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EE AR EE g5 £ HR 1 F1€r (International Conference on Harmonization, f&§f#
ICH) M EfeE S T ICH Qo4 E E & (Quality Risk Management » fi
HQRM) | » B K B PRES2E S FE A [774U4H4% (Pharmaceutical Inspection
Co-operation Scheme - f§fEPIC/S ) ELFQRM& A GMPFERAEAE » ZT7EPIC/S GMP
Guide [ffEI20 - {HQRME T K T E A A i Bl a5 K BURFRE R B 2 o
EH 5 TS EIFDASER 2 Warning Letters/ Beios s B dl e HgRa I
G B ETASE BIREEUE - ¥ 82 mBlE '8 RO A R 84 2 ik
KAEEE > FLERMHRAJTR 2201542845 MHRA GMP Data Integrity Definitions and
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4Bl T 2R AR/ E] (Chugai Pharma Manufacturing Co.,
Ltd) AITZHA1925% » HA1980F (VgAY iy B A W1 4 m » (2 20004
BZRICEIZE (Roche) R E(F - Skt Ryl A Bl e i v i HH 57
ZEEY) > N EmE L IEBEE (Alecensa® )~ LT SERFAIGRE
SR (Actemra® ) i TR TS (Hemlibra® ) % - it H A,
A —EBEE TR - oy Rl Ry fE R (Ukima Plant)  ~ iz (Fujieda
Plant) ~ F=#B= iz (Utsunomiya Plant) » A S BE By =40 &= g -
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Day 1 Monday, 26" November 2018
B ME R
9:30-9:40 Open Remarks from Japan , Host Country Fi%&:2z5H

Office of International Cooperation, PMDA, Japan

9:40-9:50 Plenary Presentation-Purpose of Training and
Introductory Remarks 455

Office of Manufacturing/ Quality and Compliance,
PMDA, Japan

9:50-11:30 | Presentation —Overview of Biologics Z=%7EU7f 11

Hiroshi Sakurai, Principle Inspector of GMP Inspection
Testuhito Takarada, GMP Expert

12:30-14:30 | Presentation —Overview of Manufacturing Site T {577
Chugai Pharma Manufacturing Co., Ltd. Utsunomiya
Plant.

14:50-17:30 | Workshop —Inspection planning f&& 1 T2 BT 5w
Day 2 Tuesday, 27" November 2018

B AR TR
9:00-9:30 Basic Manner at Mock Inspection £ T iRt AFR &L/
&4

9:30-12:30 | Mock Inspection FE#EA -5 Hh & 1%
Quality control laboratory, Cell culture Process,
Purification Process

13:30-16:30 | Mock Inspection f&E#EE - E H &%

Quality control laboratory, Cell culture Process,

Purification Process

Day 3 Wensday, 28" November 2018
H&F ] ARIE T
9:00-12:00 | Mock Inspection FE#EA -5 &%
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Quality control laboratory, Cell culture Process,
Purification Process

13:00-17:00 | Group work 434H 15
HAERDSHUEAT R, - JEBIH R SR HERT

Day 4 Thursday, 29™ November 2018
{515 e £

9:00-10:00 | Q&A session
hEER R S E H

10:00-13:00 | Group work -Document Inspection FEEEE fig- S (-FH&

14:00-17:00 | Group work -Document Inspection FE#EEE - (- F &

Day 5 Friday, 30™ November 2018
R ] ArlE T8

9:00-12:00 | Group work -Document Inspection fEEEE - (- E

13:00-15:00 | Group work —Summarize findings 2&%5 &% AT R
REEHEZ U AN RIS

15:00-16:00 | Group work —Presentation findings 5 &% AT R
st HE AR U R BT RSP

16:00-16:30 | Summary &gt
World Health Organization Facilitator
Chugai Pharma Manufacturing Co., Ltd. Utsunomiya
Plant

16:30-17:00 | Close session BfELz
Office of Manufacturing/ Quality and Compliance,
PMDA, Japan
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(1) Antibody : Anti-CD20 ~ Anti-HER2 ~ Anti-TNFs fz Anti-VEGF -
e B R ER MR E 32 - B - JBEIEMESERG R (Ulcerative
colitis) Fre=PEElm e (Macular degeneration ) 2 o

(2) Growth Factor : Erythropoietin ~ FSH ~ Granulocyte Growth Factor
J¢ PDGF - FEIEEEIEEMEEM ~ RNE5E ~ Bk E mER(E T
fiE (Neutropenia) K EFRIBE&H &S (Diabetic ulcer) =5 -

(3) Insulin : Insulin » EFEE FFERRIR
(4) Interleukin : Interleukin 2 » #&fEJE FsHERE -

(5) Interferon : Interferon a-2a/2b ~ Interferon y-1b k7 Interferon
B-1b/B-1a - M EAE B FA AR ~ BB ~ 1@ PEAZFAER (Chronic
granulomatous disease ) ~ ‘E'E Fifx (Osteoporosis) kzZ5&5 4

{BJE (Multiple sclerosis ) % -

AR 2 S IR B MAEYBIRAEY  EHEYYE
HBRREY Ny LB & RHERE - PIC/S Guide Part 11 5 " A= 478E

( Biological medicinal product) | 7 FE# A LUEYIYE By E Rk g
FEmn  AEYIVVE R YR P AR A S A IHYE - 1 H AR
B Ll S s B W HIE - RS S YEN L YA DL R A i
R R HAERE » 55 T ARG %4A2 (Biotechnological process ) {545 LA
AAE M A Y)4E I EESH DNA ~ Bl S g sl ARt s A E [k
& HARENFHEE  ImE R R TEWE © AV EEIERE R AN
Vet - WEEERRAE R 2 E M ~ SeEitRME (immunogenicity )
FoFse (BN« 58y ~ ARAp s s @EE ) -

i

4
&

ARG TT 7 EL L 7 T Tocilizumab (Actemra® ) | BRI B 4H BLARDT
fg (19G) - HEfEE S EURTERAER 3R (rheumatoid arthritis) ~ 4]
FHRFEMRAER SR (systemic juvenile idiopathic arthritis ) K B A4S
a4 (castleman disease ) = > ZEFEFEEEIT ¢
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Y :Tocilizumab

TNFa

IL-6
e <2 %‘6 Receptor
. R TNFo

- I%tion
Macrophage 2

IL-6

ICH ~ PIC/S Rzt g4404% (World Health Organization - WHO )
E T R A B 2 AR R D

(1)

(2)

(3)
(4)

()

(6)

(")
(8)
(9)

ICH Q5A Viral Safety Evaluation of Biotechnology Products

Derived from Cell Lines of Human or Animal Origin.

ICH Q5B Analysis of the Expression Construct in Cells Used for

Production of r-DNA Derived Protein Products.
ICH Q5C Stability Testing of Biotechnological/Biological Products.

ICH Q5D Derivation and Characterisation of Cell Substrates Used

for Production of Biotechnological/Biological Products.

ICH Q6B Test Procedures and Acceptance Criteria for

Biotechnological/Biological Products.

ICH Q7 Good Manufacturing Practice Guide for Active

Pharmaceutical Ingredients.
WHO Technical Report Series 999 -
WHO Technical Report Series 924 -

PIC/S Guide Part | Annex2 -

(10) PIC/S Guide Part 1l Chapter 18 -
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1.

TAE4AE

PIC/S Guide Annex 2 'EF: | T 4fift/EE ( Master cell bank » MCB) |
Ryr]opie 7 B—4iRtkk - A B EEE < MHRFEMRAE SLE R T T8
i o D EEFIZ s B FUE R M - P LIF4IREEARE
MCB - ' T{E4HHtE (Working cell bank - WCB) ; Bfi14: H E4HAE
HITAE YISt < SR &) - A SR E TR I DAERZ
TEVERY T 2\ R B A -

EERT WCB [EA#E & E IR FE REAM: - (EHIGEERY]
Z SR RGE A B A DU R AR 2 4 AR 2 — 20 - A REF A
R 2 e B T Em » A2 5 ICH Q5D EWiliEMm Z fnE
TR A e b 2 A FE VAR B 2 0728 ROR G T E - ARG
EFHEEE T Z BAFIRIT T DRI SRS 1E055 > HIEE
S > DAk e Hos A -

75 F 40P (Host cell )

fi5 EARE T Rz £ (Prokaryote) K Hi%4:%) (Eukaryote) -
JFRZAEY) Rtk = AHIREAZ ~ RIERES S 2t A= P4iiRE. (Microbial cells) -
HE g ERER - 545X 41 - KiBEE (Escherichiacoli » E. coli) ;
HIZAEY) Ry A Al Z i 7L4IHE. (Metazoan cells) » H 2 SR (E
M (e.g. Glycosylation ~ Phosphorylation ) » %1 : & E&.UN &4/ ( Chinese
Hamster Ovary » CHO ) -

AR

H AAEEE R R PG AR R B AR - A AR R e s T T
& JERDNRIRE 28 e E 2B © FrEiaiE - Brainh
RERMRE R ~ INIREG R ~ B EURE - pH E - /R AL
IR BETTE S BURSEAN © BrEaia - Rre i - e - Rk
CO2 - #5&81% K pH | - BIFE & #] (In-Process Control » IPC)
fER & GRS (viable cell density ) K ANAEE SR (cell viability )

10



6.

FIHH -
AMREEE ~ Sy

FEfm I EREE AL » BeE AR S B AHRE R o AP UREE
PEEE 2 fHELR (unprocessed bulk ) JE™ & fa ARG FER ~ EfFTE
(Bioburden ) ~ fEF ~ i MERE IPCTHE -

AMAEatiL

ERFEL - AT EYI 2 A dY - dUBEEY) R R BRI AR S
MR EA 2 R4 - 4 polymer % deteriorated molecule &5 - 4fi{EA]
FEHGEAIEAT (Affinity chromatography ) ~ 5~ 2cH#afg@ i (Anion
exchange chromatography ) Kfr{&emfrfEdT ( Size exclusion
chromatography ) 752 5 &ifbiafe 2 RSB &  JHE - 1)
IEHERE - BIIEEME - BilEE A R ERES - IPC EE BT —4
{EFEE 2 N ~ B ~ S R ESR > HrlgEf S HCP/IDNA -
Polymers Jz Dimers R&E¥IERG 5 55 > 4 BIEEL 2 IR0 BR 2 HEY R
TRAEIEY) B EARE R - AESSME BB S YRt R T
fifi ~ JEESHE ~ FUISKR/N R e BRI

R wEEL 7S

ICH Q5A LT miyaE B A\ JHEE ARk 2 Ak
fla ZE it A MR TR S AR PR 8 7 B e B S 3 PR

(viral clearance study ) W% W 28R 2 E b (viral

inactivation ) Kz #%[s: (viral removal ) » 2 5B 40 ¢ i&{L (e.g. pH
3) ~InfE (e.g.60C) sAMOBEMISEIEMA » BRI - 40
M7~ IR (e.g. TRBLsZ ~ AHOSE]) o HrpARIERETB4E
BSHE (transmissible spongiform encephalopathy » TSE ) Kz 4= /G458 RHS
J7% (bovine spongiform encephalopathy » BSE ) & H[2 WHO
Infection Control Guidelines for Transmissible Spongiform

Encephalopathies =5 Organization for Animal Health {3
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At g 2 s EE HIEET P 200 ICH Q6B AWy EE fn 2 fim
B YRR A R S AR T A R SCURAES T TE - an R T el
HH REA

(1) YMEH51E (Physicochemical properties ) : & (/B 700K ~ 2R E
i ANEL ~ HERR I e A 51 2 pH {H -

(2) &R (Purity) : BT 3CHEATHIE 77781 - BAEEKE (SDS
capillary eletrophoresis ) J7E BFRDTAGAEE ~ = 0RAH @ T ie il
KALEPIEEG 25T (Gel permeation chromatography ) £z 8l
EHHAZ (Monomer) -

(3) AWy EME (Bioactivity ) @ 41 KT-3 cell f5H Lennert (GRS
(Lennert‘s lymphoma ) & HUf5 2 fkEE 4R (lymphocyte ) - Z21H]
ELifE7t 2000 {[& IL-6 receptor> n] @ A A LA In-vitro J5=CHIE 2 fn
Vs o

(4) ey (impurity) : Ry T A 15 L 4IALE (1 E 5 DNA -
Protein A JEfEtt » w8 HERECHETE (Ouchterlony ) Bp8 77 2
misE (Western blot) fgH o

(5) HAt : FyEss: (Immunochemical properties ) ~ & & (Quantity ) ~
7TZ% (Contaminants ) ~ Polysorbate 80 Kz Phosphate & -

{eti o R -

AVEEL RS Ry 2-8°CHilE - FFEREERE R E T
EEIRMLASETE - SR RE AR RS ~ B SORE R AN
RE D 5y EREEWARY a7 EAEIE - SRS R i F 4t

FEon < MRS BRSBTS - RIS - R
12 Rom P T (il 220 - DAHECRAE B R B SR (RS ML A S AH A B
SRR e HEE -
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T ordHETEm R AR AL AR
(—) EbERHEEAEZ

e o P " B S R e B A e i e B B B
il ~ 7 Rhmet SRR IEAR - JERREEE (Risk Assessment) G& 1
T W R AR R PR 2 B b 2 o TR o BRSBUSEE 2 RN
JFFRER BB 2 o8 A A B e B B T R R B 2 - TEA
(s g e A TR AETEHEBURSR - NEUIRFEGMPELRAY ISR
o RN EAR RS R R T AR S ECER - PRI EEmGMP
EHEHIE -

(Z) HFEEREESECR

1.

SER— ¢ DU e AR B &t E

JE\pz B (Risk Identification) Fy & PMEAYEERIERN - DIFERA
(561 R\ g [ R P 1 B B T RE L » R P RE R & IR S ~ B Em oo T
TEECEEE U A BRI o JR\ b s B A R R T RE A 2 465
R o —HECMPIEE S P B & BRI ~ iTAE  ER KRR
FIH 7 F ]

(1) Eh=E - B MrmiE - BEERE - MEYERE
AV ERE - ZErtsl - HEEmE L EREENEHE
A& EfEEE SR Z BB TR ~ RS
BRBEIORAF IR ~ o3 A BFISR ~ (A & S 4 (R B
pEatSR e MR RE VR N B At - WhmEE
B R BiRe W ETRE Y | WHBE R A S SOPs K i F4CH: ~ 1
PRETE ~ IPC F DS Z R85 -

(2) Lipsife-dipesses « EfoE HAERF ST - TR
S ) IPC = - Az SR S UiiEE 2 i fela s R EH
USRI S ARIAUR B BRI B RR s 2 B i B
AL BRI RS = - HIERECE: ~ TR EF M EE -

() NEEE-aiL - AR R AR A ER R SR
sl FAIHUR R RRE S ~ SO D BRI i 2 By e M
T~ RffEFAE ~ RS SE RN K DS /&hdis  wBhE
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BRI AACS - ST B EE -

2. BERT C EFTRIBE Z BT
J&\bg o3 (Risk Analysis ) SRR &H 2 &35 Frelay m b T T
fliat o ERREEN R 2 IRt R E 2 B E R e MR S
2 EAESEREHETES - lHEERVEES) (Altedilit:) TR mbe
iatHAYINZR o SEREBRS TR 2 SEPHEAMRE - ST T e A i
— IR 2 S

(1) H%'= : DS module 3 ~ DS ~an/plhnifirg ~ ZEEMERTE « Bk
mnfREFERE © AV LM - KT3 AR S AU 5
FEE T EHER -

(2) LipBfe-dpess e - RO T ~ A EFEFERSRZEER - [
EE(ERE MG - AEMEIEMARL - DFREEHRAS -
FRACRET R ~ g A B E]AE Holding time it ke BUEERH T
BARR SRl 2 SUFARFER AKX SOP ~ YAt Rt Bt
GRSV TN St

() NEERE-AL - BUEE RO RS - DR THEE K
P BRFE BRI © FEB 2 S sk s T e s -

3. WEE= AP RIBE 2 Bl st
JE\bgi it (Risk evaluation ) JEist &8 B R K o M b B EERTH L
bR TEC Y - bR aF (S s AT A = (R AR S & HagigHy5s
J& o SEHEELIE AR - B RSP BERE

(AR BN > LA EEBA 2571 #9925

= BWIING Foibe
— ~ GRPIEFIER B 2 B1EE L GMPHHRE 2~ BIFE 2k ~ S KW IDES) |
LUNBLEER A B TETT > BUFEGMPHHR E EVARURRHE 8T - #2
EARQPEpT ek - Bt EIFE & BXOR A8 - JESCMPIEE R ZEEUE FRAK
B > IRHUBEEEE ST, > T ARG MPEAE KB EEEES - (T 5 GMP
FEEPERE - WHETKEFEE SCMPEEENT M AEARETT - i BLEPR[A

T AR -
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+ EVEIEEZE IRV o SR BB NEETERHE -
PMDA-ATCHT A Bln R o i) ~ ENJE BRMREE b B EARRE &3 -
st BTN I BIPMDA-ATCE {FHEE 22 n CMPAHBE B BEG/I [ F - BRaE % B AL
BEHENTER - R B PR AR R 2 S5 CMPIE & at'E 247 > JII5RIEY
PRIETEENSOM ~ e EBPR & 1 s b R BRI AN 2 FE A -
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