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AR A 75 5 A A dr I AR GMP RAS . — A i NEE Rk
IF] R&D BBt e RRge b B mb A Fr ik i i, GMPs 2R 2
AR A% . XA RN G E B U757 (Phase-Appropriate
approach/Graded-approach)

I, AR 5 AR L A FE R AL A /A2 7R D AR e PR 1k 36 P R i A 77 2
L R/ e B B IBE TEE BV AEIBOR AR &), $R At 17— N EARIIESR.
PRI RN BUE R NS, AT AR GRIEA ™ RIGTERT AT T, vl R ulde 52
B e pgRe s, RIS AGE T ARRD A, RIRSE A0 mlk i A
PRI . — 0w IR — X /R&D RIS AR, L —
EIRARFE A PR BR . S 136 SCHHR R A A . AR 1 H
IANLE TS (I HE N

1.1 HRRIEE

BRI B AT A0 T AL AT B B JEURF 243 Ak g LT R4l
EHNE (cGMP) M2, FFROEIRARRE i A7 o 5 F cGMP ZER M 1761,
A BIFN S T AN [E] (1 LR AT R 24 A i B S T s Rk B e ol d A it
PRI

ZHER A WEEaFE: Ok CEVEIEAY) ARSI AR 5 58
JB B ) cGMP Z3 20 BB Y, S B 24 i RS BAR R, ORIE IR RS FH 245
VI 2 A A 2 QMRIEIE R 2S5 i IR & e 3 B ftbit, s
SRR EEAT, AR R ST R AETE . cGMP FE iR & TRk AT
BUESR . 18R EN . PP AT R HIEMEE, CMC (Chemistry Manufacturing
and Control) TR AFA =& RE . X PkE. QC Mt LA 7= i & &
BB o

LB 2 cGMP BRI DR R EE RS, ARUEm WAL R BOR 167 P2
JE CMC HIESCRY A B ERY, 2 E B ILET 8.0: Y. REZHEAR
5 I AR cGMP [E R, ST IR RIY B AW 25 it K 1R 2 CMC
A ESR T 200 2, Tl Xt T 40 R DU AR = A i < ik (S5
6.0 &), JFIERRMEEIERIE, "I/ENIGRK RN B 250 R B £ cGMP,
CMC R BIPRAE o

AEARIM T, B2 HE R cGMP HJ 2K
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2 HMESEWE
Active Pharmaceutical Ingredient (API)

TG0 IF 78 2405 1 o3 B A g s 5 LA s R & o XK
R TPy 2, s B T2 W, 1697 . 3. iR, B
FHH T GRS . MLARES. &y HIUfEERIZ) (Drug Substance), %

Biological Active Substance

Biological Active Substance

N ERRAEDE Y, B AR R B BV ) T2 A B (B in4n i
B 7R 8 E A WEVEVI RO 16T RS M.

Biological License Application (BLA)

) 36 (5 i 2 i I BV E R R A I HE & 2, B FE AP AR i ) & I FE
tEEREE, Z9RRME, IRIRZG PR DL R 253 ARG R (EDhRE b, SRR
MAA D 7.

Certificate of Analysis (CoA)

BN SEAE AT fh AR EE R, M A BAEAR T A1k 2. 2
FE. pH. Bt EWfiger. WEER, HEADTHERA X NG .

Chemistry Manufacturing and Controls (CMC)

—ARTTRIERES, BT RIBOR R IR g B UL E
Wk R DL TAF MR A=l i A= R BN DL R =
ARG PR AR AR R R AR AR DA SBAT R R DA K
FRsETE BT HORIIE L3R 3E B IERA BLA RO R4 SR

Conformance Batches

FH - UE W 2E 7 o R K R TR PR 2 86 TR RTBIR S 18 2% 1 T LABUAR] Sie A= 7= it
X, HAENS IR B FUE ) BT AR e CA IR EERIERL O 8.

Control Strategy

— R HIARIE 21 /AR AR )T A2 R SR, ORAIE P i A P i AR AN
PR, RN R ATRE R EYE RS, R RV 254
A Wk B ERIE AR AR B G HR A S 2
REITIE AR 2.
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Critical Quality Attribute (CQA)

PRI A AEYIECE REYIRHL R, H IR RO SR P A2 X N
BIRJSE L ¥ Bl s 20 A R AE AT CRIE = i AO BT, 40 ICH Q8 #iik°.

Critical Process Parameter (CPP)

CPP & — N LEZH, 2SN KRB P& R MG s, R
WA IF I DA, AT DRALE ™ it 0 B AR o 2 2k

Current Good Manufacturing Practice (cGMP)

W1 FDA S SEii AT R UFliE e, LA ICH 483 (ICH Q7 LAK
WHO GMP, %t API 3R ). cGMP NAE =il 5 DA R 345 Wi fR it —ANiE 2
PEThs M. I RG. cGMP BERZ 5 AE P73 i 78 7 4 A 7= i) i i 4
F, MNMARIES i H [ —M (Identity). 252 (Strength). Ji& (Quality). 4fi
B (Purity)o

Drug Development

MR — AN 2 B TR IE AR SRR TR Il R AT 7T
CREY/ AR TR ZE 70, LLRIRIRIT T (NZE2ik#E) s

Drug Substance

2% APL.

Early Phase

M HARIEAR TR A BT
End of Production Cells (EOPC)

e AE P LU 85 72 251 R 155 9% MCB/WCB 4Hf, M IMIE 2 sl il A4 = 41 i
AR (Passage Level) B 537K~ (Population Doubling Level, PDL)

#%7E: ICH #8 SR FEH Q5D iXAEE X FRIRAE—E PR VU [ A 5 37 2E F= 45
FIZm e, tfE EPC.

Good Documentation Practice

A ST A A B A A ) TR ELEE RN GBS N GDP, N 15 R IR
FYEIX 53, HiE S 1E GDocP).
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Microdosing Studies

NI 2R R R T BB AT, IX e S R] DU AT E 25 2 1
N BAIE R O A RO . TR S T AR E (10-15 A
TEST /N ERIZ5Y), WS 12 23 il 10 AU 20 70 S AN 245 30 3h 712 5
. NFIETT AR W22 2t ARAEEE, B, e Xk, &
SRR RNV 2 2z AT A

Marketing Authorization Application (MAA)

T NHZERGN ) 1T, & R R 24 5 2R (European Medicines
Agency) IRZIIHIE. WHEIAEE, MAA MEE K] Biological License
Application (BLA), New Drug Application (NDA)H FHAUE .

Method Qualification

76 ICH Q2(R1)E R ) 5 EAE (Method Validation) R 3¢+ 1) 1E 20/3F 1E 2 [ BF
FEE, TGS R BRIR D . BT — A BRI . 2R AT
DABZ 7%, Hazoridad & H H & UocH 7 Ridsgt.

Method Validation

UER T T3 A BE 1 IR VIR A SO o ISR WX I ) 7 iR i
HHHAEMME.

Nonclinical Laboratory Study

EARFAMRE S, JEIEARREZTE N T AT e M 2 att, ElR=
W HATHEAN . MRS ZIAiICAEEE: WA ARZIAE 5. IERK
5. shRE DL K AR AR A4 I ICH S6 All/E 21 CFR Part 58 (GLP) it
TE W FURE A2 75 LA W R ) DR i e B . AR PR ) SR AR FL e

12/13

ik WAREIRAR TGS . #EE0TTT.
New Drug Application (NDA)

In] FDA #2289 AT 3£ EH e 56 g otk . HH 07 T I #H i 8 32
HEBREE, HTME FHIRE: SPGB RERZER/RG %4V
MHAR T8 4MRIPRETr % (BERUIHH) &6 EIFEHE 1 NAREE;
A2 5 A= & K D75 ] SN 2 15 AT LA 7 DRUE 25 P01 [F] — 1
(Identity)+ #j#% (Strength). JfifE (Quality). 4 (Purity) .

Phase 1 Clinical Trials
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T 3 R B A2 2590 B N SRR ) 28— B B Lﬁ%ﬁmmumAﬁﬁmi
& o X TR S B A A (G ROAE,  A] DL HCA X BRI . A€ 2
HAEM SN ﬁM&ﬁﬁ%%%ﬁéﬁ(%%mﬂﬁ)ﬁuj\%%@ﬁ
F BREN 1. Iz B E AR A R REIT, A2 i B2 B e BN
AL

Phase 2 Clinical Trails

— HAE TR RS0 i€ 1 250 R0 2k, T I R A6l T A S RS 1)
SAE (20-300 D T, ARG E HA R, RIS 4R BE R ) 35
B R/EIR NPT e L . Ta By BEEZPHbTIE (G2 EZ DNE),
Ib BBt EEFE 2550 (FERE IR T, 258D,

Phase 3 Clinical Trails

B 28 I PR T A6 F TR R 25 T AE L 3 o B2 i) e AN S MR AE B
KRS, ST AR N ALARHE AR AR (1000-30000 FF I
fitie PR I (1 H AE T3 AL 5KE BV, T D920 dh 99 R A8 A ASHE 25
I PR T SIS0 S0 N, A2 58 (Y0 ] 90 Bl A ik e 250 A e, O A 294
R

Pedigree

EEXF =N i Ry B A S B (R A s SRR SRR A B, AT T DLIE B
MR REIG AL, AR HEREETREE. K. Z5ER, BFH
Bl HI, W2 RSN 5 AR L

%y WY “Batch Tree”

Pharmacokinetics

A%mmﬁﬁ%%%m H%%%E%Wﬁ%%ﬁﬁ,@%WWﬁﬁ\WWﬁ
¥e. MO, BV

Pharmacodynamics

ZP R T AEAR SR IR, 29I A A S A A 22 AT DAUR 25 W R
HL

Process Characterization

FERIE A R P N7 ) SR B N AR B A S B S B nT e 2 U B T 7, IR 463
[ & T LB,
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Process Validation

M it R 3BT B BRI BE AR 5 o0 b, IX B O TRl AR T &
JREE R P AR BHIE S

LSO R 7 AER, Y L EAERENSEICE ARATE, mTlEs, HEe
g B4 P HA T A2 T RS AR = B ME R 29, W EMP/EU GMP, Part 1, Annex 15
Frige,

Product Characterization

JREJEIERIRAE, k. AL, EIERHE. TR, B G R, S
%

Quality Assurance (QA)

CLAf DR R B BT 5 SO D&, I DALY i A 2 00 H A 2L 235 3l )
ISYILER

Quality Person (QP)

R 20 P R G484 2001/83/EC AlTik, — /MNMHEGA W= SR HE AT IR 53
RN A

#1E: 2% EU GMP [ 16, JTESRANAHLBAT FAEIR B
Registration Stability Lots
LA 7. 24 i RO ARG E TSRS AL I S 24 by U o bt 0 SR 245 4 = 4 R
Reserve/Reference Samples

A DA AN R (77, JF & 8 e iR R, AR E L
o ) Ji (R S AR T BB A COR B 220 A 3 PR a2 ZE D A2 v T8 i PR
P T H B &, XA KD .

Specification

— RN, IR MR EC TG . bR, B HA R W A FR
e BTN T EURIZG R 245 B JEURE 24/ R dh 24 i) e R ) F TR) i e
i FHIEIIARME. FFE RS, BB RIS I RE e, TR/ R th 2453 2
P hRE . R AE P SR IR IE I, e UM BN ER, T 245 0k
HRHE AT BB o B A
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Test Article

RS IGR BUEERInG. 2o, B mSE, T AE, B Hifh s
Yol “Test Article” FEATARIR T o, Rida H 25 B B A2 € PRI Bl A
13

Toxicity/Tox Studies
FEARES 2 26 N T AR AR, T RTIER & LA T B As:
® WA A DL s 2: i N R R

® JEAEMFEVERE A B DAL i % R S T

o IRMUEHMAEAEMNITRIZ 2 )5, WK EH T Zemiiats (GURg
PIARSC D 12,

RIS, KA AR L M 070 5 s AT PRl LU 2 254
ML, SO, BN, AMERTERISSIRIES I B, —
Lo A P DU B4 M R IR 1 7580 . 56 [ FDA PAIEIR R0 = i 46

(nonclinical laboratory studies), ICH LAl KRl % 4> 14 PF4% (preclinical safety
evaluations)fffiid 2 F i 46 1213,

3 BYREGRERR

F i RS (0 B 1 25 b K B, O T e AT OB - 1 BURE 2 . 3 1 D k)
247 14 J5 T RASH S 58 OK 1R 5 AR R DA S 25 W R R R R AT P i RR R AIE . —
NERE I FEAR RO AR A2 T A AR cGMP A1 CMC VAR 2R G2 AR
o — D EIFEE R, SERENAYINTIAR IR, AT ELORUEZ ) 5 & AR
N 24, — AR EA R, AT DR B 2 cGMP Al CMC & B AL

HEZE,
31 PEREBRASEY

FE 7 it A FE 1 I R TR PRI B B 240K BT ST PRI AR 27 1138 o IX e 26544
BB Se Rz 2 22, I H A BH &€ MRS, 2 — € Pl R PCR PP .
TSRS S SR AT, LMW A ERD AT XD, R
A& cGMP ZER I F AL RIAT 2R T2,

TZHEREE BTET R U IFRAE— DT EMP™ G, R T DU 2wk
P (R — A TR RN B T A, 7 Z OB DAL, I
SCHEAE P R IR AR RE R SR AT 5 TR AR A 107 i o JRURE 24 72 SN0 50 24 24 i i
BRIy . BARIRBL T, 77 ol B3R 8 B R N2 AL ™ T S R HEAT
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AT AT RALE 7 i PR A A i Jo 00 o e R 2B e R, PRI £ £ 77 e o Uz A S
2y BEN P RRRS . — AN R TN, MO S OREL - LR SR R IR T, T
BB 17 i i A B

The Protein Bulk Drug Substance Development Life Cycle

A Process Development Completed Technical Transfer

Few Lots to Many Lots
Intensity of CMC and GMP Activities

L 2 Animal/Cell
Testing
i

s

R&D Pre-Clinical Phase 1 Phase 2 Phase 3 Commercial Product
{Tox assessment) Discontinuation

Phases of Development

Mote: Size of 2 study is often dependent on prevalence of the disease state, e.q., oncology vs. endocring vs. rare diseases.

Kl 3-1-1 87 T cGMP iG 3l B FEFE ™ fn At R H R4S el A R /3 A 1 o i 1
e —£8 cGMP ZR FHARIIFAR, N Hr s & i . SORIE 5% Sihh—L
TSR P )R AR FHAT, WrD Al T2 T E#N (Process
Validation). 7£23KIE B K AN AL, AN ) GMP 223K 136 Bl DK 3 5
AN filtn, R R&D KIESIANEE J7 1) cGMP ZRVGHEIN, {Ha27E b
TiHEHE R B TS B T, R&D BB TAE R Res2 2 s it B IR &,  andi ) i
AR T4 (Adventitious agents testing on cell substrates ). #EFEE R&D [ Bt
VAR S FH S0 NIRRT AE 2, Jn SR AT AT, B2 7E R&D B Bt R
il 3R BN H o

32 JREMR. cGMP. CMC WX # = A RE

FHTORAE A ] i ) 2 A REE LG CMC, X ALHE cGMP [ #5054
FRALZTH L IR P AR EE R

® CMC [ERAEIG AL M E U I S R atia,  DLGSRASIT e i Rk B ) v
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Ao X2 CMC ZRIEH AFELE cGMP U, X EESC B T AR = HHliE |
UNENEE AR M il

® cGMP [ 2R 225 8 2] CMC [ ZEK . cGMP [ ZERIE H I2MUAE 7 IR0,
X I 57 ) ) S e R R A 7 00 BTt S e A 3 N, AT R AIE 7 5T
B AR AR — Bk, EHAT S BE A A, 2RI

H1F CMC M1 cGMP 72 JREF b 5 BRI PH R AT,  DRIRARAT T2 18] B A LB E
A2 X TALFE A1 T2 K ANBSIE (Validation) FFEEM) T2 00 . UREAR
BALIEEAS CMC M cGMP ZERIHESEIY, X L858 371 A MR G #R AR o

3.2.1 REMAZR. ¢cGMP. CMC Wi X #/= R E

T2 RN TSR W R AL AE P2 FE A S i, I FLUE B L Be 8 v SE 4l 7=
AR . FDA2011 f8 3 ENEH, TZIUE (Process Validation) fLFE: I
LN T2 RN AP B 8 s I b, A T 2R AT 5E | L™ H = i &
FIr= LR ks . AR TR A MIRIR T #15 BL i) PPQ(Process
Performance Qualification) 4. L ZEIGUEENG “Ad 7 771k, HEdRIEH
HI T2k, AR ER 28 Tt fE 2 A s, B2 =14
i . TZWUER P a W SR T IR R EGE il AL, I RE cGMP [ ZLR AT

Focus CMC: Submission/Dossier GMP: Facility/Manufacturing/Testing
Eeiaety R Setting criteria ad controls for r iring and 1g manufacturing and testing practices

Y quality designed to meet manufacturing and quality standards
Guidance ICHQ1, 02, 03, 04, 05, 06, 08 ICH 07, 09, 010, 011

Verification of conformance to cGMP and to
requlatory submission/dossier standards through
facility inspections; evaluation of quality system

Assessment and approval of manufacturing and

Busauyhida quality standards and controls

Note: For biotechnological products, process validation summary data is included in the regulatory application (in contrast to
small molecule submissions, where this is not required). Validation data and conformance to the commitments and standards
described in the marketing application are verified on site.

Figure 3.2-1 How cGMP and CMC Work Together to Ensure Product Quality

BTG E SO i OB i R R, BOE T HARAARHE, SIRE LR E R —
FRAUAT ASEIL s B A P IR E . T AR T RAR S & oGMP SCHHITT
A, P TR R Y, B AUKYE ICH B$E T J5 U 58 iiX 28 T2 80 11E J7 S
o LIRS N A R i BT RE RSO N2 T E A T2
WAERIh S A G, Wb B T2 M 28 cGMP I ERIEAT A7, DUHIRF 8345
R . $E R ICH Q7° iR 1 RG] cGMP A7 B R AN A = 5 it
H BT -

52 R ICH Q8/Q9/Q10/QUIXMONT A4 He - Iy 4 Jot 8 15 T SR AT A I A=
FREMIZ . NI ERTR Y BUR A B BORAS M5 SRR, DAL BT A T
BURE ARG SRS SR A T RHE R . AN A2 T R B B R AR S SR
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Yo, NAZAET™ R R TR ARG XU A A
3.2.2 PRI REMERIR R

S B HEE L fE FH W B, Al RE R FINER CL A BE 7, DRk, U R IA
B SELAT LU PR . BB BR XURS 8 Tt 038 « 57 o ot 2 i 1A O 1 AU 5 1%
PESZ B fe 1 7 AR BT DL S R AE MR A oG . (ESEbrd, iRt @ 12
Blfa, HiEFHM™EREERTERRR, Bk, @i BRIk A ARk
BRI RS B A AP E L, fEHAR KRB, CPPs Al CQAs [ E &
KEEIE). 5 CPPs M1 CQAs A R RMuiE WAl gt B A E — el 24
CQAs. Kk, X CPPs 1 CQAs A /il i) XSS AT G B A . 738, Mg, Xk
KESHAE fGER AR gES = AR m . RE SRS HM R R A &
2 CQAs, HAEATRT R A = IlgkZ ., Rk, JESSBESE 35 2R Wt B
2T DAIE 24 1) B A AN RIS,

3.2.3 L 2% il A n 95 SR W& B XURS P4k

FATTLAZRE HE 7 s (1 i AR AN REE I AR~ ST, B B @A, X
FE AR BB XU 3 BT e B A T R S AN IR — R AR R R — AT, OF
S NI I 2R I SRS, T LA DR 7 i ) o R SR P RE 55 S AL R A2 B
77 i BRI 8, X T AR LEA DY AR SRBRE R i o R 1, 0 2B e B
FE77 ST BUR ™ i A2 i o 30 P R AR 49 R A R A 7 i / 20 A 5 R AR
LU BERAE SRAG = R 2RI HL 2 o 0T LS BhRES BT TR LA G404 T
H, okt — 0 it L EERAEA i st B R VEROVE Lt R DR DR A8 0k 1 T
o D T b s R AR UE S B aE A

3.2.4 AT ZWIEH B &8 “AEdarAH” KFEET XK EE

& S E I ICH Q8/Q8/Q10/Q11 5 1 A [F] £ e Al et & ML Ay [|] & Ak i) B 4k
ABAGNT T F SERR AR, AR HR TR (SEE ) BLA FIEREE K MAA)
B —EWE G BAES), DARTRIM/ S AR AR R TR 70, 2I6R M,
W B WA A SR R TR R A HE B8 2 R4S B . SLHERTRV B §it, 4T
BEZAEBITHBEEA B H THEIBA, £EX5 % E I CMC G RUEERIEATR A . 8
ki, TZIUER “Ad A7 METT N =AM B B 1. T2 AR
fE: BB 2. RGIIEAFEAL PPQ; BB 3: FREEHI T 2RI V.

3.2.5 RFrEER T &N

fJa s AN AR B B i T, SRR T2 R e AR RIRAS . AE BT
I, 7w AR AT DL, B N A R A e B Bkt o 31l PR s JH A BT v
A B R EORAAS AN, — DB H AT S fRE B &, I HON)E
BB BORS 2 I/ SR A o 2R AR 2 WA ABOR A 50 B 2H RS T
gy, — NI L RSSO R PR RS ICH Q10 KRB K .
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33 MrBERKRELERANE: 2%8. ERA R BRI

N2 B BRI R SIS 3, TR /AT cGMP N2 4% I 70 G S i (1 77
o FIXAWEFARE R A, BURE AT A BN 2 S

1 RO FEprBL: Al =% MG E AT, IR W% T
2. #EWIL: IR IRE R A0 T2 eV
3. PR Tl HEE 0TI e 2 %0 BUh 32 2 [ 1Y

4. WER M. AE NARAROT SR EA YA 8 /120t 7e, RN E A 21
(s PR AN 25 20 AT DAl 5

5. PR II . AN LRI ER 20148 R R A4l a6 g -
o WIMPPE 25 2 etk AR, IR BT HiE .

FE 77 it ) S 0 g A R B B Be g AN RE R, REA R (U1 Good
Laboratory Practice-GLP, Good Research Practice-GRP £5) F1 cGMP %) 5 it 75 2L %
W R Tride AR, 78 R&D Fr BORT s BRI FUR B, AN 228t cGMP 7
Mo fEERBIBL R ARSI MU B A 2> TR LR SO S AN RALE,
FHCASCH% o S PR RSG o FE I AT ) 2 2 PERTE 7 Fh A AR, Bz ARk
56 mH R B AR ABL o S A R LAASE P s PAS T )P 8 A0 S 43 N A i 1 SR 245
RETELIIN I T o 5T IR dh IR R BURT CoA N = SCAS L 8. RALEL
B WIVE SRS AL R i PRILUTBAT (1 42 08 AR HE it AR X AP BUE AL . £E IR
LIVRE A BT R, X0 T b b (0775 T AR SO 23 T B 67 i P S S il e =
AR BRI GES . RSO, X R EIe =S B A 98 UE & GLP 25K
W2 o FEREERIRI AP N B2 2T RO VRAG o2 A B2, DY IXEEn] RESZ IR AT T
gk,

FENR AR GAR B, B AR T 77 i B 2 e e AE I . T Nk /b & B e A2
HREH, cGMP BB T ZAEWE O RIS . e 4E9 . ISR AR S e N
BE W SORIE S R A B3 AT T 2 A9 HE R LA 2 I PR 25 755K, LRGSR
BEZMdh L2RR)E, I cGMP BN Z S, A& LA
AP 2R A o A FIERAE b R B B 1 DR SCH 2 AT AT Y (B 2R Y SHr
fe Mk A i B A R S UERE U CAnS e PERGEE IO, B0E HARE AT TRk
W IR RHE, B 58 4 4E cGMP RER AT .

FEIRER TIHRBE, AE 6 LAt i SO e SR AN W & 01, 75 BLIBAE cGMP IR, Al
S S, 92 cGMP A58 B85 Tk IR 11 1A BLA/MAA BB #iltn, BT
L) T EAEFHARAENGIR THABEE, R T U R A A B 80 ) 42 52 b EAE R
BOFAEDA A, SR, 24 2 MARES: S A6 AR A A% B rh il A 7= AR, TSR AT
7 i o B A B I SR SR o SR A A X6 SR AR A B 56 IE
JAT F 5 1R AL HE AR HEERAE AR A BT IR RE I . X B85 B A B % 2 GMP
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HER I BARbRE . H AR AETRY 5 B O e B EE B A 7 i

— A RIS Ya ) 2 B A R E N e St R A . DSOS I 77 Al sk
Hikg . SRS THENEDERE, o] DR AR IR RS R, X 2R E
B, BRSSO CMC #8732l . XN Z i 5 TR U
XHE TR AR B . RIFERT, MR 1S W& i DI & S 8t IR 2
RARIWE . Bltn, REBETERE A B AT 23H0 (Installation
Qualification). #EAfIN (Operational Qualification), F:PASCAY T id %, A1
SEARWIBAT B INAE BT B I ANE FH o a0 S PR /I 30 0 Wi 0 435 v 56 K R 48
EIRFZAIRRSE GMP Wi, H A TG R4 s, BTN . R4~
X AR 7K AT T o, =S A i€ R4A (HEPA) 7 ZE& Al
(Certified), X2 mILEK.

JE R ARG N BB A B S h57], (2B m R, Hi 7000 2 4 M o] Be A iR
RL2GhiE R D IR, Flhn, SMNERER KIS REEIRKY B, 1CH Q5a FIRK
% GMP EudraLex Annex 13 i ZR DL F D IR IGIE2Y2L, [EAER, HoAth o
W, WEAFEANTSERE, mREHME, WNZE K.

WA ATRER S, ROZREA R A TSN R 25 4% (compendial grades) 7
PORL TR 77 o anRAISE s, TR EFE PR TR IR WL . RO E R
BB UATH T4 . 3 R&D BB, X NSNS0 i J5 406 i s (I
B 3.3.2). fEImK T, RN R SR E - itk R 205K, CoA FEHE, X
FE R N R ) B A A oK . T2 R B 75 B R i IR 6 LA e AR AR e 1 Il )
JRARE . 0T AR IS B RO 7R B 8 « EIRIR 13 R G 2Ef B, ot /56
[ 1@ A SOHR AT KR, BT E—MEE MR (identity test) It
WAL CoA, LA S I T XSS ) FLAh i) 06 2 T AR o R0 T 08 R R @Rl
HER R TE, 782 BEAR LN P B R S A e R i, JERE S, JUHEN
THARATIN T B i A 8 AL A AN A A R 8 AL o

LEIIERLIR (conformance batches) HATHI, ik KRGt YR EIET . 1§
W KEFET « PAS RIS UEHE VR A6 SR8 AR 75 B 48 78 4 A A (Qualified)

O T 15 2% ) FNEGIE (Validated ) ORFT-45 e B4R 7= il s T2 a0 e gy S He 4
K EE . JEFREE),

18 / 55



[ 1
B StnPVieCyde
mmmmm AosiyGlPs  Aggrosch  Stat Apsiying COMP Fuly Vokdatad Processen Pants

Figure 3.3-1 cGMP and Quality System Requirements by Phase of Development

K 3.3.1 AEREBA BT cGMP AR RGN0 B B M. (1 52 fit 5 72
N

3.3.1 NFEHERALHIF K GMPs

AW R AT R 2%, RV IR, R BLS O =R AS R R SR AL S PRt A

Bapilpes
1. KRB /EMZidy: B PREH 24 WK IHT B/R&D [ Bt [n] 117 475

2. IRIAF: FEFREIH 2 MR I BUR&D B rER U B, ARSI
1 L 24 FA 26 0 5 B R TR O PR LI Sk 716 24 1

3. REF/WESFFRIBI L H BT IR/ RS T AR R8s

PR SRAR AL, K AMBIRARF; Bk 1 EIR =R, a7
fAFR GMP & R M & Fa =, JFH T Res BRI AR .

e F T DA IE 2 7 R SRR s i, BENE AR KR BILRE BT A SRR
IR DAL, HAEFEA 2N Tip SR AT, T ORISR
B BU — B RE, XL 5RT R A A B ARATT B ST kAL B FL AL T
SRR R G AT E SR E A . B, fhi1E al sEE iR cGMP
IR B b, A0 B AT CAORBE AT A AR RAE 1, AT EAGRALE ™ dh Jod & A B
2 4.

A=A, KRR E RS E R SRR &4 T BEE"F
PR /D& R o ARATT AT LSt /NI . B8 R I Rk, Bt R
TEAE R A T 2 25 B0 AR o BT 0F R 75 00 b SR PR R B 4 e, MRS
WU B N IR R R . S 51 RIS H LA I R TG B K P o 8RR
X TG 1 Csterility )+ [B]— P (identity) 214 (purity) 124 28 (strength) A2 5 1] (1) B 5K
DR A3 585 T8 N\ ) 28 4 ELRE AR DG ) o SR B O i 4 e S 2. A
A PR TR R HERE AT PR ARG 2 e = ot JBT B A N 2 A R A 7 o AT R R
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B0 m) AL T EIR PR A E 2T, ARG A T SEit GMP VAR,
PLZRFE RUREEI N AT A7 W CEAREERA SR fid#.
FEARw v CEAETERE . WE. KW MR WIRIE. s (RERB R
HEZAAMIBERINRD) RIRTEENE . P/ S & R R CEFEHZKO.

EHE RN, BN SASIAE TN, alRE= SRS TR b B
i A P AT U At AR AN — 50, DA T L 7 A ) S50 10 o B O mT e 52 i 52 4l R/
B a . L, BATHERERT B AR RS S AT — AR T RS Y, 25
A7 GLP/PRFR S AHIE N, M TR B T R RS . /7 BRI e, fE
FLIA R A 7= A 7 2L GDocP A e B PR B R

3.3.2 HHffuE

ICH Q5A. Q5D VALK AR M E WU AIHR LR, QX T4 e fe i 1
IR, PRl bR A AR SVEL AR AR TR AR R AR A e 1021722 Sop A e b o P e R
B DURE 718 SR REE RGNS, £8 ICH AN [F) B 57 [ 8] o] REAFAE 22 5%
I ELHH 5 23000 B LA RS R

FEANNR AR LR P ) GMP BRI AHG: AP sk & 3R . 400 ZE i A7
S0 RESBAT. W4T B ERE . REEERE . — MR E R )
e FH S S T AR 20 M P N/ SR e (AR B 5 ) A5t A P A S A
AEUHGUALTE « PR 1T, A1 2R AT BRI 2 75 BT T 738 G LRt B A5 o A RAN T 4
P50 F AR AR IS AR MEERER 1 FEVRER I ZN LA TE o0 £, IR e in B
RIFAE A, X2 R B,

3.3.3 7= & SRR

77 b AR SR S S S AE 5 SRR B o AH DG B i S BN B B @ B XA
LA SN . SRR YR PR By, s Gl R
&%) AW RAE R 28 (K77 Wb 5, 2 DA IR IR U BB ph o 7 s (10 42 1) SRS B
ZAERTE 7 i/ LR AT G AIE N, PRUIE dh i T AR I R 38 RE
AR AL

X7 b A R AR I VR R AE IR IR T R PR T SR R R Rk R . A
JTEREE Al BeuE x5 H H B3E N, anF-—% (identity ) 2005 (purity )+
24 /128 (strength or potency) o 1E/ iR AR, L% EHr A I R T 39 H 1
T3, W FAE BTG R IE A BOCE R . i U7 e AR
()R B B AT BT o

JRESUE AL BE A T T H U A 3%, 77 il 1R R R B B AR ZE 7 B B (e 4
JIE~ Ik 2R o £ T BRI ECE 7 B R ML A T AT, A TR EARYE ICH
Q2RV)IEATIRAIE "o FIT- SR AP REAT v (BRI 70 BT 7525, IEAZARGE Vet ) S s A
IR B S P AR B B E LR . AR, TR R
AT DLRRAG, (E2 75 20 Hod M T IRR R o £ BT VAT BEI, S RS E
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()L T 77 e (0 20 A 59 N2 3 58 R S = IR - r Mk A A 7 B T8 T AT iEAT
S YL, T3 R IRAL A 73 M 5k ] AT B g el PR, XL iy
AR T IE A, DO H AR 20T DAIEY, a8 780 i R Gk
AN B 2 A A 1) 7 o

MRYE TR AP BL R LU B B . 1) 72k A2 8 A IS S . Bk
Y, J7 T HEFEAT i 2 MR AR AN R R 7 i 2 7 B B AN R SR AT AL« ANIF]
FETHIARAAM T ZR XA . B0, HPLC J5 AT ge st % E H bx 2044
RIZERE . RS M LS — Sk, (HRANRES SR AL A B rb tH IR0 2% B ) 35 8 15 12
o HARM S R 3R . SR, AT AR S ) PR TI/IIL 99D 3 a4 P e ot ) 05 3G
A LT A L REWS R 6 EIR(E E . w BLE IR AR, DAL — B2l
BB, CAEHR 7 i ORI RE L AR 2 L S R PR A o AR i A B B
XMNEAT 238, B S — DN BOR B ER ¢, IXANBOR B HEHUR & 7 A0 R
PRI,

77 b A ) SRS P N 2 A B IR — AT, T TR T I AT RO N )
Jr AN —HWE R CELAR R BT AT 2000 .

X i 6= A MR 77, BRA — S (specification) G, 777k
FHAESZRRIE) o FAE SOZIEE — AN Ao B AR 7%, HARME T 7 R R B
TEME R, H T80 B2 hn e T FHEGR A A PR . 7RISR T 3R B, FiA% %
B NAZ 5 LGN R AT ECHE , I HL 75 ELRAOR 7 Sl ) 22 1 BUORIVERNELR P S AR .
TERE R 8 7 e 24 B it BRI TS T AN B8O R BR A N e 2R R IR 7V 24 2 %
HRS e PEEHE T B, B A OB bRHE R DLRE 3 . AERE R AR, PR SLk e
BHFE, BT EEN . WE R, BEEU AR, AR N 1%
W, fES RS (LEW K. RAE. Bk, IRIKEL) MEFE. &, s
Bl 2B, ATRefEREIm IR T BA R B 52 b it — 2B FH Al . I IR T B A0
M NAZ AT G T AR AR AN T L, B T ELORIE R I A AN R,
B2 bR AR P2 e . AR P R A AN I R SE B i

FE77 i TR BERE R, 2 A B AT RERE D o J BVl VA AT RS (R 52 o
DR SERTE R, NZ 5 SR AR AR AT AT EeE . 3R] DA E 4 A BT
JEBITTIERY, SR ER IH & TE 70 [

3.3.4 XL — MR ESR

FE77 ST A I RE R, 75 287 B B ORI RBIE 7E Al LA 2 (I O it (R
TS, F A SRBER IR ERE Y 5 RES OO . X AR IR R AT
FARRIE RGN i ARG R B T2 DL R i e A% B R LA A P I BOR B
Bkt

TEWRESN ARG GDocP FRICFIF H T LLERS, IS H AR,
0K A B B RAIE SR AR 10 ST I v WL 2544/ E TS T AT 0o 4n SRRT e il 4
AR 7 . ORI B8, 727 fh T A IR AR5 SE N 2
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FE77 b (BT R RERE R, AC S IR T SE IR, I B 28 B el KRR A PR ) SR
e JEORHEGIIE A 1) o — A BB H o W R Bl N AL AT I I I B S e e = H
SR BRIE A R el . REVERAGE, A SEE, BTRRPRURT
MHEK, —Slie=HERENE - DMANRE. HTREMBARIRE 1 W)
LR RS BIHAF S EE, 2R 5 A BAT AT R R B
R NBEAT =A%, DURA R AR RO HERR IR AT 58 B 1 o e 2877 AR ik it 75 22 m SE s R
A7 APRAIE S B o ST SRR B SRR BRI AT 33, N 1% 7% 16 B1) 2 P 5 1) 1) AR B vl 1
HHIhRA o

3.3.5 L& AME BB

FE L ZRT TR RSB BL, e AR B4 A5 2 AN 2 I R A dt o N 24 G175 2
RIS B 7 58 DU ST ot B KU 3 T 20 R B 7= i DA TR R 2Rt (L3R As
4.0-1) W Im PRI A R VA P B BRE BhAEA, TR R 5

Ho

1T b R RS BEIE I AR S B, M0 e 2@ TS, R AR R B 5
B B AR AR B BLCR&D) , $AAT MU At LA € X CQA 43 54 ) CPP.
BE X a5 B E B T AR SRS PR IE CQA 1R R 2. £ WP, X
ARSI, IF H AT BB cGMP &M ER 2 1) N AR

B, R&D B BRI T RMNAZA R . Rk EER . AR
AT BN Y LR ZIY BE PR, TR JE S2 a2 A 7 s RAE 72 B A F 194
BE AT LG, 5] AR 5 i XURG R8sk BE A% 101 HH R I HLRE 0% & B FRAIG/9H 5
N7 HEEFSEEOZ B AR, S50 TAEN RERIFA cGMP FIER . fUFrIsLEk 2
R RN GERAEIER K GMP 8591, 2/, #F RN N 24352 GLP. GDocP 5%
W, PAUBRAE = AR B B B Se R ISR ) 2 . . VIR, HAEWIE .

T EWRASUR A S B, BAE R BOE M ORIE SIS R ErEh T, SOt T
WEEh s . D RNAZORIE BT R 22 AT UBCR I IF HAEWS AL AN CQA 1Y
R $R T FA% BRI A P Bt . E2ARAAEL T, R T ZARER ORI A A
RENE St/ NI I A7 o AEIXCRP GO T, I PR e B AR 7 m] BEV I 22 IR /N
B A7

N R SETE AR AR P IR )y, 8 BRI AR i AR AR KR P R AR 28 | B
1 GDocP 24, EHH PN RZ B B B, JRRIEAIRHE. 4897
AT S . ££ R&D BB, B B SRR BE | 12 1) Sl o] LURYE 5 224 P AN A,
X AR (R 4.0-1)0 TR FRER 2575 18 21 ] LASCEL T CQAs 7™ i
AP LBt N T REIERIXA AR, LT ARAER 225 2

® {K GDocP Ry B 1% T Hda Al 75
o fHHHEAACTEA, AT, RAEEHRMH EA/ L FA,
® ORI TE/MIA T S, AL AR
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Fl5

XA AR S R BB R

Ykl g B

B IE 1T BLR SR 5

WA YD RHE. 1B

JHE AL IR R BIE

ZHkh . R ARUE R B
® RIS AR LSRR R

QA MZ 5K S BERHRK HERETIINGE . ST R&D W& 3hA] L TZMT R R
FARE S VE R EIRETI0 L2 aha HARNEE, R AT 2200 5 2
TAEREN SR R E DT, BRG], RIHERIRIAR T RS, QA 3
SR E A EE, ROV 225G 7 EEARR, JFHA T2 02z 3
AP IR IR R R o R ORUEFR AT LB Bl HE A& R #EAT IR AT A5 50

TEWR AR Y, i 2 AR TR B T S B AT B, X
A= AR . N LW RE RS A5 BANRIR, tn] DU T JE /& 75 it
T Z AT D9 1 R DR AP AN Gl 2 12 MR SR IO E AT, AT LA S S
THI PR AR AR IR B FRPPAL AR 2R, Jo 5838 1T RM A 9 A OC (R AR 2 T AP B A S ) o o
TAF o FEIXAH BUSAT A IR AR B B RR i B A A A 1

3.3.6 HHEH M B

N T T B A B A S R P AN 58 4 AR )R/ 20 PR T 51 4t O TR AR S 1
PR, SR ZUAEFELE W REGE DL R IRAE (Qualified) o 14 i /F -1 a3 TAF
MR . R OAUER 4B E R ARt (Purity), BUH HAMgE &1/l
%, WA CAE A A0 o ANEAT AR 4E B R F T 2 B 70, NOZA 4
FE 0 7 925 P 6 B 150 B R A e R ) SR e SR S R A T AR

N T ARV AE RSN SE B o, S AR 5 BEE 7E P s LR A AR I ), &
/b i BRI RAE il A i AR R PR Al A e EL 3 BEIE FE A1 o £ B BRI FT AR
AP AR o, A A A R R B T35 BT U o AR e 2
AL T IR T NG 2550 R AR, BBl A A R S RHE R, Hid
HHA® (R TE, BAEE AR, #I0). HT GLP % BEHT7 I FE
HEPERIRL, 2R cGLP B SRAE A AR AT A A AT

HliE TEFRELUALEFIE % (batchrecord) B3 185 F M (protocol) 2 2B H.
SR AT T HE v o AR AT SR 7 AL HE AR P ) AH SC IS B A ) e, o
JRARFE PAZ 5 R8BI AR A A A & 1) 138 s F Had s A4k DL AE AT A
[0 Pk T SR 0 B 2o A3 B2t AT BAVPAS DA i 0 A = BRI PR TSR it 2 T) )
FESE o 3] KT A 45 ) B BRI TR A AR O A S B AR TR, Ttk A RE A
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BT BESRAS — B0 785 TR wh e AR BE IR AL, anSRARAT B £ ek
B BRI A=, ARSI & F AL - i AT A

R ROR B, SRR DL N R B SO A R A R RE 2 R SR IR R AT T
XAEBL T, QA/QP X JFUBH2y A il i MRS . L 4% SR 7e 73
I ANPPAS AT 22 F 7 3.3.7 A FRHEAT ZORZ AR 2T 2, X2 g EoR
(Mo o BARC A BN SU AR 10 H Ax, BRI FONIG RBIE 7 A P RHL SR AT AT LY
PE, T REBSHS A T 5 I R T cd CanZg W ah 7158, — 22k
PEAETE TR cGMP ZERM T AT B BT SO FE A I A 7 AR 5%, H IAE T3
GBI R, AR TSI RE R 5 ARG IE S U b
XA R EER, H e R HEA

3.3.7 ImAREE A =M B

Bl TR ECRZG B 270106, — EREBE ) cGMP I il 75 2252 0t, {675
JEURFHZ430 AR A0 RE RN 25 R SR, BRARNDI (8 22 s oo BRIk, B Il PR A
A PRIAE 7, A T B A 5 AL B BORTAE P ARG N Y cGMP A BER B, F
TR, BUAIRPRIE TR R M B ], BER A HlE AR A A F], X
G RS A e s CGalBR = et il s ikt A &) B
ANGEAAIA o R b B Ak RO R R AT JEURE 24 22 18] ) e 2 15 JEAE A B AR FLEE Y
nsRerfg, QLN RE NS SR ORI A A R g e, U
T ORAE IR/ ARUE R 260D IR R HIVE o G0 SR T5 22, XWpkbdt AT n] AE R
Y A CRy) 2 27 J 18] A R 25 SRR 50, 25 2 IR,
JEH AL JEURE 2 MRIE A B B Je 0 i PRATE FE OB B o

MR T AR R RNIGIR T 1, Ar2EF X SEiE cGMP, T8 (ansik
I0AE), HEOSRATRERI R B BN . 2R, AT A —s 8 Cnkzil. %
BRE. WEERMAED AENE), ZRTTHETE NI HIAHE . Wi —se A=
BAIERM RS, n— A RESRINE RN K25, kRN
RAREHES 547 8E, BT HARN R 7B DL 58 AR = it 5%,
DA SE AR 77 2 IERI AT HUERIC . AT BLER/NEINLR, — AN ELIRA B R
FAE A QA BB T KRG H T, 7oA T2 R 25 A3 i =58 .

SR, A IE R HIR cGMP S RUVE R R, AR PRy L ) A =
B EIIN . XA RN, BRGSO E R a A L2 S E L 25
AR, [RIEE 2 5] AR As e M IR R AN E & /5 2210 NDA/BLA/MAA
R . I TR A CRasE R B A 7 AR A AN AR B T B A Ty g AT
CEPERF T, E BH B i 5 1 VAR R I S R MR A A ) T v
SR

AL ESBEAE AN T B6AE (Qualification) 7] LR By BoE M H /712, BiEMERE

LA = G, B0k (Qualification) VR FE 2B T 217V 1 783 1 IR
FEVE AR RE PERER AL = I, 428 1) 7 Bl p A A = i R BRAEUIRES
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FORE SN T B AL P — AR 5 BAEAE DA R I VR A T DA 2B
A= AR b A= WA AR 5 225 8 LA i B A= o IR IGO0 1 5 22
WEGATAT AT BERIAE XS T, 5 ZESE 8 70 B R . QR R AT, (A — R
YUkt e s AP RES AR 2 cGMP RYRTHR N IRTHEHiliE e /1, XL — Rk
A5 FH AR RENS D> KR OBCRTE W IO AE L . SULRI, 55— oAb 0
AR B EKTE B AL . JLAS BRI SEB s — Ik 1k
SPigg EIE DUEAs . BRI A A . EIXNE B AKATREA T A2
) HAA — BRI S e il BRI IRIE (Validation). [Alth, $5)2 %7
i G2k ST 0 7 ol 2B 7R A AU RS ¥R B E A it SR R 1 2 R B ok
BEAON T il 22 T8 [ ¥ 26 Bt o

MR B B BIIG PR T3, A = il ) 2 AR A 2 IR o SRAG-1IE B f w42
S2VaHlL CQAs. CPPs [15 BN =4 LU 5 siC IRl JFafE £ Sd &l
EF? . CQAs 1 CPPs (IR M AZMH 7> THRFIEM L Al etk € CQAs ZALIIFE
JZ o % CQAs O ik A RN B 5E 2 )5 MAZSEHAH KN CPPs
oA BRI, P O B T R 2 AN 7 el o B 22 (B RS . CQAs FR AU Z S
DTRHETR R, R S AHAR R R 2 . i 25 s A SR (AR pH T E
RIS o

BRIz Ab, A2 = T2 35 SRS BP0 e B T2 08k m i fi A i 45 . i SR 5,
ICH Q8-10 FF S N S, [FIIf B %% [ R 4 r= TR g 22 7. (i TR
HEHEIRAE 2 (Process Validation) B, W 245% F 2T XG5 A T 15 2 58 Ukt
KA B G 22 Al A5 X T8], 7] fg e F 25 BRI & i s A ik 21 4t v 52 5K i £ e
B, HERXE, FEWERE M. SRS EM SR s 4t T2/ Hr
TERIEAE (Valid) & —ANEARER . 72 R A ar B BA,  H e
cGMP ZER AN 3.1-1 iR

4 ARERBHBETHEMERM cCGMP HHEFER
AR FIARTEATFI% T HEFF L cGMP A= A R&D B B3 1T A1l IR
WHFCIERE T AR AR SIS IOHERE N O 7 ) I BOE R i, BEE

PR FUR R, cGMP ZOR BN . Jy 1A (1 A Tkl
IR P SEINse i, R A DUZ I R G LRI L R D
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Table 4.0-1 Quality System and cGMP Recommendations by Stage of Development

& R&D FHMA IR 1 35 IR PR 11 $A&IIT 3
e ® T HZMK | e Riraek o MELNELEBHEY: | HTiH cGMP & (W ICH Q7 RREEVLM-Z 4
® JiE P ERE A Sl FRE X | WREHERER] (B8 | SRIFHEMETERE, AILHE 13). Xtk
LR W, HESEI | EEEM, M EIZHREF]), FFH % 6k, AT DMRYE R MY BSE il (B an 77 vk i 4T
® s 56 = B4 SZjifi GLP FIT A 7 R SCRY PR E RS, I EHGCSAIAIE) . QA/QP Y
il [EI % T e | 9530 ® SRFUFEVUERRLRAEFS | BSTUIAR AT RIS HABER TR ] (BRaE 2 iy fd
® URi&IC | AN GMPHiR | @ EU Al ok, B — B | BEME), ERLLEM A RS SRk
514 ® ARG | FDA K R Rk 55 SR A v
® UK FNE R ICT | GLP E3R | @ QA/QP HAZJREIZiH] | @ QA/QP S5 IHE T WAL R,
17 W& %E, | . L b BdE (sERk | CAPA HIHtL#ETE 3
® I FHERRIG, | L AR FIftbic . b . ® JTE I AV 4R 2k N A 2L B0 B % BE S (R AIE
et ¥ LA S A A PN COA, FREE/KIEIEITF:. HAT LIS A5 TT. (3%5] ICH Q7:Mi%A Ml
® ML PURTFF= AT | 2. % . AE) Wi 5K SEF AP E T EAT QA/QC HIERTT)
W SRR 3. W& Wit 17, FINFEFZFTEN |0 JHEBUR (WEE/SOP) T2 H QA # %It
o L | e fFHjdREA B WGEM AN HEo RIE X Se bR fFE P A IE A,
TR & it HI B RIS | 4. FEb IND. IMPD) 5 L8 % DA AR LA RO R 2 i S PR R AR DL
(CAPA) FAridsk R&D | 5. #EIRS | @ LW A 2 A Blo TEIMR R BRI A B, HE3E 8 FAH S i
® Hil W TG B) FEFH . R mZESE SR | RS DL T2 RES) . giR. &N
® JiEth |@ HMEILHRM | 6. ILFEMIK H T E S AR A = b R AR B ZE FEAETIUH A, 7K
W E DR & X, mBEUMAEARWT | K, HARERE, RIETIASE.
KIRAIR ) | 7. FAFLA L fid s, R IE R ® QA/QP H 5 E HIEF it COA. i/
BB LL AT | @ HOAEVE | E. WEEHASGWNE — | KFEBENHRE. WZE. ABE, B ENHR
FFal@viahan | diicsdE | AR, fUr RS, & (41 IND/IMPD) DL K oAt A = s SO 2
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MOFERIBIYIERE | REIRAIARHE | (R AR ANFE R 75 FIFTE AT SBsUT G B a, BUTEEZ .
Bl i, FHFAL | RO P M DL AT QA/QP 1] LUK A== [ v ] i B AT R 97, a1k
IERHEIR, | @ FE—/F= A L Z Bt AMRIE. B HIURITTA AN R
J5 %2 GMP RikFEd, BHEEHZEE | e FEIRKUT MR, Nzl d R & iniE
fLRxt Ee B, BN TIBER A H FE ) E RGN LI 3. AEHUT L E R
B R L2 URHT AR = Bz A e % . 22 DA A E R
FT A 1 GMP )i 37 T # A CAPA PZfERIE KA ie 8. Mz fH A
Nz H &R A R4 B 115 R A 78 PO 3E T SE IR o (RN PR THTa HA,
L JE N = | S i e Moz E A m = EAR R
T H RIS R o Mz ML R HAR SRS AT BE
® HEIE=FEF. K R QA/QP HLHERT, IEIRWE 5T M EIAE T K
W, 7 ELE i AR 2 AR I PR YRR @ S AE LA
DA RS, B | e Im/RE R FEHIMARE, RAZARYEARHE FyE
fF—A Bt i S P A 9 SFKHRRALRUE. 2R RAR B SAZ AR PR 1 I Y
] LR AR ETFE T HAT, IND %R} 55 S [ I A N
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Paints to Consider in the Characterization of Cell Lines Used to Product Biologicals, Center for
Biologics Evaluation and Research, FDA, 1993.

Points to Consider in the Manufacture and Testing of Monoclonal Antibody Products for Human
Use, Center for Biologics Evaluation and Research, FDA, February 28, 1997

US Regulations
and Guidance

ICH Q5A(R1) Quality of Biotechnological Products: Viral Safety of Biotechnology Products Derived
from Cell Lines of Human or Animal Origin, Step 5, February 2000.

ICH Q5B Quality of Biotechnological Products: Analysis of the Expression Construct in Cells Used
for Production of r-DNA Derived Protein Products, Step 5, February 1996.
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ICH Q5D Quality of Biotechnological Products: Derivation and Characteristics of Cell Substrates
Used for Production of Biotechnological/Biological Products, Step 5, July 2008

Note for Guidance on the Use of Bovine Serum in the Manufacture of Human Biological Medicinal
Products, CPMP/BWP/1793/02, 19 June 2003

Guideline on the Requirements for Quality Documentation Concerning Biological Investigational
Medicinal Products in Clinical Trials, Draft, EMA/CHMP/BWP/534898/2008. Final. Adopted
14/05/2012.

Recommendations for the evaluation of animal cell cultures as substrates for the manufacture of
biological medicinal products and for the characterization of cell

banks, final, WHO/BS/10.2132, Oct 2010, Proposed replacement of TRS 878, Annex 1) www.
who.int/biologicals/Cell_Substrates clean_version 18 April.pdf

%% 5.0-2 E. coli =R ARHESZ IS5

(e-Code of Federal Regulations) TITLE 21—Food and Drugs, PART 610—General Biological

Products Standards
http://www.gpo.gov/fdsys/granule/CFR-2004-title21-vol7/CFR-2004-title21-vol 7-part6 10

Points to Consider in the Characterization of Cell Lines Used to Product Biologicals, Center for
Biologics Evaluation and Research (CBER), FDA, 1993.

US Regulations
and Guidance

ICH Q5D Quality of Biotechnological Products: Derivation and Characteristics of Cell Substrates
Used for Production of Biotechnological/Biological Products, Step 5, July 2008.

ICH Q5B Quality of Biotechnological Products: Analysis of the Expression Construct in Cells Used
for Production of r-DNA Derived Protein Products, Step 5, February 1996.
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1. Quality Guidelines Q1 A-F on Stability. International Conference on
Harmonisation. http:/www.ich.org/ products/guidelines/quality/article/quality-
guidelines.html. (accessed June 2,2015). (These could be relevant in the case of drug-
protein therapeutic conjugates, etc.)

2. Quality Guideline Q34 (R2): Impurities in New Drug Substances. International
Conference on Harmonisation. 2008.
http://www.ich.org/products/guidelines/quality/article/quality-guidelines.html. ~ (accessed
January 13,2015).

3. Quality Guideline Q5C: Stability Testing of Biotechnological/Biological
Products. International Conference on Harmonisation. 1998.
http://www.ich.org/products/guidelines/quality/article/quality-guidelines.html. (ac-
cessed January 13,2015).

4. Quality Guideline QSE: Comparability of Biotechnological/Biological
Products Subject to Changes in Their Manufactur- ing Process. International
Conference on Harmonisation. 2005. http://www.ich.org/products/guidelines/
quality/article/quality-guidelines.html. (accessed January 13, 2015).

8.0 European Medicines Agency (EMA)

1. Guideline on Development, Production, Characterisation and Quality Control
of Monoclonal Antibodies and Related Substances,
EMEA/CHMP/BWP/157653/2007. European Medicines Agency. 2009.
http://www.ema.europa.
eu/docs/en_GB/document _library/Scientific_guideline/2009/09/WC500003074.pdf.
(accessed January 15,2015).

2. EMA: Scientific Guidelines. European Medicines Agency.
www.ema.europa.eu/ema/index.jsp?curl=pages/
regulation/general/general content 000043. jsp&mid=WC0B01Ac05800240CB.
(tinyurl.com/dyozgku). (ac- cessed January 15,2015).
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8.1 European Commission

FEudraLex: The Rules Governing Medicinal Products in the European Union,
EU Guidelines to Good Manufacturing Practice, Part I - Medicinal Products
for Human and Veterinary Use, Annex 2 Manufacture of Biological Medicinal
Products ~ for  Human Use. European Commission. 2012.
http://ec.europa.eu/health/files/eudralex/vol-4/vol4- an2 2012-06 en.pdf. (accessed
January 15, 2015).

FEudraLex: The Rules Governing Medicinal Products in the European Union,
Volume 4, EU Guidelines to Good Manufac- turing Practice, Part I - Medicinal
Products for Human and Veterinary Use, Annex 13 Investigational Medicinal
Products. European Commission. 2010. http://ec.europa.eu/health/files/eudralex/vol-
4/2009 06 annex13.pdf. (ac- cessed January 15,2015).

FudraLex: The Rules Governing Medicinal Products in the European Union,
Volume 4, EU Guidelines to Good Manu- facturing Practice, PartI- Medicinal
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