5,
H LZ OB BN Y TRV O THILL, Good Manufacturing Practices (27~ T, HL4 A3 25 B
F12% L Cobservation/3 72 S5 TH A 9,

GMP Questions and Answers / October, 2010 64/124 Tyw VY a—a X W AENRETER




If the customer asks a contract
fabricator not to test a finished
product, is it necessary for the
contract fabricator to test the
product?

(ATHIZ L ERNICIZQ.16 & L Ttk
SNEFEHTH D, )

A.13
Interpretation 3.2 under Section C.02.012 Manufacturing Control covers the written agreements with

regard to the fabrication, and packaging/labelling among the parties involved, and Interpretation 6.10

under Section C.02.015 Quality Control Department covers the written agreements with regard to the

testing among the parties involved. If no such agreement is in place, the observation will be made against

the party responsible according to the Good Manufacturing Practices.

(RIEIZSERNIZIZA L6 E L CREEH S NIZFHTH D, BEIIIE. ERRORT FRROES N, fHnsn
72)

Q.14

Q.14

ZRED AL F T ER T,
2—T 4 VT 4 VAT MO
RBLOI Y —=27 « RYF—
Va IlHEEEAT LN HDHW
X, WR7EREE DFEALD?

Z L CHE a0 TREB L OER
FEONRY F— a 22N T,
EDEIRBDTHDHN?

Q.14

Is a contract fabricator or
packager responsible for
qualification of utilities and
systems and cleaning validation
or is it the responsibility of the
distributor?

A.l4
SREHAIZEE X, HEBLI OV AT LAOERMERR L 7 ) —=0 7 - N TF—va VI L TEEEZ AT
Do EWVOHDIX, ENHLOERIT, HAITHESNLDL DO TIERNWNLTH D,

Tutx e RNYF—2 g ERBIEONYF— 9 I LTI, Food and Drug Reqgulations ¢ Section
C.02.003 It~ T, FDEMIT, WEERICH D, ZREOPFAIZES . CIEEE . b WVITRBES T,
7w RAHLWVIERBRGEON) T = a VOBENOEEEAET D, 2L, Zitoflkgs, nitg
F. ABEEEDHDVITRBREEN, NV T = a UEEEITDRWE OBBREICLDABENGFETD
GaiIbrnin 5.

A.l4
The contract fabricator is responsible for the qualification of utilities and systems and cleaning validation
as those requirements are not product specific.

For process validation and test method validation, the main responsibility rests with the distributor,
according to Section C.02.003 of the Food and Drug Regulations. The contract fabricator, packager or
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And what about the validation of
the manufacturing/packaging
process and test methods?

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.

(AREIFSEANIZIZ Q.17 & LCRE# | (RIIXLERNZIZANTE L TR SNEFEHTH D, EEHMIL. ERRORFTTIRROE 52, InEih
SNTEFEEHTHD, ) 72)
Q.15 | Q.15 A.15
(EF) | JFEHE, Bib > CEDN ORI E | St SR I > TURE RM) 2FELTBL Z LIRS ND,
LTI ZENRHEDLN?
(E#H) L2rL7en b, ¥R, Ykt | RMZFE LIRE L TV D EROIRN, EORMD SE %2 s+
RNZ EEFEHAIREE T HRE THY , RMOFFMES £7-FBE LT iE7e 5720, Section C.02.026
Q.15 SamplesDfiFfR 2 DX, ZOEBEIZXH L THA X L A2 B2 56D THD. TR E L EHEL, £

How long in advance can the raw
materials be weighed? (Updated)

(RIEIZYOERNICIZQI8 & L Ttk
SNFE-FHETHD, )

DEL=H YT GBRYE) EHERLOLTHEIC, T RFET X ThD, ZOY
AT LB PISRAS, BIERIC, ENAEPEOICHEATE SO LTH I L ETELTSIbIC,
7 AEHT R E TS,

v A

A.15
It is acceptable to weigh the raw material (RM) in advance of 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 Samples may provide guidance to this

effect. Pre-weighed material should be appropriately labelled to ensure traceability. A system should be

in place to ensure that the material is still suitable for use on the date of manufacturing.

(RIEIISERNTIZALE L CRtHl SN -FHTH D, BHEEDIL. ERRORT RO DN, fHinEhn
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Q.16

Q.16
H L RAI STV L aEEEE FRoR

H73, "GUIDE-0067 ([EIAMEAAR
W2 DRI DAL RS
DEBDOHES

) > (http://www.hc-sc.gc.ca/dhp-mps
[compli-conform/gmp-bpf/docs/qui 67
-eng.php) M Section 1.0 (ZHLE L5
X AT FEANTHRETHZ &%
B LW EERNNZ | AME T caldk
1”?%73:??5 LB, :OD%!I&E
Zo, YRR - ROREH OR]
)X%L%ﬁ%ﬁﬁﬁéﬂ?

Q.16

A.16

ARYU A2 MZBEMULRS TEW, ZoEEGT, YE0EE R EEPRTEZ LRV O T, 2Ok
6:3( Food and Drug Regulations @ Division 1AD#GMAEZITEZEY L2, Fhwz, 20 (EHhD) T,

e S FOREHOEKGRY A MTBINT 2 BT, LMrLARRL, TR Tho Th, Yikplls
%%/%r%%i GUIDE-0067 D Section 4.0iZHffi SN TWAHETOHOERFIH, T70bb, O ik
DOCGMPESFORELEZSGS Z &, BIOHIED X A A - 7 L— AWNIZHealth CanadalZ 1E LWME#R AR T2
EVOEREETHIZT I EAMETH D,

A.16

No. Since this drug would not be sold by the packager/labeller, this establishment would not be
considered as an importer under Division 1A of the Food and Drug Regulations 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 GUI-0067 that is: obtaining evidence of
GMP compliance of the foreign site and supplying the proper information to Health Canada within the
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If a licensed packager/labeller is prescribed time frame.
packaging a drug for a foreign
establishment which is not intended to
be sold in Canada as described under
Section 1.0 of ""Conditions for
Provision of Packaging/Labelling
Services for Drugs under Foreign
Ownership (GUI-0067)"

(http://www.hc-sc.qgc.ca/dhp-mps/com

pli-conform/gmp-bpf/docs/qui_67-eng.
php), should this foreign site be listed
on the licence of the

packager/labeller?

(RIEIZERNCIZQ22 & L TRtk
SNT-FHETHD, )

(REIT W ERNCIZA22E L CRBIN-HHETH S, )

(HIER)

02 V7 W7 P MNEEIHIZ I NT 7 Wz et il fi FLlBla=Yiray > = 55 N Jrl:']% Ll L o3> LANHISEZ 2 Nk

Ao T PV Ad VoSN AT TSN AT ~ T 3771 7 = = o~ 7 — 77 7T O ™
ol =Y AN = N LN At N ) L rCMPHHANIN M Z 500+ Z 3 75 N7 W e P e e NN S o T oW NI
ZI~N 7 LIEESRY j— o~ o~ J N o O T IVLI I VLT PALE AV N e AJ o7 a7 0 T LESARY N

A3
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LYERCEE

Quality Control Department - C.02.013, C.02.014 & C.02.015

Q.1 Q.1 Al
Linld, TORMBERNRNEE | kR, RYEA OBRIT, o & F CRICED Fbnd, ; NiElx, L— YIRS AT
2o Th, WMEEMIZHATTEL20? | AEGEZE®RTLHOTH D,
Q.1
If a product fails its particulate | A.1
matter specifications, can it be | No. The particulate matter requirement is treated in the same way as any other specification: failure
released for sale? would constitute non-compliance with the labelled standard.
Q.2 A2

Q.2 Are the United States
Pharmacopoeia (USP) general
notices enforceable?

SR EFFOBEHTH D,  USP O@EHIE, ZNOO—RNEHDO AT — KA MR, ZORONKE% @
LT O BB LB TR IR LT 2 NNV L 92, USP OF DR MsE, &8k, BLO
MOBEEfMRL, Z L CEHT27OOERNRTA RTA L EZEBRNOETEZD DO THS, AN
T DUNDEET DA, SRFEHITIRBROEICB T 2 0#n, Bhahs,

Z OREEIE, General Information (—f%1EH) OFEOFHa CHEIZHM S LTV D, £ 2Tl TUSP IS H
(ZXT D AR ERIE, o/ OBEAl, FEBLXOAHEBIEIO RIS TWS | sl Tnd, —fi%
AEREDOEIX, 1000 KV D72 0E S 2 SN2 OBENITEST 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
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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 individual
monographs, and the General Tests and Assays chapters of this Pharmacopeia." The General Tests and
Assays chapters are those numbered lower than 1000.

Q.3 Q.3 A3
bLlbory PACKEHEFSE (USP) | bLbosay hd, ZOES LIEHWEKICEERLRVNOTHIUE, Z0r Y FEHIFT & TiERy, X
HICAET 200, T OREONEHL | VL L ONEIEM 2 S REE S L CliESE, oMo L L2WESIE, 20wy ME, ek
BICARE L e ol /2 BIE Z A A | ITEET DRV ICBNTIE, &L, 2O LDOENMITOHEZ LIERICBONTHFAZLTHRNTHA
TEHMm? 76
Q.3
If a lot meets United States A3
Pharmacopoeia (USP) If a lot does not meet its declared release specifications, then the lot should not be released. Where more
specifications but fails the firm’s | stringent internal specifications act as an alert limit and not as the basis for release, then the lot may be
internal specifications, can it be released after investigation and justification provided it meets its release specifications.
released?

Q.4 Q.4 A4

B (Fx VT 4—) OO, A
BBIBR G OB A& 45 2 & 13
FFEENDM?

Q.4

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

Hmc& 22y, R TOBRMIBICE T 2 HAORAOLEETRDOONDE LD THLM, OETUER
HIREE AW EIE, ZOEAAPELTNDLEEND, HOWVIFALTNDERRINTNDOIEENE, [F—
PR JREE, SE. BIOWE ORI OWTOMRIET RV, Tz, AR oA, REESR
T D &R S L, ZOENE I ~OEAO T OFLEITME S b,

A4
No. While it is recognized the dire need for drugs in distressed parts of the world, once the expiration
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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.

Q.5

Q.5
KI5 KEF R (USP) O
EDORfENE (MU) ZFRIZDOWTHL
Bz,

Q.5

Explain the United States
Pharmacopoeia (USP)
measurement uncertainty (MU)
requirement for balances.

A5

USP @ General Chapter <41> Weights and Balance (47 X OVKFE) 13, BESHBRO =D DO EMICH &%
B2 2B EEBEZIBTWDHR, 22T, HAIRDY D 0.1% KD MU ZFffOX& 2 & BIOFFATE
HHD L LT50mg+50 pg OHEHlEZHZTND, KIFO MU Ok Z I~ 72 0121%, RIFOF 24P
WIZd 5% 3 % NIST (National Institute of Standards & Technology) (Z b L—H4 7L LT\ %) 72
A 10 E 528 Thd, 2O/LNTEEEOEEREZFE L, € OEEREZFE L7250
ECBRL72MED 3523, 0.001 LLF THHRETH D,

DO KFE 7 T A%k, I L OF & E KB L Co L Va7 EH#IZ. USP @ General Chapter<41> %%
REhzuy,

A5

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 S0 mg+ 50 g
as acceptable. To qualify MU of a balance, an appropriate National Institute of Standards & Technology
(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.
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Q.6 Q.6 A.6
RNEEDOE WA=V a e fARSE | TAEREEE] I —BSED L0 MBEOMRRIT, £OSIEDUGTIE R B/ Nx—2 a i, GRIE: &
D2 ENEBFITHRBHI LWL | EHEEZ) BETFLTHDINERRDLLENI D TH D,
—Va rEFEMALRTERL RN
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
updated version always be used?

Q.7 Q.7 A7
CUREEREGOMERIZOWTORLEY | ARYFEIE. AEFNEMOITICAEOFERESS (RS) OMMAZHERE L T 28, b L GRIE : ZREEHE
JRDILZIE E DER7R D7) ? An?) A w b OBEIEDME RN SR O N ERRES & DI K-> THE S 4L, 2 o%w v FASCE(L
T LT RIS OERARIMFITED | Shiz7 v b a— Ui > TEMRICERRMED RN STV DD THIUE, Ik RS O HIE, &R
FRIRH D2 ho, o7 a ba—ud, —REEROZ AN, RE. B, BIOEM, USRS T

32 R PR ;Olﬂfﬁﬁﬁfé CENTRETHD,
Q.7
What is the Inspectorate’s | A.7
position on the use of secondary | While the Inspectorate recommends the use of the official standards for the analysis of compendia
reference standards (RS) and | articles, the use of a secondary RS is acceptable if each lot’s suitability is determined prior to use by
what are the conditions for the | comparison against the current official reference standard and each lot is requalified periodically in
use of secondary reference | accordance with a written protocol. The protocol should clearly address the receipt, storage, handling and
standards? use of primary reference standards, the purification of secondary standards, and their qualification against
official reference standards.
Q.8 Q.8 A8
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& DD ZRIEHE DI ME & TR
THEDIT, EZEOTRBEHL
TWARFEELEZFIHT L2 LT
ATRED 2

Q.8

Is it acceptable to use a third
party lab’s available
pharmacopeial reference
standard to qualify an
establishment’s secondary
standard?

ZHUE, B E B, 127 L, ZRERER 7 AR EL (Establishment License ; ##i& 5% i (2B A585E) ZFF D,
TREEMEDOE SIS T AN AT 5 Z &, BREHIC Lo TEEINTWVWDHIZEBMETHD

(T7eb b, ARZREEMERLCHE E 2 MY, £ ORBRIES Olisx THIAREZR Z &, AL T\ HEN
NYF—=RINTNDHZ &, REEZERICE > TEEAT2), Kliski] COFEEROBENT, BEHINTZS
HFFTIToRETH D,

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 (i.e., 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.

Q.9

Q.9

KRBT — X OFERDO BT, ~<—

UHEELTWS S — T T
(bound notebooks) (Z#i>~> T/L—

R Ty = el T5ZE&

IZOWNWT, BEBONSIL, Lok

2D

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

KRBT — X OFEEROHEIE I N D FiEF, =Y BEE LTS/ —~7 v 7 (bound book) THDH, Lol
=R« Ty 7 e = FOMHIE, ENRTAT LAICERINTWD ), TR TORET —F HEHE
POEMET, ELL RSN EEIN (FRloiESH) . @IEICRE S, £ L TESICHMEAETSH
LT ENEFIEERDLDITEHENTWARLITABIND, TOVAT AL, V—7 -« — FOFHEMT
AL E G 2 RIE e 670,

UL« “captured”DERD B B RN, RO HANSHTZIREREZL Z 2T b0 L Bbnd,

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.
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Q.10

Q.10
3ODERKTLHHr Y MIHONWT T H
TR RYF =g mBTDHI LR,
ERIZBWT IR I L TWY
HIETHD,

FRALEE (reworking) NMEE 7o 72
e, BEYR/IEORIIANY F—
g ELEa—9T500n? (7
PH, 3EOERFRP LT AT T
W ITF RN T 2R o0 ?)

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)?

A.10

N T FALE (reworking) §°25 2 &L, WO THARFH LT RETHDLH, TN THLINHLIE, FHEL
IZOWTONY T —3 3 IR Z V5200 T, IENICEHIT2 b0 & IEE 26TV, &
LERIE, QCIT L » THAGBREINHE S = FIEE L, C.02.014 Quality Control Department D iR D 6 THIZ 7k
ROENTWDREITHE > THTONDEZRETH D, ZOTFIEIL, KK OMENE D < 2o TN T
EHERT DD, FREOEETOBMOHEIE & RBRE2AETRETH D,

PR (reworking) OD#REZE & FALEE S L7 B4HIE, FUHFE~D A 37 b 3B LOVEWFRIE EME~D
ARt DA 37 ML TH, RORlELZ T & 2 Lid, IERERFEHTH D, HIRAID DWW
RAEEAHBO A OB X 2 AFEE, HDHWVIIEER 7o v A& BINT 5 2 &%, EMFENEDED T
WHIZENMETHA D, FIZ, FELE LR CEERFENMELDR T RN L 2ELTH720
I, FE LAY FIZONT, RFFRZEMEREO I EZ ZE LR TIULR 5720,

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 Quality Control (QC) and with the conditions described in
Interpretation 6 of Section C.02.014 Quality Control Department. 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
processes may require comparative bio-availability studies. Furthermore concomitant stability studies
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must be undertaken on reworked batches to ensure that critical characteristics are not compromised with
time due to the rework.

Q.11

Q.11

FIEEDOEBDTZDIT, FLX—VIE
4T DT EIXENEREE? F
X A DRXR—=V DREBLTH &
TERRBEND LD THDHN?

Q.11

Is it mandatory for the approval
of a procedure to sign each page
or is it acceptable to only sign the
first page?

A.11
AKBEDOT-OICFIEEOEKHIZEATH I Lid. BHEMNFEHETIIZRVY, o, JREDOR—VIZBLTHI LD
HTHRRBRENDTHA D,

All
It is not mandatory for the approvers to sign each page of the procedure. It would also be acceptable to
only sign the last page.
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‘DIEBE B DORER

Packaging Material Testing - C.02.016 & C.02.017

Q.1 Q.1 Al
= A fe H D 2-mercaptobenzothiazole | MBT (%, N7 A /VHO T Lk, H WL Y PO OBIEIZ LIXUIZHEHT 25D TH S, MBT
(MBT)IZB L T, W RO IT | OEFEIFENEI SOV TORMEIZ & - T, EH A L BB HET 2 B OB O fUE TOZ O HIT,
ROLDMN? FFRIT S 2 LTk AR,
Q.1 Al
What is the Inspectorate’s MBT is sometimes used in the manufacture of rubber stoppers used as closures for vials or as
position on components of syringes. Due to the concerns about the potential toxicity of MBT, its use in the
2-mercaptobenzothiazole (MBT) | manufacture of packaging materials that are in direct contact with injectable drugs is not permitted.
in rubber closures?

Q.2 Q.2 A2

TEEME B ZIXTTATF Y7 R
RV DERTR) DS IR HI 72 R
RRE B O DLNERNH D2 ZOD
e DRAY T T S Wk Sl =
v MZOWTITORITHIEW T 220
e NEER OAEEIL. AN
ARV 20 EBEXL &
TIHSR RN ?

Q.2

Is it necessary to include a
chemical identification test in a

b LR 2 1 777 COA (RERAATE) ICRBShTOT, 2o, bo 1y bEMET 3 72IcHT 5
AL =T 27 - Y == DR ALETRT D010, R ROWERH I L > T EORBA RS
TVBROIE, COFHRERR (R OBR) 2@ 0ET 2L ZBETEARY, UL, Asko%
By M, ZOR—PEEHEDD 5D HIRRBE T <X Th 5.

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 Infra-Red). But
each lot of packaging materials should be visually examined to confirm the identity.
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specification for a packaging
component (such as a plastic
bottle)? Must this chemical
identification (ID) be conducted
for each lot received? Would
vendor certification be considered
an acceptable substitution for
testing upon receipt?

Q.3

Q.3
I AR o St o (77
T4 UTHED) LT, TEHOESR
HAZMEHT 2 Z &1k 2
Q.3

Can industrial grade nitrogen be
used as a blanketing agent during
the manufacture of a drug
product?

A3
BT X720, AL LCHIT 5001725 5 2 b, KR H OB AT X Th 5.

A3
No. Any gas used as a blanketing agent should be of compendial standard.
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A B DRER ()

Finished Product Testing - C.02.018 & C.02.019 (Updated)

Q.1 Q.1 Al
HEMERER (MER LOERE) 13, | 177 8ETRy, 2 oRFOFEREEOBEY) 72 L — V2 IRET D702, —ERZTHDH0T7I2o0
KIEFF S (USP) OEERFRERICEE | TN T D52 ERMERBDTHD, b LAGN, RFEICODIE> TERINRNDO ThIUI, MAEY L
TLHRA DK Ty MIx LT TR | FHORFHNIK L TREWEE e 20T, B eRZ A2 L TH LU,
ESAN Y AN AR
Q.1 Al
Do bacteriostasis and fungistasis | No. This needs to be established only once for a specific formulation to determine the suitable level of
testing have to be performed for | inoculate for that product. If the formulation has not changed for a number of years, periodic verification
each lot of product in reference to | can be done as microorganisms become resistant to preservatives in a formulation.
the United States Pharmacopoeia
(USP) sterility test?

Q.2 Q.2 A2

BERFBLEIT. RIFAIOA SRR O

T \T ., BRBESYHER O 6 P A HEDE L
TWDHDN?
Q.2

Does the Inspectorate encourage
the use of environmental isolates
for preservative effectiveness
testing?

BUE SN TV L EFHRERMOBFRE M TRETHEOMERIL, ARSI bOTH LM, RESBER
DAHDFER L, FR IR,

A2
While the use of environmental isolates in addition to the specified compendia cultures is acceptable, the
use of environmental isolates alone is not acceptable.
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Q.3

Q.3

A3

E#H) | SEBLIOIFFENORIEEEIC | LM ERIL. “Annex 17 of the Current Edition of the Good Manufacturing Practices Guidelines -
LT, ZaktR "% Y v 7 « | Guidance on Parametric Release (GUI-0046)”
VU —RZE L TELZY/OHFT | (http://www.he-sc.ge.ca/dhp-mps/compli-conform/int/part/gui_0046_tc-tm-eng.php)7> H AF723 AIEET
2 P A 2 HD, TOERIT, TOEEER CRAEEELZ LA LTORBESNTNDHDOTHY, ZOHA
(EH0) B RN > TR SN DL EFORE L AR Z B b DI L THEHM SN2 D THLH Z LIZEESN
720,
Q.3
What are the Inspectorate’s A3
expectations for process Further information is available in the document entitled “Annex 17 of the Current Edition of the Good
parametric release for foreign Manufacturing Practices Guidelines - Guidance on Parametric Release (GUI-0046)”
and Canadian manufacturers? (http://www .hc-sc.gc.ca/dhp-mps/compli-conform/int/part/gui_0046_tc-tm-eng.php). Please note that
(Updated) requests will be considered only for terminally sterilized drugs in their immediate containers and
GRIE : HRICEA L TOZEHILRW) | following submission and approval of evidence acceptable according to this guidance.
(GRIE : [BRKCIX, X ToFH2Y “Guidance on Parametric Release” & 72— TV 223, ik Tl Annex
172X LD LN LI 2UETTHD)
Q4 Q4 A4
BEREIL, RBRELE O ERIC | AEEIL. TRORZ v TN, HOEPToTWDLEBEZITOI ZLOBEEMEEZA L TV OI0EMRT 2725

DOWTHEE LY, B L=+
XN

Q4
Should an inspector observe and
question a technician’s analytical

D, THIEHEE LT, JROOIHYENIT-oTNDHZ EOBIRE | EUE/ElL (standard operating
procedures ; SOP)., RABRITVE, D WITHH L TV DB LT, TOEBOSHESLEZEMT 5
ZENEEND,

Flo, EEFIILERULE, 73006087 —4 %2, #X, BE, GUE : KEFEENAGENTNDH I L)
SEARE, FEEOESFOWTHRNL THA I, THLOFEHE L, B, C.02.015 ONEEFERM I BEE 4
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work?

(ZOMHEIT, SEFNT, Q5& L TR
SNTZHTH D)

LD Th2nH, —MIZRERIT, IR 6 DEICERI SN TERY , TREEHRIL, 63 HIZESE, ZONEE
EBIZOWTEL LTI RSR0,

A4

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 standard operating procedures (SOP), 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
requirements under Section C.02.015 Quality Control Department. The general requirements are outlined
in Interpretation 6. Laboratory supervisors must sign off subordinates work as per Interpretation 6.3.

(ZomEX, WERNT. ASELTRENZETHD)

Q.5

Q.5
NI TETH D DO-25 X, HE X

NTWD LT, HHWITRIEES
DEHEL LT, R HDFEFN
RAENHH D002

Q.5

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

A5
Rt [ BIRID Sections C.01.015 1%, SEAIOFREERFRICBI L TOEREZHE L TV 5D, 6 ORI,

ZTOEERHBIALZ L2 AR ET2EAORTOREANL, AEIEIC L > THER L7ZF, 60 53 FH LN Ak
THILZERLTWD,

ZORANE, BIEa—T 14 TEEORRER T ERBRICOWVWTHED TV S, Subsection (2)iF, RDOBERS
PEZ DTN D, IROIAIZEE ST 5 FEHIE, DO-25 12OV T D Subsection (1) DHLEIL, HFEE SRV, ;
(e)H (HRICHMHFEETH D Z LA, A SN HIEIC L - TREW S 7z 3EAl)
OF BIAE, RHEPEDEER])
C.01.011 BEL C.O1.012 &M E iz,

GMP Questions and Answers / October, 2010

83/ 124 Trv e VU a—3a X W AENBRERE R




(ZOIHIZ, QERNE, Q6L L TR
SNT-HTHD)

BT, bLEOFENRELIATF = REINTWAER BT, ED O TWARHHEE OS5 3FH 3

D12 DITEVED AR F T2 1R R IO L TR ZAH L2y, DO-25 13X, #FrEkicxh LTk, — iz eE A
INpNWEFEL TV 5,
A5

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.

(ZomEx, WERNT. AL LTRENZETHD)

Q.6

Q.6
R K 2 REBRIT. 5 &

B CAT o T Th | A BAI T v
BRI BRI 2

Q.6

A.6

HEEE 1T, B PICAAHET 2B, TORE S EEEDPHER SN ERO NI TH D L O
EAER > TNDTEAH D, ZOHE. ZORMMITH LT, AL EOBEAE MR, BB TER S
MR, TN STV AR THRE STV LIREE, WA ORFERMORENLRI S D Z L
2725 THAHH L, WADOHIIZEBNT, £OL I ICHMEITRT RE TH D, BERMA, 72 L
BRTORMHTHD & 2 EDOFENZ, HFEEHIC, fEfle L TRET~ETHD (FIAE, Ik /%ﬁmﬁ
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Do tests for impurities have to be
repeated for finished products if
they have been done on the raw
materials?

(ZoIHEIE, ERNE, Q7& L TR
SNTHETH D)

EMEOFEZBL T —EDL—YLIHDH I LERmT D, ZORMMAEBEIZHRM LT 7L (AR
A7 ~HTN) DI NI T T EEBTORREWN-T=Z L2k b)), JFI L BANCK L CEAEND S
AR B 25613, FoZRIE, WURMEE FRUE  HEEHID) B LRI > THERE T &
ThHhDH BlZIE,ZF A MOEEOERELEZFHATD 2 Lk >0,

A OEFRIZBIT 2 FICFE LUVMERIZ, ICH DU =7 k (http://www.ich.org) DLLF DO EEZ S
SV AN
FrIEP oY - ICH Topic Q3A (R) ;

(http://www .hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/q3a(r)-eng.php)
FrIE o R~is - ICH Topic Q3B (R) ;

(http://www .hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/q3b(r)-eng.php).

A.6

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).

For further information regarding the control of impurities, please consult Impurities in New Drug
Substances - ICH Q3A (R)

GMP Questions and Answers / October, 2010 85/124 Tyw VY a—a X W AENRETER




(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/q3a(r)-eng.php) and

Impurities in New Drug Products - ICH Q3B (R)

(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/q3b(r)-eng.php).
(ZO@E, WERNE, A7E L TURSNIZEHTH D)

Q.7 Q.7 A7
[T DA RS9~ 2 eV RABR ISR & | [ETRRAN 3 2 5B IRE 13, B, ERE. MIEER L O & . iz oFIRNZ LS < o i EwER (51
I, EOLSIREDTHDN? A R I ORERS, BGBMLETOGEY —~ERRR L) NaEmshd,
BRI OWTIE, B/NROBBRERIT, L E2—%27F 585 (Directorates) THGR S LT/ 57200,
Q.7
What are the minimum testing A7
requirements for solid dosage The testing requirements for solid dosage form products include description, identification, purity, and
drugs? potency and other applicable quality tests depending on the dosage form (e.g.,
dissolution/disintegration/drug release, uniformity of dosage units, etc.).
(ZOHEIL, SERTE. Q.84 L TR | For new drugs, the minimum testing requirements have to be approved by the review Directorates.
SNTHTH D) (ZOHIX, WERNE, A8L L TRINIZEHTH D)
Q.8 Q.8 A8
(EH) | AT FITBNT, KREEF S (USP) | FFAR SN DL, Rl /EFE 0 #AID Schedule B IZH~ 5TV 5, ;
LIS D FHAET | AN IRALEAT I 23 & « BRINZESG T (European Pharmacopoeia (Ph.Eur.) )
NTWDHEDITRINZN D D2 o« 77 A¥S  (Pharmacopée francaise (Ph.F.) )

(E#0)

Q.8
What are the standards other
than the United States

« [EBEEKS5 ) (Pharmacopoeia Internationalis (Ph.I) )
« WEHFF  (The British Pharmacopoeia (B.P.) )

o W XEHLE  (The Canadian Formulary (C.F.) )
o [EREFHKME  (The National Formulary (N.F.) )

o EHESa—FT v 7 R B OFHI & EEE
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Pharmacopoeia (USP) that have
official status in Canada? (Updated)

(ZoHIE, dERNEL, Q9L L TR
SNEHTH D, BERAEIZONT
DEF T2

(The Pharmaceutical Codex: Principles and Practices of Pharmaceuticals)
« K[E¥E)JF 7  (The United States Pharmacopoeia (U.S.P.) )
PRI EDEEHES £o, —EDORETTHAESNLTVD,

A8
The acceptable standards are described in Schedule B of the Food and Drugs Act;
* European Pharmacopoeia (Ph.Eur.)
» Pharmacopée francaise (Ph.F.)
* Pharmacopoeia Internationalis (Ph.I.)
* The British Pharmacopoeia (B.P.)
* The Canadian Formulary (C.F.)
* The National Formulary (N.F.)
» The Pharmaceutical Codex: Principles and Practices of Pharmaceuticals
* The United States Pharmacopoeia (U.S.P.)
Trade standards are also acceptable under certain conditions.

(ZOHEE, YWERNE, AL L TURSNIEEHTH D, WERDOGLHARITILLTO®@Y ThH 5,)

Q.9

Q.9
NERBIEIFINY T — b _&EN?

A9
NEFITWHE STV D FEIR, FER Ot d 2 2 TORS ZfldiET 5 2 LITHBRRWD T, & 5 FH
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Q.9
Should compendial test methods
be validated?

(ZoHlE, WERNE, Q10& LT
IRENTZHTH D)

DAEZEIZEA DLF I LT, NEEDOFEZEHATR D D20OFEH % LT ude bewn, AEEDOFHIE
IZHEEZBZLIZY, HD5WIEZEDOFEOWREICEEEZ RIZLIZVTH5LORFELRNZ L2, JEL
RFNER D, Fle, BREIIAST OB TR T S Z ER TSNS RN, AEEDFIEIZ
IVEHTEDZ LB LRITIER B0,

o

1

ST TIEDONY) T =2 a OERINL, TOHENENT 5B L THER D THD Z & 2Rt
H2LTHD,

SHEDNY T =2 a ATONWTOTA Z A, UTOFERE SRS,

Text on Validation of Analytical Procedures - ICH Q2A
(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/q2a-eng.php)

Validation of Analytical Procedures - ICH Q2B
(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/q2b-eng.php).

A9

Since compendial methods cannot encompass all possible formulations of a drug product, the
applicability of a compendial 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 compendial 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
compendial 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 Text on Validation of Analytical
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Procedures - ICH Q2A
(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/q2a-eng.php) and
Validation of Analytical Procedures - ICH Q2B
(http://www.hc-sc.gc.ca/dhp-mps/prodpharma/applic-demande/guide-1d/ich/qual/q2b-eng.php).

(Z oL, HERNT. A10E L TRESNTHTH D)

Q.10 |Q.10 A.10
HRHDOERITHERLNTNDIRT | ETRETHD. FRIIERLNTNDHETORBREITORITR LR,
DR 2 E i L 22 X 672
U2 A.10
Q.10 Yes, all tests stated in the monograph must be performed.

Must all identification tests
stated in a compendial (ZOHEIF, KERANE, AllE L TOURENTZHETH D)
monograph be performed?
(ZOXX, dUERTE, Q11L& LT
REINTHTHD)
Q.11 |Q.11 All

b LEEER OFEO - EED T TR
7T HDOTHIIE, BRI Wi
B2 RSN DD 2

Q.11

Are solid dosage drugs exempted
from dissolution testing if sold

bR E e, BERANL, MHEHEOT=4 Y U 7ICBT 5 B ERBRE S RETH D,

All
No, solid dosage drugs should include a routine test for monitoring release characteristics (e.g.,
dissolution).
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under a manufacturer’s
standard?

(ZoHlE, WERNE, Q12 LT

(ZOHIE, WEANEL, A12L LTRENTEZHTH D)

RENTZHTH D)

Q.12 | Q.12 A.l12
KEFFT (USP) & LTERRESNT | USPDOHIET, MBALRS THRW, BELMNT 52 LMk D, L, IGEEH (distributor) (3,
W2 BEIE, USP OFRRBRFIEIC K - | USP A & &Ko L7cEIKAIE, USP O AIEIC K 0 aBR L7235G12, USP BRI AT 5 2 L AFE L7217
THB LRI TEWTRWES S | fuTIRbRn, b L, TOEELZENT 20 THNX, TREFSITNY T — LT, HEMERELS D
ARl FERDBFIHATRE E L CTERIZZR B2V,
Q.12
Do products labelled as United A.l12
States Pharmacopoeia (USP) have | No. An alternate method can be used, but the distributor must demonstrate that USP drugs comply with
to be tested as per the USP test 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.

(ZOHEIF, BERNE, Q14& LT | (ZoXIE, ERNX. A13E L TRESNTZHTH D)

RENTZHTH D)

Q.13 | Q.13 A.13

Nolry FB IO RO &#
M3 2% HRBREE O IEMAE IS,
E DN

Q.13

GMP i HI Practices 2009 Edition (GUI-0001)”
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php) 1%, W 1EZMET
s ORIEZ1T ) 2 & Bk LTV 5, FrEDRFRIFRNA 52 b TWRWA| ERIIEFH T THrom
BED & DR Z T T 2 DICHERBE T, O OREOEERIEFIAE (standard operating

procedures ; SOP) (ZFl#i SIV/ZHHE TRIETRETH D, BEIEX, ZOHA X AL LT, Hikikio

“Good  Manufacturing Guidelines,
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What should be the calibration
frequency for a dissolution
apparatus used with both baskets
& paddles?

(ZoHIE, WERNE, Q15 LT
IRENTZHETH D)

BEEE DO~ =2 TNV ESRTH LR THA D,

JBIET =2 HWNINY T =2 - FT—=2bEl, Iy VT b—va VHEREYTHD Z L2 BMNTD
eI 2 Z EnHEKD,

AVTFYABBNEBRE VST £ 5 72, BIROMIFEL (L S5 00 b AR IS0 FES -
EHEICIE, BEICE U TRERT ) ~& Th 5.

A.13

The “Good Manufacturing Practices Guidelines, 2009 Edition (GUI-0001)”
(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php) 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

standard operating procedures (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.
(ZOHIE, LERNL, ALS E L TURSNIZEHTHD,)

Q.14

Q.14
KEF RS (USP) <621>I12 Kb A

T AEAEEIT O LA, oY
TNV DEANE T HEIC, BT O

Al4
Lp<Th&w

Al4
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DIRLEAZ LTI T 20
me

Q.14

In performing system suitability
as per United States
Pharmacopoeia (USP) <621>, do
all replicate injections have to be
completed before any analyte
sample injections are made?

(ZoHIX, dEFE, Ql6& LT

No.

(ZOHEIE, WEANL, Al6 &L L TRINTZEHTHD,)

RENTZHTH D)
Q.15 | Q.15 A.15
T K k%> (limulus amebocyte | RS 4172wy, 72720, EOHERANY F— hSfL, BRENSFEBFFEFIZBWT, 20 L9 2dlliRo Ei
lysate - LAL) B2 THHEHIZR pHHl | IZOWTORHEE LTV, EOREBMETH D,
EIFER SN D2
Q.15 A.15
Is routine product pH testing | No, provided that the method is validated and the firm has not committed to such testing in a new drug
required for endotoxin (limulus | submission.
amebocyte lysate - LAL) testing?
(ZoXi%, BERNX, Q17& LT (ZomEIL, WERE, A17 L L TRENFZETH D,)
RENTZHTHD,)
Q.16 |Q.16 A.16

HPLC # 7 A2V A 7V LT2IRA

HRSND, 2L 7=y a Vi ET) 2 &,
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DR b RSN
Q.16
Is the use of recycled solvents for
high performance liquid
chromatography (HPLC)
columns acceptable?

(ZOHIT, dERE, Q18& LT
RENTZHTH D)

. AR SNDLMN?

A.16
Yes, provided that appropriate validation studies have been performed.

(Z ML, SERNE., AI8E LT REN-HETHSH,)

Q.17

Q.17
H L MRA ETHESNZ8AI D H
Z) 1o0m v b33, 200);‘%]0) =LY
IpElsnzn i, FEMITHOV

T%m%%‘wﬂ D ?aﬁ%%%%ﬂfz iz
AFT 22 ENMAERICERI
D ?
Q.17
If one lot of a product made in a
Mutual Recognition Agreement
(MRA) country is split into two
separate shipments, is it
mandatory for the importer to
obtain separate manufacturer’s
batch certificate for each
shipment?

(ZOHT, dERE, Q20& LT

A.17
FRINR, LNLERL, BAEEFTSEMITHONT,
FHENEE L TCWEZ L2 EATRETH D,

Z ORI LTl S -k s L ORE O

A.l7
No. However, the importer should demonstrate that the conditions of transportation and storage
applicable to this product have been met for each shipment.
(Z O, HERNE. A20 & L ORSNEETH D,)
MRA : B9 5 AH HLK

(fR7E) Mutual Recognition Agreement (GMP (Z FHIEE)  DBEEL,
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RENTZHTH D)

Q.18

Q.18

TEERIIS

ITHFEINDN?
:@%ﬁ%ﬁ%ﬁ’) al
DH?

i E T REBR A TO Z &
F I3 EEERIC
X EN R

Q.18

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

(ZoHIE, dERNE, Q21& LT
IRESNTZHETH D)

A.18

C.02.019 Finished Product Testing DR 1 OIEIZ LV | @IEZIITHORTIER B s RBRLSh
[ZDOWTIE, R ﬂﬁODuft?ﬁfzﬁﬁ:k@ﬁﬂz@E*i Mz & THEEL TR, ZOERGA
WA FREEEN, TORLONE OMlizEly) 2EZ2 5D TEBRWI EAEAT L7201, N T
— hE2 LARTFHEWNT RN, TREDOAR)F—vay - F—2F, u—rar, 71U —555 0o
B ORI, RETRAERAE L T, @ERFIEIC L > TRAOHEENHRFF S Tnd 2 k%?ﬂi
B L7 uiEre e, AL SSIRAL. B L O OMOBEELTICOW T, EEREERT R
DNT, e b, ERRBRB LOEERBRAITOR T IuER 6720,

ARG \ZHERERBR AT O BTk L Cld, £ DEA Ol G52 fam @A L7212, B2/ B
HERARRDMT O TWDIR D 1T > TiE, £ OME— DA LD AR+ 5 2 & 75)&':5!%60

A.18

Other than the Identity testing which must be performed after packaging, as per Interpretation 1 under
C.02.019 Finished Product Testing, 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
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applied to the product.
(ZOIEIE, ®WERIEL. A2l L L TRINZHETH D)

Q.19

Q.19
M A IE MRA ETHRIEL, 2hae N
7 L LTMRA EICHfFL, £ZT
Hr AT C el dE e L OB 2 L T
5. AT A Lz, C02.019
Finished Product Testing Of#R 4
DIEIZFEHRH I N TV 5, B OMERIE
HHSh D02
Q.19
A product is manufactured in a
non-Mutual Recognition
Agreement (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
Finished Product Testing apply?
(ZoIHEIE, WERIE, Q22L& LT
RENTZHTH D)

A.19
AUEBRDFPRIT, B S e,

A.19
No.

(ZHEIL, BERNT, A2 L LTRENTZHETHD,)

FUE : IMRA H] &1, GMP AT 2 A E (Mutual Recognition Agreement) % it L7ZE Th 5,

(HIB)

Q4

A4
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rogRdE (EH)

Records - C.02.020, C.02.021, C.02.022, C.02.023 & C.02.024 (Updated)

Q.1 Q.1 Al
~ A Z — B G gk F (master | HE R T w R RIS 5T, ZRASMPD IZSIH SN TV 20 ENICED 5, R TR T
production documents ; MPD) (Z5|H | 725720y,
SN TV HIEHEERETFIAE  (standard
operating procedures ; SOP) (%, A | A.1
¥H ORiEe TR PRE T2 TV | Procedures related to critical processes must be available, whether or not they are referenced in the MPD.
URAAYIENS
Q.1
Must standard operating
procedures (SOP) referenced in
master production documents
(MPD) be available at the
importer’s premises?
Q.2 Q.2 A2
(EH) |Z7vu~ b7 TAE "—Fab—IZ | AfEETH 5, Section C.02.020 to C.02.024 DFLEFDEDFFROIE % SR X,

RO->TT 4 A7 TRAFTHZ L1
ATHED ?
(E#H)

A2
Yes, refer to the Interpretation under Section C.02.020 to C.02.024 Records.
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Q.2
Can chromatograms be stored on
disc instead of retaining the hard

COpYy? (Updated)

(ZoHIE, dERNEL, Q3L L TR
INHETHD,)

(ZDHEIL, WERNX. AL LTRENTZETHD,)

Q.3 Q.3 A3

EH) | MEEHOEEE L. MEEE (QC) | QCF —# & EIL, QCOELHEN, B4 E LiTude by, Eid, EEke¥# (wholesaler) o
T—H ECERICEALTREN? & 1%. Section C.02.006 Personnel@ﬁﬁ%ﬁ@’éﬁ 1.4 @IE B D WIIRIR O 2.2 THIZHE> T, FBE SN 4
(E#0) ESNTAATENEL 2 LIRITNIER B0, HEFIL, ZRELICEBICEEEZA L, »ONERE
Q.3 HEEHT D,
Does the person in charge of
guality control have to sign A3
Quality Control (QC) data and QC data and documents must be signed by the person in charge of QC or by a designated alternate as per
documents? (Updated) Interpretation 1.4 of Section C.02.006 Personnel, or Interpretation 2.2 in the case of a wholesaler. The

(Z oL, ZERTNE. Q4L LT/ | person in charge remains accountable for the tasks delegated and retains the necessary authority.
SNTZHTHD,)
(ZOIHIZX, WERNE, AdL L TOURSNIZIHTH D, R TR B S - FI8)
Q4 Q4 A4

Section C.02.020 Records{Z S #uiX, A
FIZER, wldEsd FoRFEE, T
HEHBLOIMAEET D RE T XEX
X, AFFTOEND DEF D

KRBT D Z LTk, Bas/EHaa AP Division 2 TER SN TWNDHXLEE T, YEeXEE 21X
%UA%%@% RCHAFREE LTI oy, pistE LT, a2 MEIEhz Ll BEa—7 57

. ERREIZA IS 7(@77/1)/1/7%?3?755%5 ZEIEFFEN A, BEORR T, BEARSCEN YRGS
%%i T XA EE Ofagk TR TE 2T iU, ZORRICHT 2 BIEFH L, MEFICRBINDTH
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RICREERIT R B 7220, %u\w
Ju%%ki()\ﬁf\j\%%ﬁ@ ZHo

Tix, £ b 03FET, u:t UL
BHEP (Quality Control ; QC) S
ZATO OIS N TWD =
NG D DORERRICHRE STV D,
Thwx, ZhbHDOXHETELEOR
5?%%%%%5ni%ﬂ¥%@w

BRCHET D LRk, 20
%ﬁﬁ%i\ﬁ%éhé%@f%é
N
Q.4
According to Section C.02.020
Records, 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 Quality Control (QC)
services, therefore they are not
available on the premises of the
distributor or importer at the

o MONDOLEITBWTIL, ZHUIRNES O A (non-compliant rating) L7225 TH A9,
A4

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 non-compliant rating.

ZOHEIT, WERNE. ASE LT RENTZETH D)

* 0 GRIE) BT HICBT 2EROFMICOVWTIE, ROTA XL 2B 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

Z IS, ORISR D D,

demonstrated that the activities it conducts are in compliance with the Food and Drugs Act and its associated

"NC" (Non compliant) at the time of the inspection, the regulated party has not

Regulations.
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time of the inspection. Is this
practice acceptable?
(Z oML, SERTE, Q5& L TR

SNTHTH D,)
Q.5 Q.5 A5
HL, ETEAPNIT—FENT | AITHD, bLETBADVATABANY T — RSN T Th, fOat—IZB4LLELOIEF, A
WRNDOTHIL, oav—IZE | 2 ThD,
X% L2 DIXEMND?
Q.5 A5
If electronic signature is not Yes. The signed paper copy should be available if the electronic signature system has not been
validated, must the signed paper | validated.
copy be available?
(ZoXIE, BERNE, Q6& LT | (ZOHE, WERNEL, A6 LTRINTZIHTHD,)
SNTZHTHD,)
(HIF®) | Q2 A2
= FHaE AN o= F =4 B LB E BN S L B R OB B S S
= e B e T A Lt R N B e AR R R N B
A2 TSI D R LT D B RO ey o) sl -4 R DDk T
Q2 B R L e o e L e
i A2
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v (EH Samples - C.02.025 & C.02.026  (Updated)
Q.1 Q.1 Al
JEEkD & o 7 I S v 252 B | Section C.02.025-C.02.026 Samples OFEIROE 3 HIZHEx 1X, fR7FY 7L (retained sample) (3405
ST OEIERT TNV LT EDL D | LSO ETOMREE T SELDICKERED DRI TH 2{52T RETHD, ¥ 7 BRETZE LT
ZSNOVE PV T ETR LT, REET TR, BTS2 ISR E L TWAREM OB LIRE T D RNSERECT~
EThH D,
Q.1 Al
What is considered an adequate | As per Interpretation 3 under Section C.02.025-C.02.026 Samples, the retained sample should represent
sample when tank loads of a raw | at least twice the amount necessary to complete all required tests. For bulk materials received in tankers,
material is received? the retained sample should be taken before being mixed-up with the unused quantities still present in the
storage tank.
Q.2 Q.2 A2

RALKFEDOFE (V75T asx
VIRE) OMELX I —ix, W,
RUE U TRNCY v TR &
., KBEZT5H, ThoMEIh
T2 AIRYE T A DA 2 T AR T E AT
DY RATPEL DN, BEROBLE
DORY =T EDL I RHL D02
Q.2 A pressurized tanker of
hydrocarbon raw materials
(isobutan, propane, etc.) is
normally sampled and approved

JHHI C.02.030 D HMINR, TN HDOHEFNIK L THEHSND LD Th D, MMEINEE 7 uiE, il
HENMEET AL Z2HE L TR,

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.

(FRIE) pressurized tanker : “tanker” %, RO ¥ I —Z g LM, F 7 n—) —H %
FI&Eebd 5,
T TR MEL TRRIZZR S T RALKFR L BT D7D OHF TH A 9,
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before pumping. What is the
current Inspectorate policy for
sample retention given the
inherent risks generated by these
flammable gases under pressure?

Q.3
()

Q.3

& LA 2 cRIFE LT, A
T DI~ T D YA
TS TIHRE LRW) O ThHi
2. T ORKELLOREE B AN
WZHE DD D2 (FEH)

Q.3

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?
(Updated)

A3

AFFRCHEDRL TR, ZOHFTHXOTHIT, ZFRIEEERE Th-> T, WEEEH TIIR, RBaERE
an#7AI (FDR) @ Subsection C.02.025 (1)i%, @S/ Frz SNERGLOE R v OV 7L, Ik
FBEEBIOBMAEZICLVRGETHZ L 2ERL TS FAFIERE TR |

T ET, AT X ORABNFEE DT X OMRGEESE (EIHEMLFGIFE S (Drug Identification Number ; DIN®
AT : TrROREZR) Mo 28E LG8 ThbEHN 235,

B ORAFEY > 7 LDV T OFDR Dsubsection C.02.025(2)1%. FHAIESE (B2 KK~ 2L 2D
F) A LT S o085, IRGEEE TR L TE, @S,

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 (Drug
Identification Number (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.
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Subsection C.02.025(2) of the FDR for retained samples of raw materials, applies to the fabricator (the
person that transforms the raw material into a finished product), not the distributor.

FRIE : DIN [ZB8 L TlE, “Drug Identification Number (DIN)” & V)9 Health Canada @ FEt¥ 4 ~Z 7 Whatisa DIN?” &5 IH
DY, TROFENH S, : The Drug Identification Number (DIN) is the number located on the label of prescription and
over-the-counter drug products that have been evaluated by the Therapeutic Products Directorate (TPD) and approved for sale in
Canada. (FEHMFHIFES (DIN) 13, LHEEB IV OTCED L— VUM SN LHF S THY . TPD (RKRGE)
WCROFHEZ 5, AT TOWREPEKRINIZEFTEGLITH L TELONLbDTH D, )

B A DT NV X : http://www.hc-sc.ge.ca/dhp-mps/prodpharma/activit/fs-fi/dinfs_fd-eng.php

Q.4

Q.4

HbL, BFHFTHEHBLLT, ATF
WO DS LY BiEaEE21T
W RIS S ESMC TS (4
BT F Z i TR GE L 7R
2R, BB O R REHIREN
ELEFFODMN?

Q.4

If a product is fabricated in
Canada, and contract packaged
by another company in Canada
and then exported outside of
Canada (the product is not sold
on the Canadian market), who is
responsible for retaining samples

A4

T ZORMANZEE B LN T F DR /TR EF T, UZEEEGLORBORFOELEZA LRV,
2t lzHs /) (Food and Drug Regulations : FDR) @ Subsection C.02.025 (1)I%, EHEF &/ FREFHDE
WA v M, REEEBICMAETICL > T FAREETIEIRY) RFTHZEEZTRL TN D,
b LA X ORBNZEEN BT Z ORFEEHE (DIN owner) D7- O ZHG 2 HE L 7-OTHIUX, T GRIE :
RAFRBIZ R T 52 &) @A SN D, Ziv GUE : (R{FRBIZHEDNRE T 500205 Z &) 1%, &H
DOERAERIR Y RO ERIZHE D 12D, #raxZeb Db 9,

—Ji. 2Oo0BfREtt (BT X ORFIZES LOREE S FORES) 1T KRG 2R D EORMEYS R
DGR T D72 HI1E, B GORMEABIZRE T D2DICETEEZ AT HELZRAMICERT DD, W4
ESDED7 Z47 0~ () LOEZFERNEELIIEEEFEOHEL T LI LIIRLTHASY, &
EiX., B OESHZE> TWDIETTH D,

A4

The Canadian fabricator and the Canadian packager/labeller are not responsible for retaining samples of
the finished product. 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
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of the finished products? fabricator). This is also applicable if the Canadian fabricator manufactures a product for a Canadian
distributor (Drug Identification Number (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.
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=N

Stability - C.02.027 & C.02.028  (Updated)

Q.1
(E )

Q.1
WDy F MR & £ DEITH T
FeEREMT 1 7T A THRAFHA
(preservatives) DR %A L72< Tk
IRBIRNDN?
(E#0)

Q.1

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

(Updated)

(ZOHIT, SEFNT, Q2& L TR
SNTHTHD,)

A.l
PLEA] (antimicrobial agents) 73, ZEE G OEHNAFL, FATZ U — 2540, 3 L O OHEAID &L 5 72 BAI 3t
LUz b T D s flglokt LCid, REMEZESOEEEL, TOHKIINZ & THD,

PO TRAERD I5EBRIE, BRI DOBRREIE I\ T, ZORRIND AR A £ THRI R E/NROGR

RSNV EFESLT DT DIATON SO TH Y | £ L THRESRMDIOOIEROAEE Ny F 2, =25
L7e AR O D 0 THEA ORI OFERZ1T 5, O & T OIRD AR L — VLR RIE S 1272 51,
LENT 0 7T MIEGOTRFREAAROETORr v M, DTS, ARHIREOKDY T, fkiF
Al OGEEEZFH~RULIe B2,

BEHAATIE, REAID DD LDV —VUL~DEFIFERGHIFHTH Y, TUTEEE LTHLA L
EThHD (TRbb, ERNRLEET 17T M ANONTZZNE DNy F O, TOMLINTE
HFR T, REFAIGEZRRT & TH D) o PLEAl CrfAD O TIRIEA, L —~YUZFIR L7ZED0%
UTToHo%H., TOTRIEHDLWVEFZAUTIZHLT, Fr Lo VRBREITHINETHL, L, £D
PLmf (RFFHD) DEBNZENTVLR5E, ZOF v b VBRIZBURIZE 0 2 HEIT 720,

Al

Finished products where antimicrobial agents are added to preparations such as multiple dose injections,

topical creams, and oral liquids, an assay with limits should be included in the specifications.

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
expiry date, and for which a single regular production batch of the drug is to be tested for antimicrobial
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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 pre-established control points for those
batches enrolled in of the continuing stability program). Where the lower limit of the preservative is less

than 90 percent of label claim, the challenge test should be performed on samples at or below the lower

limit. The challenge test need not be included in the specifications, provided that an assay for the

preservative is included.
(FFEOFRME TRRE 2, S RIOWE CEEIZRS>T-ETh 5, )

ZOHIE, BEANE. A2L LTRENTZHTHD,)

B Zsh BN ﬁi'JXIImEﬁZ&E“‘KkBI’ 3N
L= val M

N A g PO TH =AY
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Q.2

Q.2
KEHEF S (USP) o/ ua~ 757

IR DERIETZEMEFRE L TR
D
Q.2
Can it be assumed that United
States Pharmacopoeia (USP)
chromatographic assay methods
are stability indicating?

(Z DX, SERTE, Q3& L TR
SINTHEHTHD,)

A.2
RIREIRN,
A.2
No.

(ZHEIL, HERNE. AL LTRENTZETHD,)

Q.3

Q.3
AR R OLr—UrofRbv iz,

A EILVDOX v v FIZHEHYIRA 2R

A3
TR SN 72\, Food and Drug Regulations @ Section C.01.004(c)(v) & &M S 720y,
AR AL, £ORELIBO L — b DRV EIR 2 LI T TR 7R,
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T LTRSS D2

Q.3

Is it acceptable to place an expiry
date on a bottle cap instead of on
the bottle label?

(Z oI, doERTE, Q4L L TR
INEETHB,)

A3
No. Please refer to Section C.01.004(c)(v) of the Food and Drug Regulations. The expiration date must
appear on any panel of the inner and outer label.

(ZIHEIL, WERNL. AdL L TRENTFHETH S,)

Q4 |Q4 A4
L—VUIZRR LIZADHIRO BT | 2080 Th D,
WEEADHZRTHEIT, Thid | ORI, TOHESNTHDOREDH T, KRFEORKIZEET & TH D,
ZOHDKDY ETOHREEKT
DDH? A4
Q4 Yes. The product should meet approved specifications up to the last day of the specified month.
When the labelled expiration date
states only the month and year (ZOIEIX, ERNEL, ASE L ORSNEZETH S,)
does it mean the end of the
month?
(ZOHEIL, BERIE, Q.5& LTmR
SNTEHTHD,)
Q.5 Q.5 A5

3 ARMOMEZENEDT — 4 %
ER+5Z L idtEkns 2
Q.5

EEOR S OMEZEERAIL, BICTHIREHRE R shb0 T, RHORE GRIE : EiRLEN)
&> TEMFLRETH D,
ARHIROIEE T, RPORER GRIE : BlLEN) ([ZES~ETH L,
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Can accelerated stability data of
less than three months be used?

(ZOIHIE, dERNE, Q6L L TR
SNT-HETHD,)

A5
Accelerated stability studies of any length are considered as preliminary information only and should be
supported by long term testing.
The assignment of expiry dates should be based on long term testing.
(o, HERNE, AL L TOURSNEZHETH D)

Q.6 Q.6 A.6
Ty ML, ZORICEEZ L | ZEMHRREL EiT X2 Tho. TOFERL RETAO—HTHL, M— (FiFFy b)) l2aEl,
THFNT, ZEMRRZ T &0 | ZOMRE AL, THICHET 2RNIIRE Z 7 2 AT LT, Mk E 7' 1 & 2032 OFEH| O
M I MR EICER R L RS R W L AT 27— BRRETH D, HigakRiL, et d
Q.6 ALFROSR KO/ E3na it 5 2 L1 LT, BOICHBTHLHNE T, 2o, £ OB R
Should drugs packaged into kits | ZIKE AT S L2 RBEE & ik~ & Th 5,
and subsequently sterilized, be
tested for stability? A.6
Yes. These operations are part of manufacturing. For drugs that are packaged into trays or kits and the
(Z oI, BUERTE. Q.7& LT/ | resulting package is sterilized prior to being marketed, data should be available to demonstrate that the
SNZHETHD,) 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.
(ZoXIL, WEANE, ATE L TRINIZHETH D,)
(HER) | Q2 At
biy i\ z ¢
Lo b I Lol | R4 od OB Ol on fen
e e 3B
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EER (EH)

Sterile Products - C.02.029 (Updated)

Q.1 Q.1 Al
10 T A U i g D BRI, A | 2R /E SR RO Division 2 @ Section C.02.029 (b)Tid, -+ MEEZ HAY & U CHEANL, MEDF O
WP DAL FFD T & DB ? T TEEEFEO T TRESTNETHD -] ZLHBERLTWD, MEWT ORI ZZIT72) & DRI
I, ZOADBHEDFZOWTORFHEEDEN 2 FF-RIT R b2 &id, BHRLTHZRY, LLz
Q.1 NH, FONI, RFOBRETHAEY T 2% L TRITNITR B0,
Does the supervisor of a sterile
product manufacturing facility Al
need to have a degree in Section C.02.029(b) of Division 2 of the Food and Drug Regulations requires that "...a drug that is
microbiology? 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.
Q.2 Q.2 A2
GEFN | b L. SANSBEICHE N L7okas, & | KiE, BAEDZFRRRBRE R 2GS, ThEEEITHENTE 225, 6 OREBRKE R ITT ORGI D i

DHRIZZU REXT U E2EATND
ZENHo T BIE, ok E
LD ENMETHDLN?

(E#)

Q.2

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

AT AR RRE T2 UL 72 5720, GMPIE, S Blih LRI ORBRNE T L, A Z OB 23
7oL EEFEH LIZRICOAR, HifaiTH 2 2ERLTWD,

WEIRHEEICE, AERICKROLDEETTHA D,
D) AEEMEH AT R RV URAR
i) KSAT LDV =T —a AT F A

A2
Water can be used for production prior to obtaining microbiological testing results but the results of these
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(ERREICEE T2 0)

tests must be available prior to final release of the product. Good Manufacturing Practices permit release
only after raw material and finished product testing is completed and results demonstrate compliance of
the product with its specifications.

The appropriate action would include an investigation into:
(1) the potential sources of endotoxins;
(i) the sanitation and maintenance of the water system.

(AEIOYGETIX, FRROFRME TR OBIRAMTHI TV 2,

L1z (D Iy WA N ey vall |
125V == L B o e E=NE| = A a7 0
WP WL e AT NS = LGSR NN s W R e S s el - b | o GrABE 2t v
VNPT T T ) L e 77 — (o~ 070 o~ ¥ N T T A} T3 T=X1 = L E =y = vy R 10T
HlDEEE 1y A7 5 0 H R R 5 by A1 n 2 A5 7= = L“F@i% D] 2z 77 Zoyfraz ] 7a )t
713 O > VoSN I HH 2= AN HH7VL2RT P X Ly N T 713 T 12— AL S ey N Vo~
Fap ol amaEr)y Zo gy = Lot [y a3 EE SR X = L)z Z -k Z 5
o~ T ToN ¥ [e) AT TTT VoSN h— T ONN 371 J AU —\ o~ o ™ ~
Ly ZeHEE -y SHASl e g RSy A - LimJaZ mh 75

LB = a7 —t T T v (et o~ & S

NSY N A=)

}1) i\ Sl NI7AL: el DA AP N S\l AP 4

31 3 %}Qtﬂﬂ Zorb A Z el = VR BRI N AR 2 20 ] 2 L VAP D/ IS P A Y H L7 2 NI A
O OV TTH AT 2SS YAl 1A 1777 PO 7N T IV |MIS] X O~ LEEARY N T | Sy vy
LZanF 517 FlfZfhdd X sh
TR YOS == TR XA - O~ 5
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Q.3 Q.3 A3
(EH) | BT T AT TNRT T ATy | MR LT RO, ERAORREESIT. BEREZZ T 2T sy, SR AR 2
8T NP OBERRFNIL, 2O | FALETICRES N O TIERLS, BEMER, 35 T AOXKE, REARE., BLOWERE, o
H R DRI RIN & 72 50~ 2 (B ) TZEIRIZ: & b& A TS, C.02.029 Sterile Products DfiER D75 84 HA S Sz,
A3
Q.3 No. Each final container of injections must be subjected to a visual inspection. The 100% visual
Are sterile products in amber inspection test does not limit itself to particulate matter but includes sealing defects, charring, glass
glass and plastic ampoules defects, underfills and overfills, missing print, etc. Please refer to Interpretation 84 under Section
exempt from 100% visual C.02.029 Sterile Products. For parenterals, there are additional requirements for packaging (i.e., the
inspection? immediate container shall be of such material and construction that visual or electronic inspection of the
(Updated) drug is possible). Please refer to Section C.01.069 of the Food and Drug Requlations.
(BRIOYGE T, JRER FRHANBRE S 7z)
Q4 Q4 A4

EHEREE (grade A 7213 B) Tt
SN D MEE KRN, HEE D OGS

7' L— FAB X UB I CHEMT 2 R#EKOEERERIZEI L T, GMP “Good Manufacturing Practices
Guidelines, 2009 Edition (GUI-0001)”
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NnNas%46. ToHMICE LT, =
2V TR OB B OERT
AR 72 B H D2

Q.4

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

(ZOMHIT, SEFNT, Q5& L TR
SNTHTHD,)

(http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php) | TOHREE D FER
IFEL TWRY, LLARS, ZNOKIROWEZ T 5 72 DTN EE MER L2 BB Y1 27 VI3,
BRI Lo L LT HEL Lo TR T = FENDHRETH D, LV DT, NV TF—va i3, WE
Bl (AL RS, e &) o,/ oA, WEEORMIZER, A A a4 oD r—F =&AL
TAEEVERGE L~V (SAL) DRIER EEMWMY BT 5 _&Th D, £io, EEMEZHERT 572024
HDFEMATR T RETH D,

A4

There is no specific requirements in the “Good Manufacturing Practices Guidelines, 2009 Edition
(GUI-0001)” (http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php) for
the sterility testing of the protective garments to be worn in Grades 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.

(ZOmE, WERNEL, ASELTREINTEEHTHD,)

Q.5

Q.5

A 1 ) 0> B | PR % A3 &
UMt 0D A 35 4 00 HE (i 2R 0D S i 5K
X, EDEIRLDN

Q.5

What are the room classification
requirements for the preparation
of containers and other

A5

BB L OVREEMOWR (7 ) —=2 70 ) X, @ (7 V-2 R (F1r—FRC £
D) Tiibid, £ b OEERL, AREEICHETT 2R/ LOEM (Z 51X, & ORKEAR TR
B2 T2 13, BEEASLANDANCWBEORERK, E723tho N F— I HEIC L - T,
fi A BB X ONEEZ LT HIER B0, BN aD AT v 7iE, WEETOKK T+ ey -
7Y —® WFI (FEHHK) 2@ 20, 30 EBEZFER Lz —2DE¥£LE LTINS 7 &3
EITHOZ&ICE T, ZNEITH, TN OBFOFIEIL, @7, Grade B DH D Grade A TIToiL D,

AR IR 252 D RANCB L Cid, BEEOARGOUMEEM 21425 2 LITFWB TIEARW A, HEA & EE
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http://www.hc-sc.gc.ca/dhp-mps/compli-conform/gmp-bpf/docs/gui-0001-eng.php

packaging materials to be used in
the fabrication of sterile
products?

(ZOHEF, dERTE, Qo6& L TR
SNHTHD,)

BT 550250 TE, N uvzy - 7V —LFdRETHD, ZiE. b LD FE (B 2 X2
Ei) Lo TEDOBICHAA 0 Z LD ThILE, B, YooK+ fayzy -7
U—® WFI 235 Z & TER I D,

B2, TNEOMEDA =2 % )b« NAFN=FT 08, TOML SN (BEERRILC IS W) IREEEIC
HETANETHY, REEICZNEZ ANDHOTBELRD Y X7 &g/ NRIZRSORE TH D,

A5

The preparation (cleaning, washing, etc.) of containers and packaging materials is normally performed in
a “clean” room (Grades 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 water
for injection (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
Grade A with a Grade 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
subsequentlydepyrogenated 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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(ZOHEE, WEANEL, A6l L TRINTZEHTHD,)

Q.6
(&)

Q.6
WBEAGRE YA 7 VDR F— g

2. G. stearothermophilus O 0 (2
TV A O & HRlOEREE L
THETRETHAIN?

(E#)

Q.6

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?

(Updated)

(Z o, &ERNE, Q7 & L TR
SNTHETHDH, BRI L TLERE
IX720)

(fR¥E : Bacillus stearothermophilusi, %44 A3
Bz FH | g o T
stearothermophilus & 72> T\ 5%, )

Geobacillus

A.6
il 5Tl Geobacillus (Bacillus) stearothermophillus O 2R, MBEEE A 7 L DR Y 77— 3 > TEiRl
TREMAEMTHLZ LD, FRBLOEEBERTLEIBDLNLTND,

FOEIBRYAINDONR)T—=vavit, HH VA 7100 —H V7 ¢ (BiE) Z2ET 572012,
EMOBEMOEEEEL AL ARV HN - L P —F—DFERIZE SN TN D, ZROLOFREIT. 5
FEOMAEMD DI ED L D70/ T A =2 IZES D THY | EFEREMBNLTDHEDOIZ, TOHFA 7LD
ETHRS T, ZNHA vV —2OMEDFHRBRE L EALTWD I EE2EW TS, U4y (Rt
TEAELE) ORI, BETICESNTWVEDIZ, ZTORH L EEANEFICHETHY . R
gIchsro, B, TENOLOX U RTEITWIEST H 2 ENEFICHRETH Y . ZOMEFENIZ, 520D
HIZIEB > T LE BB HFIET D,

A.6

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,
these proteins are very difficult to destroy and could present a danger should they accidentally be spread
in a plant.
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(ZOHEIT, HEANT, ATELTRENTEEHTH D, REOFRF TR OEENH -7z, YERTIE

“organisms” TH > 7-,)

Q.7

Q.7
R J5 77 (EP) D 5 4 fil(2002 ) D 1
FHA1(0520) D SRIBICHE 2 1E, 15ml AR
i O 5K B & RO H E 5 A
%, BN HEFEHREU)IC L 537 T
R N N S A = e
VRBRERIAA SN TS, ZORR
IFIELWH? 6 LE D ThHIUX,
EU (231 25 HERSNT, 774 Cliil
HENnsTHDHN?

Q.7

According to the monograph on
parenteral products (0520) of the
4w edition (2002) of the European
Pharmacopeia (Ph. Eur.),
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

A7
ZOWY THY, EFITIE LV, LU AFE ik, AR E 25720,
B EFEA AT Section C.01.067(1) (Z LA, HEHAIOHE T > MI, BRINZHET A By =00
GFHEEZHEBRTHZE, BLUOIEREWETHL Z L2Mb Z ENERIND,

KEZER S (USP) BIUBKINES (EP) IZBRENTWE NI T U T 2 REF U rBloifnm
VxR, TOHMICH L THESINDG LD THL EEZ LD, 2 TOERANCEL T, b LA
1Y CREBRAEREAICIE LW (K@Y THD) ZENEHEINDSD, LE 2 —E1T )R THAR I
TWDHOTRITNE, "M eyl eE 77U 70 e 2 RV VBB gFE LV E SIS,
Tz, BFXMiGEEENETHETOERFAOBKIE, X777 = F X idBREIEIN
Moy rRBREUETRETHSH, £ LT, EUOBATO [5ml KiEIEbRAN ) OBLET, T4 Tl
SR,

Me—DAGE SN HBAMEEIL. HAIC.01.067 QICL > THZLNTWDE LD THD, T7hbb, EHHAD
RN EA OFRBNEZ RO, X ELLORMBIEIZ L > TH 3 B Y= OFFTE 2 R H R 72 3K
DA TH D, BESTHITE, R EZ A v = OFIEICHOWTRBR LAV L id, ERFIDEA O
BVWEZ RO, IO FEIZ L > THRBRERZ2NWZ & 2 FIT K - TREH L 72 GBI O BFFR S
nsetEzo6Nn5,

A7
Yes, this interpretation is correct but this exemption is not applicable in Canada.

GMP Questions and Answers / October, 2010

117/ 124 v s Y a—vaX il AENRETE R




applicable in Canada?

(ZOHIT, YEFNE, Q12 &L T
IRSNTCHTH D)

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 United States Pharmacopoeia (USP)
and Ph. Eur. 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.
(ZOMHEIL, ZERNL, A2 & L TORSNTEETH D,)
(FRIE) EP 6.0(01/2008)Clt. DOSAGE FORMS ¢ # " PARENTERAL PREPARATIONS”(01/2008:0250)! it
AP D, “Injections”DIHIZ [Bacterial endotoxins - pyrogens| R4 12 Preparations for veterinary use”
Tl ROFLIRNFA 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).

Q.8

Q.8

T PEE SRS RS L ik, WEH
S4 IV H — D % DI D58V % i
L., AFTOEEERBRIIITH 2

A.8

Section C.02.029 Sterile Products Df#R4.7HHIZ K 0 | JHE 7 4 V& —D5eMEiL, fiH ORIZICHERZ L
RN B, L L b, ZOREAORAI O Ao se e EiL, "o ARG T2
TR B2 AidEE O =7 — & (venting process) DFEFRE LT, MEHEIBRIZOBRNBLTHA I,

GMP Questions and Answers / October, 2010 118 /124 Ty~ VY a—aX W ENRETER




WZ LiE, FRSNDLILOTHD
2

Q.8

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?

(ZoHEIE, WERNE, QI13& LT

CHUMEEBREORRTERVWE I RMEY A7 26726 L, Uik ZRET 2 £ T, AELZBEISED
LR DTHA Y, ThHUS, D7a TH022 u DI/PNED T 4 VT —ZFFD2 DD T 4 )V F —Z i
L FUE:EF2BE L) . ZbORANTS L TOH, HHARICTEEMEZHERT 2 Z LERTFAEIND,
LINLBRRD, Z2O7 4 W E—=NWTOMBILTHNLTE TGS, 7 4 V2 —BIEEFRIC L Ex 5%
EHRBRR SN TWEZ &k, 74 NF—HEEFENOATFTRETH D,

A8

As per Interpretation 4.7 under Section C.02.029 Sterile Products, the integrity of the sterilizing filter

must be verified before and after use. However, the pre-filtration 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

RENTHEHTHD,) 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.

(ZOHEIF, WERNE, A3 L L TRSINTEHTH D, KR THRBOSIHETOEERH > 72,)
Q.9 Q.9 A9

HEHABRIZE LT, FLAAYyFHD
Y INET—=Y T (FIAIET O
ORELE 1 DT — 7 5) IZBEL
T, BEYFOSLFITE DR LD
AR

WRINJR 7 13, Rt 7 — U
V7 HEIZEEA LTV R,
Q.9

b LR AT T AEETOERERBROT- DI, TORBEZ 7 =L 350 THNIE, THTFFASH
LHHbDOTH D,

LU S, EEEZHERT A8 B L 7 — L35 2 L ITHER SN, 7=V LEERBORE
N, EHEEDI0%ZBZ WA THD & XX, PINISGRD NS THA D,

A9
It is acceptable if companies pool samples for sterility testing with the membrane filtration method.
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What is the Inspectorate’s
position on pooling of samples
within the same batch (e.g., 7
samples in one pool) for testing
for sterility?

The European Pharmacopoeia
(Ph. Eur.) does not mention
explicitly a pooling of samples for
testing for sterility.

(ZoHIT, WERNE, Qu4k LT
IRESNTZHETH D)

However, it is not acceptable to pool samples when the direct inoculation method is used. Exceptions can
be tolerated, when the volume of the sample-pool does not exceed 10% of the culture medium volume.

(Z oM, BERNE, A14E LTRENZHETHS,)

(HIIER)
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