1% LA

gsj 4& ARAT IR
TRREAZRBENELS D5

11564

ST EAER LEE161-23F
%A T RB BB RN R A S
FXEH PEREAYFSALTH

#F X F3R  FDAZ F %09914083263%
A ¢ A ARt 3 0% B e B T Bl B M

TEHELE TAYELOHELSERAEEMHEERES 25
ﬁJi$
NI

— > B ATE friwi% Ran B EEE

— TAElapnELSRE LB EHESER A, 3
Zot  AEEFRNHAZ RS ENETEL W@
(4@t : http://www.fda.govitw) Z " &I AL | EE -

% S HARERAZAEMERREEEZRSE @ HHAEZLR

BA—E A NREE R R4EH !

(—)RMEM : AFRLEHEER

(=)t © 10441 & 3L 77 F L E AR A JL 28037

()& (02) 859066664 5146818

(myE A : (02) 25233303

#—R (¥=R)



(Z)E F1E 4 * yclin@fda.gov.tw

BlA GHEREIERNEN G  TERBYULFRN G  TEREAMEMRYUERR
e TEREAEREHERNELG  SCATEBEOHERELXE - 6460
BEXREZHERELA®  CHBRWEG - PERBAVEERRND & - HEX
AT RECHERARMENHBERRA - HEEABESERT - ABHES

BMAAFBLE - KDL AR EEAGGME) |

=R (#=R)



AR SR TR ENEEER R

2010/8/24

PR EHELSAR

|'fﬁ"éi* l%‘ﬁ‘a Wk

1t % ¥ 2 % #](CMC ; Chemistry; Manufacturing and Controls)

4 i B 2 A% b 513X Bk

(Characterization and test of cell banks)

R | #H4% T tnredFsdrn-A
Brfé#asx dkhiic, & ICH
Q5A ~ICH Q5D - £ MifE A Bs 4 o i
# % & M T % #
CPMP/BWP/1793/02 -

HEARRAR KM HH

(Characterization of expression vectors)

R | #4#% T#nsnsegsiEg-A
Brfg#gxEnhiie, & ICH
Q5B -

P S FihE TR ERBRRESEN-A
(Fermentation process) HIfg#az Emie -

BB B A2 2 AR SB |#2% "#nsnsegsia-A
(Validation of fermentation) IRELZERBR -

shibid iz S | %44 TRLERmECFLEEN-A
(Purification process) B rfzigshx EAwE -

AL A2 BE 2K SB |#4#4 T#&andniswgstn-4
(Validation of purification) Brfgsx EmAEN, -

R R | 3#%# ICHQS5A -

(Viral clearance)

3E A & dpAa b 2 Lk $3 MAR K (Comparability)

H4A TR ERBNELEEN-4
mia it gL EBRAR -

G & R

(Structures)

BAMEEN R

(Heterogeneity)

& 4 TE R

(Potency)

E R | SIABATRIMZ s W T EAEAR

(Purity) WRAME(—RIBRIFERERZ TR
AR E R RFEE R 2 F
®) -

F &b R PINBAT R Z 54 ik A AR

(Impurity) WA (- ARERE R R FE)R
TARFEE(AERIFRIFEHE L2 T
i) e

"M R | st =T 1h Bh A8 R 7 45 b 5 AT b 8%

(Stability) BAERZ By £ R - — &M

TR BRBAGHTUER KT B
B RE X EREHRTRM -

Rl 4245 5 B & 4] (Control of critical step)

Tt SB
(Inspection)

ot R
(Documentation)

Bl 4+ %! 42 2% 54 (Critical Process validation)

EibBM SB
(Inspection)

T @t R

(Documentation)




WhAE TELERACLESED-A

AMABS RIS R T R B RGE R
(Specification of active substances) IRESx FE AR | & ICH
Q6B -
A AR AR R R AR E B ERS R ERRRE -
(Stability of active substance) WhAE THRL RN RBAE -
A T ERRERL R 35 4-# ICH Q2(R1) -
(Analytical validation)
B B A R
(Formulation)
B RIS B R R R
(Specification of non-API)
B e M ER RAE B TR R R E R | #4AT 8% wEsEa -4
(Specification of products) Brfg#LzEHmAw & ICH
Q6B -
B AR A IR AR B R
(Compatibility of formulation excipients)
maREE SB
(In process control of product manufacture)
PRIE Y L2t R | Ak EaigFrRAtmkis -
(Stability of products) ¥4EF THRLREMRBREE .
BRMTAEMN R
(Container closure compatibility)
o e e R R M B E S N
(Post-approval batch change review)
FEB& AR ## (Non-clinical issue)
— AR B th B A B e B dh SudE R RBEMLALERRGYHLEL E
(One relevant animal species) A AdaEE 2 W AR ag
B Ehih sufE o
f = AL R ] N | #Z & 5BWARR W 8 A K%
(Second animal species) By FRME2EHD DS
FoE—fEREREGY -
b $2 M % 2403714 (Comparative efficacy evaluation)
N A A R R fpldo | B AR5/ R e BRI F -
(In vitro bioactivity and potency)
ANFR TR R By AR X N R AREE o RBEBYCEPAT -
(Disease animal model)
B A ) & 2 B = TR A AR R B SR
(Dose-response) P ATIE SR RSB EHE
#h 4 [ (Dose-response curve) ©
R 2R Rk B | fldo t 3R BHRAM -~ 2~ AR
(Animal pharmacokinetics) HE MY -
Eb M 2 2 M 3K B 3 45 (Comparative safety evaluation)
F A EE R 64 A 8% T AR s R | SRBRBIAMRTREIFEBREA B
(Repeated dose toxicity with histopathology) SIEEE R T ARG o B T
IR RRE R TR ERFRE
ZAHMRE  REZEREHE -
R E RSB AR RN
oY b B 4 R B4 BE A R BR HME
RBERMBOELE  RATOMAM
(reversibility) »
%o S5 M AR R TEHAER B EF MR EAT -

(Immunogenecity)




3R at R
(Local tolerance)
HEH B | BRERBFHRBZELE -
(Toxicokinetics)
£2FA N EZERBEFHABERRR T HA
(Reproductive performance) AENGE Bz R LMREW §
EEBEH S N
(Reprotoxicity and developmental toxicity)
AR FM N
(Genotoxicity)
& N
(Carcinogenecity)
& FR 3 #4(Clinical issue)
85 (PK study) R |RALFEE—FlEaHBRLEIIL
# oz % & $ X % (Single dose
comparative PK study) °
R g (PD study) B | /305899 R% SRR M RRZ
— B34 -
42 B %) 41 B8 3% (Placebo-controlled trial) R SR BAST ML B 2 B R B AR St
ZLrHZR - R ERTHA LR
B ot o BRAT T Ml 2 BB AR 3 AR B
FAFA£ 102512 A3l ATHH &4 -
ER AR Th a4 #5% (Efficacy study) B 1% % 4% 48 F M R B (Equivalence

trail) - w4k R 4 W A B & R%
(Non-inferiority trail) » #73% 3 J& 7% 48
FITREARGZEEREH -

b 1% B & 22 3 # (Postmarketing Risk management plan)

e Rk R £ 2 R ATIEH 102 4 12 A 31 B AT 4 ikEs
(Efficacy study protocol) R s 47 % B E BRI AR
BitEd -
EHRBEREESEE(FHMNE LT HTHIRE) R
(RMP protocol submission in NDA)
A8 R 2 A B kB ER MR B B
(Population risk data of each indication)
RERMFRRE D
(Serious ADR)
ABMBEEDARRIE B
(Unexpected serious ADR)
SEELHBDL)ZEMT RREETH R
(ADR of reference drug (published data))
TRERR R B B $ A R
(Expected case number)
2R E B R
(Final and midterm report date)
BE 2K R
(Report template)
FRZ MR RIEB R
(Pre-specified check points and date)
BAEARMI B ARREZEEHEE R
(Management plan of unexpected ADR)
BN E — B2 AR e k&R D
(Cytokine monitor at 1 week)
FAMENF B2 ARKEIKE L RR D




(Lymphocyte proliferation test at 1 month)

HEISRHEE
(Education plan)

BETREAERFEERALBAEE
#i3 o HeR A E L2 A E M
EEFERTRBEAZRARRIE -

BRnmiegitEd
(Traceability plan)

MEHEEUREREGETEMGERE
(Quarterly sales report with PSUR)

BEERFITA AR B LIt R
% -1

HEPAR ik
(Pharmacist verification report)

e R RE e

BoaiE ARG EE

B BERRIELIERR B RRA

(Registry plan) B o
NAR G E BEPATILRREE 2 MR
(Compliance monitoring plan) TRIE °

VAHE B FEAE 3T RREEFETIHRTRRETL

(Compliance monitoring revision)

BERFALANN BRUESEFEE
REFTRRE ML ER -

R E2it 2 8 &34
(Self evaluation of the plan)

AR5 RE N ERT A AT
SAEH i -

g AR TR ERITARZTR
(Qualification of RPM investigators)

ABZERELBIHFT Ik KIEA
ZRAKEN  HFINRRAEFS LI -

TR RRE EH

(Final and/or midterm report inspection)

*pEay
R: BHBEMRMZEDZFHRMES -

B: i #AMMZAE ZHHRRES AL 1024 12 A 31 8 AT ENEETH T2 HNDA ;
New Drug Application) » 45 F R RY EARE LA B 2 THEBHRES -

N (DB 2 AR ES R 3% (IND ; Investigational New Drug) ¥ 35 @ A9 H & oA B R B2 2
BE  BRPAGAEIEHRMER  SRERMETHREES -

Qs HFRz g ARMERE T HREES -

S'ARREBREFEREFEEDERYERI(GMP)Z & BEEA X -
SB:AXREBBEALEREFLELER YW B RI(GMP)Z & A 4 EEFEN 102 £ 12 A 31

BATIR AT EFH T2 ¥ H(NDA) » 45 F LIRYEMiE o

D:i(EHMREME LT HTZEHWNDAE AP H B ABRARLLZMES  BRYAFLEF

HMER > Al ETRRREE -

(Dt 452h 2 5038 » JAARMBIAB X AHRBESE -

k¥ AR

() Bk BAARZTH MHEREAZ M F01 A 07T B AL TS EREEESED 91 401
A antxr $2tninE s - AR ERxE%45w RITFI11A21 802" %

SEHMACEEREDN —Aipiait B S SE R | WIE .

Q) AXMHEREAAHBAHAMAMRBELZEEL T wRAEARSERZIHERY & R AP

W THRATHORARHTH -




