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FE~ B u bR L o2 B * 245~ USAN ~ JAN ~ BAN -

fL %%ﬁ?;}:
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4 EE

PRt 4o 3L B4 ~ A F 52 v 8 o
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f. WAz %
THREARM TR ol SRR T S o Haez [
WP U RRFFEF I BFRL 0 PRIERP 2 34% -

1.13. #jx 1 # 2 (Characterisation )

a BRI E B W
R e Rt 8 2 SR ST Bl 34T o

b. # ¥4
- X
IR B2 PREHNT AT T R Y AL T 0 b
Yoridp¥F F PR (relative retentiontime) % 57 o @ et R drz
P T RO E R T E ]

4 EE

Bt % 2 PARM T B H D E T
1.1.4. R#1% & 4] (Control of Drug Substance )
a. Ltz

¥ okl 24 2 o w 2 ek % (acceptance criteria)



b. & 473 %

it R R 245 2

Mtk 36 R 2 AP M A 47 7 F 2 FE s licdy

Bedt B AP kS - A4 8dE (40 IR HPLC) % 7
Bk 2 R k%S 53 (CoA)

4 EE

IR R I R RN R e U A N ekl R e
e. R MM 2 kg

TP 4 TR R W iR LB Gk A B2
PR o 3 TR T AR IF o

1.15. $RiE% 2N 4@t 7 (Reference Standards or Materials )
USRS (e 3

1.1.6. % B3+ % % % (Container Closure System )
- R FHE R BHE L AFRRP ¢ EHF R
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1.1.7. % =+ (Stability )
A & TLILPEE 2 B3

it TRk E R SRR A3 2 S RRIEE S T

FREFLRE Y THEBERTE S EOREOFFIANFTLE LR
RETFIEE S R R T PRRASRR Y BX T2 PRESE o
% R B
o P A P2 A 8 ddy o
1.2. 3 % (Drug Product)
1.2.1. = sk 2 e =2 (Description and Composition of the Drug
Product )

IR |

Ik

BN R e e P E A AR P
£% o ¥t Fe Pt s il 4 u/]e DV el B

1.2.2. Z&| B A= k% w5 :E (Pharmaceutical Development)
FTREPRTE RS EARIBFFCE -FFRFRL T
F P 2 A5 e

1.2.3. #:¢ (Manufacture)

a. 3Rk
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a2 B Bl B9 e ARSI L PR 2 A

FF X 2APM AR F IR G R

1.2.4. g&25#| ¢ 41 (Control of Excipients )
RAORE S AEREFAFR T A FELERTFFLE
Lopfedt o ¥ R EFLRAREF A P F RGBT
FOEHE P B ATERRAGR] ) 4 RRTRRA R 2 W AT~ e
R~ IR R I PR FREAS T E
3 o

1.25. = & #] (Control of Drug Product )
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Mtk 36 R 2 AP M A 47 7 F 2 FE il

N

BERRE R AP EG (AR TR SRR 2 %I H S o

PP R BRI

PPFBR B BV R Ao TR N Wip HF TR
(relative retention time ) % 77 o & Fost A w2 2 P B30 B4

NI TIE

f. R &30z ikdy

1.2.6.

TP ) R SRR R ST B 4p 0 R B 2R

e AR 5 iR 4 B (Reference Standards or Materials )
S
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1.2.7. 7% B4+ % % % (Container Closure System )
B e EHF R A2 2 RE%RIETE
1.2.8. % =+ (Stability)
a € TR 2 B
it TRkt B R S HRBITED ~ A 2 BB ¥
U - NERCRLR R A E
b. #7888 TR%RT R F 2 K
B ELT TP RERT T2 K FINFLT I RR RS
T 2R T ORISR B T2 PIESE
& T %R Py
Jo e 71 1% R et 24 Hp Bidg o
% &4t 2 (Placebo/Active control)
BREZFAAREZ W R~ 22 ek 5 o
1.4. #&#& (Labeling)

ROLESR T B % RN R R
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;} 3l

C.T?é\_

Bz ® - @17 Phase | ek 25 ik e > 112 AR TR FF L o
2.1. B % (Drug Substance)

2.1.1. - & F 4 (General Information )

BB EREEL &L Ao INNS F o 8 4 2 PR R
po R 22%*}!} f,.%é_ v 4ok ];,\Z] 2 ?%"-‘ USAN -~ JAN ~ BAN -
% CAS % o

b. i
- X
BfEREF P EEE (BB AFTRELTE

4 EE

bt e A pe B o5 s S 3 AR (dopEit ) 2 A3 E o
C. - AP
e - RALE2 it B o
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2.1.2.
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BAEEF Fr 0 (VB M 4 H L 2 (S o
#]:2 (Manufacture)

HWE R

A

otk RS RorTen LA S B pl o

WAz s WA E 412 f it

- X

O S Yl B Rk A I CE R CERE N
HEREE2 RS (F R M) BRP R Z3H
BE4ESh B8~ AR F) - KW R B IFIELE o

L EE

B ER { 3B B & 5w kR e auE AT~ dm i
Bl @A W PRF L R EEER L N e

Ot o T2 Z it 2 Ap e BARE ) o

Rede bdzdedr 2 B4~ R~ A2 2 2 R SR -

AP EE
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e M AEH FrY P TR RIGEIE P 2 iRk .
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S ER
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4y ER
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FREAPR TR ol gy SRR 2 £ o WAgs [
WG Rr W RREFFE T EFRL 0 VRIERP 230 o
2.13. ¥HE: BHET ( Characterisation )
a. BRI E H B Pk
B ST RBl¥fEr2 B0 FmEF (of Hidl) o
b. # #H 4
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PREE B BT U R 0T R LA T 0 Bl
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2.14.

a.

b.

C.

d.

vp¥E o B R (relative retention time) 4 7 o & dret K Fr2 A

W Y RO R Y 2 17 )
R =g >

PEARM A S g T o

44 % & 4] (Control of Drug Substance )

Motk Rl AL B BT R 2 L TR o

A P ES

B ERPLERR 2 o373 E o

A7 E FEPT

Bt BB Z DARRE A 453 2 2

FL AT
- X

i E RN

FErTHcy o

P2 B FEE A 8dy (40 IR~ HPLC) % &

s 2 ot ER% S 5 E (CoA)

4 EE

VR LR AR T X LRk AR P b B -
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B - SR a1 IR R o o ik - Rl r‘-'r"%]‘ » J LR

Kk~ HBREZTARR 4oz f%%%i%r%—‘ﬁ P BEP KRS PLELZ

Tr 7% (2% ) “HREFRAR -KRFSF L - BRETRE -
2.1.6. % B4+ ZE kst (Container Closure System )

Bt R 3 BHE f 8-

2.1.7. % =+ (Stability)

a. T RNPEE 2 2%

b. Pidis X THFHRTFF 2 K
e B RS % TR R 2 ORE AR T T PR
REFIEE 2 U RIRESR Y B T2 PES E o

C. & TPFs iy

et i & (et 2 4~ W dicd > 2 % 30 Phase | Tk i85 2 Rt

2.2. & & (Drug Product)
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221, = Fp k2 g a0 (Description and Composition of the Drug
Product )
WA B IME RS fe S Ea o AP NS b P
T% o g3 @ & % Nl fr e 2 fmz/\’ﬁ" R A A e
2.2.2. &R B Az kg 5 (Pharmaceutical Development )
FREPE TR R S U RER R LB IR 0T
FERP R A e
2.2.3. #:¢ (Manufacture)
a. ®id
e B Foren L o
b, $+=tpe
RIS R AR PUE S R
c. WAzz Wiy 412 4 it

s mor W B0 R HRAEHI L TR

FEt R FA & (4o 8378 ) 2 BFoRA A (doz e~ F) ~ fieig ke

PR LN LR %) o R M B L 5

\v

g 45 2 iR AR AR T R AR
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2.24.

2.2.5.

a.

C.

d.

£ % pp el $HRTFRE

258 & 41 (Control of Excipients )
AR R EL R EETEFZEL AR T ARt
RN gg@igg@aﬂf 707 Wi R Ryp2 = ; F & * A7

B 0 R BATRA M2 AT MR A A IR L

EIT 5 PFFERTR T R IES T R T o
= &g #] (Control of Drug Product)
Rp

A R e AR R R iR R e
A P ES

BT 2Rl ko do HPLC & % 2 A 3 d f/ 1 8 ek -

s kR

T R RIF AP M A 452 i 2 R ondkd o
AR
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BEPFSR - AP EGEUEFTRDERRT B2 %253 -
e WP FHE SR ET
PIEER B PRV AT VR RELA T bl
AR ¥E T R (relative retentiontime) % 7 o & Frd KAz A
B T AR Y TR
f. R s mMz kg
JEF M ] = G2 E T TR IR 2 iRy R B2 R
BT T EF RR T AL IF o
2.2.6. ¥R 5 e & (Reference Standards or Materials )
Terip To— Bl gt 1 (TR o o fh - i b 5 o s
Rk~ BEARTALS 5 4o 01 TR &y o sl Rk~ #4502
oz & (222 ) ~REFRRRE -wR>HF - HRETER -
2.2.7. % B4+ E &k % (Container Closure System )
P & EMFT R A 22 BRI EEE o
2.28. % %+ (Stability)
A & A PIEE R
k% TR G ER S RBITER ~ A4 KBRS T
HNETEEEG T2 ERD -
b. P % TP RERIFHT % K
B E® T PRE%RTE T 5 KE IR LL TR KR R
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TEE 2R R PRER Y FX N2 PIED
C. % TR &%y
Jed 7| F P 2 4 B Bicdy 0 T4k - { R72 Phase | @4 2%
AP REREF
2.3. X BR/¥E % (Placebo/Active control)
BREZFAREREL LE R~ 22 RFBIHE -
2.4. & (Labeling)

RO F T FAHBEL RS
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= ~ TRA 5% Phase I /& 2 5%
Phase |1l f/k ;#5152 CMC 7R Jis { A7 Phase 11 ek i85 1t 22 CMC

T L2 Phase Il Tk s8 2k IF L2 & T8 & 2

T

3+ Z o
3.1. B % (Drug Substance)

3.1.1. - & F 4 (General Information )

BB EREEL &L Ao INNS F o 8 4 2 PR R
BB 2R Lf o 4o WY L4L - USAN ~ JAN ~ BAN -
% CAS HofG o

b. s
ibﬁ%ﬁ?&:
fEREEF2 P EEHE (s HEH) AR ELTE

AP ES

BPeit i e B 5] S 34 (dopEit ) 2 A3 R o
C. — B F
- X

B R E 2 12V F A b plded ok £ VR ER

o

e il s FAfRAEY B (pKa) ~ E R EL (pl) ~smRE S B A
BRI E AR GBS AEE SRR R R
FiEFE R RS SR
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3.1.2.

a.

AP ES

TEPRif o P 3L B At ~ 2 B2 5% {84 -

%3 (Manufacture )

RSP

SPGB RO LR RE T K W B Rm ST

B LR O P Ak REE FERER

WAz QWazd 412 4 i

fL %%ﬁ?;} :

et v s FoAlf i WARE WA 4] o bl

) & =B NARR B EAS P BRI R EZ A
FRACEEA AP H B (s R E) > TP
P (EiEiE 2 3 H o

i) % F0E RGP % Y8 & Ao R ~ R LT A S 2R
B2 * B2 EHBLASNRAT R AP MY I
WA EF R A2 FITFERE (o BB RigE ) o

i) His md@242 5 (Ao 2 Q0ed Q9fr) Fip h 7% ES

3Bl AepE 2 WAmEp o

§&¥

+

o
e

Pt

VSRR EER S 2 ) e A T i ;ﬁ“tb TN N i o
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AR A o DRELFMETE AT TR
Azdede ~ SRS LI A G B KR R A R T m R OR e
TRHAFEL

2, R .
EELE T

Bl dvie % R E R f PR SR E PRSI
2 FAL e T me bk R R i AL e 2
BRIPPEFAEFEAGERR T L 2ETFE KRS T
FBp R g kR R R B AR S R R TR R
o
d. MEEHHE ¥ BHF )
8
Tt BB GES T2 RIRIT B 2 RfciR i 3 Sl 2 4

Wit o it Wawd Adps ¢ FH O H R R a2 TR 8

BREL AR AR R iR
LpER

Bt A2 i (7% 2 AR B ENE PI8 H 4r o
e. WArFE»TE [T
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%ﬁ%ﬂiﬁ%ﬁﬁﬁﬁﬁiﬁﬂﬁﬂﬁﬁﬁo
f. WAz %
VR EAR M TR Aol iRy 2 R T f IR o AR R [P
WP U RRFFEF I BFRL 0 PRIERP 2 34% -
3.1.3. # i - # < (Characterisation )

a. B2 A6 ik

Tt R IR TR ¢ R PR EFH(UV ) o th k(IR »
Fa# (MS) ~ Pz # (NMR) - NEIINE SEPCE I
T kfp b FRISE RFH AT R B B Ao M2
FRARZBHPA I RAERIRE REELG S &
(polymorph) P¥ > Jis4% i4p B B3 > Glde X B4 & Yebt B2
(XRD) ~ # £ 4 ~ +7Bl# (DSC) % -

4 ER

Fo AL B cngd |4 Aot o BdovR AL B 3P s S 2 A (4
B g B A fro M/ 2 mBERATH 2 L8 (p) -
B3R e S B R B B (e Rt
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3.14.

a.

C.

d.

AP ENE

LG E

- X

EPp R E 2 RRE A BB B T o R B 3T
T2 ¢ FERREHEH ¥ d (identified impurities ) et (7 s -

I .
&L

I RALE L RRe AR 0 IR ED B TR
a4+ % ¢ 4] (Control of Drug Substance )

HF

Medt B RALE R 2 Wy 2 SR o

2 AERES

Ttk i PR RE B AT S R kdh (FHY)

b AT R FEAT

Mot ERGERALE 2 2453 2 TR ¢ SR HREIE - &
Bt RECTER LR & ICHQ2 4L 74452 i/t o R
RS R E R EL T RGO R AT 2
REEE e

FR AR

LB

Bodk 18 & B2 %S S - A 478 (40 IR HPLC) 2
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3.15.

3.1.6.

3.1.7.

a.

}%géﬁé}#bzixfﬁ'f'*‘**ﬁ q\:%% (CoA)

S pEE

TR AR R Y S 2 TR SRR Y S P L o

P F| TR ERR ER 2 Riped B2 AR i &

R S f Ry B (Reference Standards or Materials )

TP To— Bl gt 1 (TR o o fh - i b 5y o s

Kiboc B RIS S 4o (PR R o I P kiR pELE

¥

PR (Roni) SR RFSHE CHRRARR
Fo m AL TR R SR NI R E
P‘_:, 3 EIJ}T@% ;}Fl Flg o

% B3+ E ks (Container Closure System )

PRt RopL R 2 [ E R 2 F B E ke

% 4 (Stability )

% PP 2 Rk

it TR ERIE D ~ o7 TR SRR 2 R

Bt B Pa % i@k R 2 G TR T RS



BT IR L 2 T RlRsR Y B R RIS 3

% R

e i A& M=t 2 Hcdy 0 £ Phase Il 52k @5k i@ * 2 Rl &

~ N

AY

CRRHE S RREY ARRHTE AL § 15 WAL

s QB E - RREET L RAS S A0

E 2T M R TR FiEsk (stress testing ) 0 T 3 BB E S o

3.2. % & (Drug Product)

321, = Fp k2 g a0 (Description and Composition of the Drug

Product )

EEORURESIEIR S

E

Ik

Ofie > A s AP A RS R P oD
T* o g;r—z’;ﬁa—% vt s %:«”@i,&ﬂ 3 u/% ﬁj;%,;%fﬂjr‘t 7)Ao
3.2.2. &R B3 [Az kg 5 (Pharmaceutical Development )
FREAB TR R > S UBREIRFCF I HRFRL 0T
F P 2w e
3.2.3. #l:¢ (Manufacture)
a. ®id i
e g H o L AL e ko
b. $+ =k fe
RIS s AR PUE S R

c. WAz WAEF 412 4 if
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o Bor fladinAr B Y e E ARSI LA ER

3 ORISR B EE LA R E H R B AR

R SUEIASE- B A I
2 ES

FFErApM AR IR Y FEE -

3.2.4. &2, 4 ] (Control of Excipients)
AR R FLRREFEH ZEL L ARTEF AER TR
*FEALERITE TV ERE BRI RIpL AT F R AT
R 0 et R RATIR )R 2 BAR S R BRI AT R 2
RN ¥ SUWAE LR r
3.25. = &¢ 4! (Control of Drug Product )
a. ¥
] A P e SR 2 TR 2 TR .
b. » 473 ;%
FEATR* 2 4R 2 e HPLC & % 2 2 3w 1/ 3 ¥ i -
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3.2.6.

3.2.7.

3.2.8.

A AE S i FE
Ttk RS F2 AT FaEER TR ¢ SR RS - 2

AT R IT R EE P & ICHQ2 7 4 472 iF mit o

TP

FERBRES A EB(IrB1TRDE R F2L R 53 -
R R SR
© FEER A 4 (identified impurities) - B 7 S HET =
T = LR Y T
SR ELRCES T
JEBL P AR R B TR SR 2 ko A A2 R
BT T EF MR T AL F o
R 5 Ry H (Reference Standards or Materials )
i - BB A 1 (PR T o hoth- BB LK, Birp
Kil o~ S RARTARR 5 e (TR S o IR KR~ $HELE
Twrz 2 (f22f) R R F - SRETER -
% B4+ E ks (Container Closure System )
P e EHT AR~ AH 222 RhFBIH5FTE -

% z_+ (Stability )
LR 2 B
e PR FIEE S RBPED ~ A2 RBIEE T
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b. ¥2iafe % TP %I FH F 2 K3
Tedt et TR EE 2 RFE - FARAFL L UHER BT
B 2R U RIRER Y X T2 R E
C. ¥ TRk EIy

fo 2 7] % & b= 2 A B dicdy 0 T3k B { AT2 Phase Il Tk 32 %
L IMFREE

3.3. % B&|/[¥ B % (Placebo/Active control)

R ERIEREZ QER 22 h&HF>25T o
3.4. & (Labeling)

R B X AR R
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BB AGAFLE KHSping

R ATEE N AMTRHRRERLD 0 P FREZESLGOE L 2
TR BRI E R HRTRE R RE e 0 IR EE R
BB 2 AR A TR R S 1S 0 3T BT o 0 R e ok R
FRBFHE G (1) Lrgahedi ik AEF B0 SRR R% S

D (2) A TR RS A A B R RhE SR Y R - 2TRR B
AR A EM PN PER B L PR 0 L3 IND VY e F 2 B et i
RN FFP R PR R TRTRR FR LD E LTS
A HREEERE (HEZ) CAFER () CFRES (F
BT iR RRE A TR AAMRERARAGLY BE 0 F
AR B REER (40 ICH) 8- & o 2 220 0ok 40 b 3854 (7
TRAT A TESRAERY DR, 0 X 2ERR (R 2HE

Wi frd Widk ) 2 NIFER & AR ZR PR TRE , (GLP) -

IO & g Rsh Y ATE AP PBTE 0 ot i o FIEin

PV A A Z ¥ L A& BaxiB (Primary Pharmacodynamics) o =k & % 2%

¥ 5% ( Secondary Pharmacodynamics ) 2 2 & » Z 32 ( Safety Pharmacology )

e
ey
i)

B e B BEEOETTT B AR PR Rk R
Pk TR R
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1.1

ERE 353 4

a ‘Q gﬁzﬁé‘% 7\"»?

‘%%’G

S e N AR ISR R B 0

A

WIEH o F Fo s BBt B0 8% BB [ ol
R RBE C fX R 3 T g B BB g% (receptor
specificity ) ~ Z4 2 7 1T% RE5 ~ 9w HJBEH E M A F T LR
(prodrug vs. active molecule effect) &% ~ T 3afr4|H £ /5 »of £
(average of inhibitory dose/effective dose » IDso/EDsp ) ~ &40 & 2
/W3 % % (radio-labeling/ mapping) 5% ~ = % B H 4 1t BE%
( comparative studies of stereoisomers )~ i ] & %4 /% 4 % 344~ ( parent
vs. active metabolite ) %2 o 7% T FIRE5k 4o B IL /5 5 15 %

|8 -5 Ji(dose-response):# & ~ iv i 4p #ic (therapeutic index ) #%& ~

=]

3
i
e

HEE LA T O RGES R 3 HE AL S Rk

e

B B BESTE R MBI o GV AR B

‘+§&¥

B

=

N

12 % & Bl

X & FATRB TR F L Ao i (off-target effect) #32
e g e gk (F PG - BT INR)
- h T K F TR T F R CLPH T Aokt &

AL (GHAr$t % 2 F I oy 5 20 0 1 R AR



ST R BFGRERDEE T ITLAMELT VRFX 2R
E & B gl RSk ek (E F S 7 GLP 4 i+ -

XRBEEFREEF ARITRE > XAy HIRTREFER o

A MR AR 0 edt oL e 2 BT ER

R

L » UG RG

Frytpst b d 2H e d 2 AF 5w QT &5 £ B4
FRrFRRHZELRS AP OAFRERE A NS SR
LR ERZ b DB SN AP R E R

AR R 2 BN o % 2B R RS N ERRR-

3;

F J& (concentration-response ) B % » 548 i85 B AL H 2 B oke
BEF b AR EEREAY (FEFALEZ 073 L8 A/l

BEFHF) > 2T 2 EFR %%fﬁ%%%&&ﬁﬁ’j?

P ERHAMBEAZ L' o F TR B ERIPIN AN
OB AP T UL PR o AT o B
P 2ERF 2% T Rl Tk FFRHRNLE -

% >ERE ¢ 4L HE5% (core battery studies) fris g i B
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z * 2 Y % AN prvyl 9 K 3 .
(AR ML L LI S AR R SIS S A

o
=
28
F_M
3\
>
a4

Bipfete WA R 2 Sl b > R P oERR UFR S 22

L L

TR e Blde o TR GRS R RS S p A S R

=
[

XS

4
FN

<

7

ERW e F R RR R AT T EEAREFERT 2R

SIACHEL B LT IEF i S B NN RRRE S

PiE&dd > FRPERY G AR (T% i 2 57 B oenBE S Y
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A EREREA T c B LES R PRET AR AR E

Bol s My  FHERRTRY 2P S RERLERI 3 I R%

21 $FHEE S
a. P EEE
FRE RN IEE PR 0 A R X L e
FREFELPRRESF BFRF RN LE R nF g R
Bodrk BB 3R PRSP EL RRP AR 2 FinF
faEg ~ el ~ ¥R % A (specific activity) > * B4 pik
R E AR P
b. & 47> £
AT R R A REIRER 0 ¢ 3R
(@) & - - (specificity )
AT E R i AR T B A 14 TR AR B s A o
(b) s+ (linearity)
RPIY &G & SEEHE (transformation) - A4 47 s
B 0 24455 & (analytical response ) vs. k& & & 514 B
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()

(d)

(€)

Howd AR R Fl Bdeid * 4 A4 4773 (immunoassays ) ]
RO R BT AR o PR AR F S8 (function) & B
H o457k % oo pteb s ik i H 4p B % #ic (correlation

coefficient) >y #h# §e (y-intercept) > # 35 (slope) fr4t
A T 2 4c (residual sum of square ) * F L o

# 17 # F] (Range)

A ERET LR EEARR 2R - Bk (accuracy )
% 4 % & (precision) o gt ¢h o B g R h E ARRIE R 2
LR

B ¥Rk B (detection limit) 22 & i< & Jk & (quantitation
limit)

AT E 2 gATRE MG 2 [z g fesnot (signal
tonoise ratio) J =% o ¥t o A B MK IRIE R HITREAR A
TR T AR o

4~ 45 Fx sz (Validation)

F = (Within-run )22 8 =t ( Between-run )z_ # zx & ( Accuracy )
2 4% A (Precision) - & 23 >=B)kEAR LowQC (3 &
LLOQ: r 3 & & ™ 7_& 1% ' > Lower Limit of Quantification )
Medium QC % High QC- ( Quantification Concentration- QC >
TEER)
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() #4175
¢ 73 =ZBkAE LowQC (3 % LLOQ) ~MediumQC %
HighQC > % > N=2-

w iz % (Recovery) @ 82 K53 B2 ZEEA R o BT
(Analyte: = > = % F k& : Low QC~Medium QC % High
QC) z p 3rE 2 = (Intemal Standard) 35 % Bl 2w Jc % o

(9) % &tz
ZHRIFT A E AP R 0 4k 2R % 2 (Freeze
and Thaw Stability) -~ =# %8 % 4+ (Short Term Room
Temperature Stability ) ~ £ #f % =+ (Long Term Stability ) ~
P % 71+ (Stock Solution Stability ) ~ 4 47 #F BF % 74 (Post
Preparative Stability ) > mfg iFf& e >t 2 7422 % T o

(h) e seig » |
AYTET 2 KE ~FIEHFEAREL TR/ FERIRER o

2.2 =4z (absorption)

o
g

£ ook By R % (drug concentration vs. time course )

i

F MR (e e~ b R ) L RR R PN BT LR

—

Bl %o B L #ched B 1 ¢ k& (concentration at the maximum or

-

peak concentration > Cpax ) > & 58T 5w 4% (area under the curve >
AUC) 2 7] &k 3 k2 BF R (time to peak concentration » Tyay )
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2.3

2.4

RS

S 38 ottt BHMTEHRS R

CRR SR Y T 2

P BRI 2 Bh Solfce S R BT A SR TR oo

c. & s+ ht % (dose linearity )
a2 HERMEM ARSY H- HE (single dose) & € f L&
(multiple dose ) I & %k it (steady state) > * % > & fE121 b e
HE A R o

&t (distribution)

B2 Btk pteh o RN Mg EE (blood brain barrier) -~ radz

3

Lt T HE s G NER oo P v FEE (protein
binding) ~ ‘=« 3% (redblood cells) 4 i & 3l =2 k4% ik o

2 (metabolism)



2.5

2.6

REBEFTH 0 RAETET G PP SO RRE S NP
It E o WHRESELTE LG EE S # /4] (enzyme induction /
inhibition ) 7T % 7% B 4c 11 F2 ;Z o B PE R Pfiﬁf%&%r‘%l* g
Bt R o

# (excretion)

L H OB NS R R ('lir'/?j(;'fé CEL BT E) RS

TR c FRRESLLED RSP FRBRRES

&

2H A R E D SRR e Lt BFRAE - B
freifeh & (clearance) 7 113t o 4ok F & 0 AR E S
R (ArfRiR fhadk B E ) te IR o

ZEHjpM 2 FH 2 3 8% (Pharmacokinetic drug interaction)

';J:J\
““.1

REnER LT T B Gt R E ] ik RHRE R

.
\lﬁt
—&\

3

= »
o

B S ,-fm/]e B FREFAF 2 R

(S
ey
*
<k
A
;‘\
3
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ERRE X

F IR P AP R B bde RBERE BB K

b2
Rl
(@
7=
PR\
e
TE
(w
gl
=
\ﬁ
T+
4
ud
it
*=
-
\g
™
o
i
T‘—
)~
.zan
FuER
—q
%
1
AR
3
A}

2AZG BRI E R [RAERTERRR Sk B H T 0 hd R
¥ e 32H - HELE L HAEF M (Single and Repeated-dose Toxicity )
F 2 #H 4 & (Toxicokinetics ) ~ & F]1& ¢ ( Genotoxicity ) ~ R J& 1+
( Carcinogenicity ) ~ # 78 22 % ¥ & & (Reproductive and Development
toxicity ) ~ & ¥Rat < 1+ (Local Tolerance) ~ 4 % & £ (Immunotoxicity )
% k% » M (Photosafety) 3

WY ATE et A o ARl P R Y TR T hd L P 2
BEREE - R P BN ER BT foRskif i ¢ 3 - 8314 (&

B HEPEfrRat) #%E5HE  ATFS RREREAT - B Hda

fos i TR AR B R BT RERN AR i (e
B s LEARA ) I M RS sk 5§ AR B RS ek

fartieidB o FL FARMF A LN THREFERE o

A R A0 L FTRTRA R R DS P 2 2LiRA & TR F 5%
TR EARH BB R EL ] N Em G W R S RAT
% EA4 (GLP) 2biphidmam g o v Bk BB g GLP 272 &
oo gt #h o K i GLP #rif (7 bRk id Bk fedp 0 o 1 iimdy i 9 R
P ivfr GLP & R Fm2 B eniry £ R o
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iR AR ME %I REE PR EF LT ER

BATERTRE R 2 AP TR LR GLP R o W i X

P AR RS AP F R F P LMY R EFRIL
Bk AL R A AT ek {2
B ERACT
428334

FLRA-hE | SFRE B 4 5k B LA e
HHEF v RIS [ 9 BcRER | RAIE

HAE S voARACE G B | A 0 B R | R X
TAHE S

17 7 v <8 HAeR e

6 v 4 L9 & R

Qi ? vA )] F A %

Fhode R R TR o SR EIRE LAREL .

31 - 43 B

311 HE- #EF &

S
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AR
¥
A
f4~
e
g
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TRIREEE VB2 AN A o IR A BIEE

i

WEET RN o @ A AN el LD P R (TR o Rk D
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3.1.2

A EEREHR T CER o

E#ETB/QT ’#”E"‘T\;lj \'rﬂ -gtq_\}; ﬁgéﬁ’]o

SRR ET - MELREF B G 122

!
~F
T
[
4

BrAFBU IR - B ERER P o BER TS
AORA TG @Y HERTAR o £ BHE I LR DR
WP IR RGESRE R ERGGEDT RS i
Ba % (d- ~2) o - dkm 2 > BRI Faen
AT R R E I L RAERER RS E2RED OF

“!‘&5’25?—,_61@;5 ;jtpgﬁlﬁﬁgfﬁig ) oi#%%;#ﬁ&%%g%%

#ﬁ%iﬂﬂw% ﬁwﬂ%%ﬁ,%iégw%o

2- ~ AffPhase |, Il TRAP%E E BHE S L3R R%REYHE
%
Lkindineada R R R
b 2y
=% 2% 2 % 2 %
24260 I TR Rk TR
AZiH 6 B2 6" 9B
£ ARTRA % Phase Il 2 £ BAE 4 P RBBREPHEBEL
Tk oo or o 1 4P T RAEF R RRTY
& 5 2L
=2% 11" 13"
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21 11" 31" 3
1% 23" 6 i ” 37
A2 3B 6 i 9 i

ERFEAPERLEERZRRE S S F o SFRIT - F %
FHPRF AR GRRPLEED Zhmsd > TRBEL LD
P Gldoo e B & Bepp Ticl e ~#HE (RE)
F M %~ AR 2885 E (NOAEL) ) - 2igle
PR% T R P (ICHM3 451 ¢ B i R e 325
55 GLP b2 %)
32 A7 %

AT s e A LW R (2 FATREA T W g

wmre A F R A ) 2 EHE%R (BFEHATE A T)

Rl AP R AR T RN FRARAT] . BT A

TRfk B w0 — SR A R RFMERRE S B RERS T HAT

ZRRERI ML G TN FHRRAIBES o Rl FL

RRFUEPREE - R FORBRE AT F M E5% 7 & Phase Il Tk 2

B e oA > H 4

321 A FRAFIRBALAIT !

- AR R RRIGEE R T 5Bk

S. typhimurium TA98

S. typhimurium TA100

S. typhimurium TA1535

S. typhimurium TA1537 ~ TA97 & TA97a

oo o
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e. S. typhimurium TA102 ~ E.coli WP2 uvrA ~ & E.coli WP2
uvrA (pKM101)

3.2.2 Ryt S mre A FF B A

- g b S E e L BT T 4 470 (In vitro test
with cytogenetic evaluation of chromosomal damage with

mammalian cells) 2 %8 *} & &4 = & tk &~ #7/2 (In vitro mouse
lymphoma tk assay )

323 B HEMATFIE A1
- FRER L e hR s G T A RIS

E B4

a. EH HEF we 2 24 B % #E 2 ( Chromosomal
aberrations in bone marrow cells of rodents )

b. =& & % ¥ ¥ w e 2 % Bl F2  (Micronuclei in bone
marrow cells of rodents )

C. *E# 3z a Ik lmve 2 ficdy B3E 2 (Micronuclei in peripheral
blood of rodents )

AR T SRR RGP R 2 S B e e
B A P g e kA o AR R AR s (6
FAFEA RS S Bl ) 5 A B ko

33 Rl (¢ g AFRARES Fivh)

t+§&t

RIS DD RSB & b b A 3 R D) 0 TRt

FHAEAGAEL RESBERIL

=

- RRFORREERT FR A MTRARR TR hg
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Pitie (AR ~PRpE) 2 &8 slder Dfhies 29 i )7
FRRFERBIEFR > LrGd ARz FRgFer ivr 24
FoRpl 0 RIERTEA B E L KRR
Gl EWP R AR REKZED » TRERBERERD BB
Bg AT NER Y o RREBURBERZHRAFERZ RS TR
RTIERZ B f & 5 L R B PR H R

o FPHED I FRAIZ R G
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MEFFAMAELAAIRF A P RRZ/AE TV B BER -
FAFPRBRT LGP FT o FEd L 2P RHREE T RRR

PEHAEA R s SlAe s T a2 HATA 22 A R

A F-WpdEd 2R YR TRKIRREL] AN I AR
FRYPTLE e vpa b4 w4 2 I FFPFEHFRPE

RS DRSS BRI R0 BRI USSR 7 3

WP BT R ATA AR B B LBy p By A,
FoGSIATA QBT P FIGIF R ha 2 F B T

AR EE R

REREETIDERRE LS 2 MR mE > T E R PR
AT AR ain g T R E T XA REET 0 F A
GO FR(BERP) SE/R - BT A (drk G R
) o BEF AR NI 2L Az iRk HEM R R BER
EIPN B AR R T o
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T AT TFIR o

A K #®4cte (Skin Sensitization) #%% @ - 4975 € & 4 K B o
AR REEATEE ) - LR XL RITLREKR o

WO A MIRRRERT R e

A K B kiEsrtt (Skin Photosensitization) i#8 @ — ¥4 £ &

Sldc g kATl » B R REATH i R4 el F P ERE
PURIRE o S IERSE R B X MR R R A o

A K flgte (SKin Irritation) 385 @ - &7 € & L K&/ 374

BB AR TIRRRE o — R A9 ATk o LI

BAHTREFRT RS o

Bl gcte (Eye Irritation) 388 @ — 497 € & iR Y ch ¥ 5

SRR FRBTIEERE  BLRFRY TR E AP AT a8

2B F - HRF G LR AR MR RR

I

diF
&
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3.6 Hu# FMHir%
FUIABEPRRLEETRARP T L #2003  BIAR
FH B PRk - BRI F RIS R%
FoRME s LA F M B R% S RRRIEE S N8R 2 B Rk
Hofs 2% o
%% # & (Immunotoxicity) #8& @ A A+ > 975 @B % p A RnE
ST R X AR AT L R 07 R ¢ RS
S Z GRS R I LB S PR EET J R
CEP o s A RREILF RS L GERERTTRA
FRrgrancgpizew (LY A5 PRAER) 2 0 BRI
P FAERP N LA AR FEDE R o ok B A LA N
e A o RIAAFBRFEELRFSDETRE L
#7264 § (Toxicokinetics) #% : 3 2H 4 ¥ 72 L ki Fh 52
RIL Wh 3 HE%RY  FRESF2IVEREIZERRT B2
REFER > R 3 PRHFLEE2 B - FRt 2 0HKLTE

1

et

Tk € 2k W3t o AR TG ¥ £ M A3 L%
P AR L IERA S F L FHEBRF L R
Phase I fie/k i85 % = PFB~{Figat 4p B 8L o

k% 24 (Photosafety) 38k - L FE A MR B AP M 2 k% 2P
b RS R G C (1) Ak E R (Blde o kg
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frsk 8 R2)5(2) B X4 B4 M EF L BT I0) LA G
(4) Tohk & 200k Rk Y F I Ao H R KA I o FiEE G

FEERTEAER ORETLFREFAMEILRGERE  BHTE

}%Fé‘%}?ﬁ %ﬁ'*i@ m'ﬁ‘\:ﬁ#ﬂ%& o T JRIE ’}ﬂ'ﬁ\fb’fr'ﬁ P2
%g?t?@,ﬁ;%*ﬁ/}m FJ——r- ’ l}j’;&]_‘ ]‘-/\ gﬁm& Kﬁ bk’ik?’ "-‘E‘E :IE

WRFRLF M o LB PF o BAKE MRERITE (LR o~ RS

HMp ARk ) B A a2 n(LF¥ A5 )= o

A

FERE R RS 0 ¢ RIS kL 2R Bk

x\’1

;é‘t%l\’ dj'f%'@ % ‘,&é‘é" °

e~ B2 BP

|

BE EAPM IR F A £ GLP TR TR B EP ey &

P s GLP T it -

WP S TRk T F I Bh d MR T IR NN R

BitwmrRERDFIR - Hidsn L ghe 45 ¢

5.1 HmAd v WH B e At g oYL b,
TRAN  CRBR T B F e d g it # 2 (NOAEL or
NOEL )

5.2. &1 & P frinfp B AP M RSP chE &
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DR F B e P andp &
5.4 H 4 & 4 4 coip I

. 73 M A )| o sor2 N 2 =~ 2
DiRIp BB E R RS o Pt

B &

N\

Wb F RS BT LRERES 2P R B 2R ERL M

2EPEBRE R RELY mymiAL A 5 4 2

mg/kg & i

-53-



¥LF L ¥ * g% (Effectsin Human)

PR GRP Y B A BRI G Bk FRER F

e DRI B FA AR A ME R F ol R 2

- HE

L REP L ERLE PP TR KL f 4R
Pfoe R iRk iRk s B X BFFAETTELARERL  FXF
FF R AR A 0 A BAR AR EP FRPLAT ALY F
T AT FLATT PR RIEAP ZTRSLATEL P (2 1B
Wk p ) e

FLRT,BIREBRERENLLEFN Y 22K T A 72 E(Table
of all Clinical Studies ) » 3 it 2 & p % 1385 %5.(Study 1D ) ~ #p %] (Phase ) ~
2 ® 7L % (Country) ~ & & 5% P 0 (Key Study Objectives) ~ i *
A€ (Dosing regimen) -~ :#Z * # (Study Population) ~ :®Z&i& & [T 4

#c (Status of Trial/Subject exposure) %
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N TRhERER

T MR F S E R A E R TRR R TERR AR T LD
P EFAA EMA R T c HFELAL A PTG RT] R
otk 1 u] 2 A 2 A MBI o T IR N m TRR B 6 Rk R
HipERERDSEFEE o
2.1, I L4 2

a. tEEFE

RAEH NG FESE (FLEEL - 8) DhaTH AT

et b iR R IF 7 NEARM %R > NREFS LR X ZFH N
AR RR LT AT
231 e

2311 #bhi? (& gﬁ,) 2 LR

2312 44T ¥

2.3.1.3 #ERMEM %

2314 &2 B4
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2315 Hujz F58
2.3.2 & f

2321 Fv FRHEF

2322 =i kA w

2.3.2.3 & i B F
2324 frdz g g x vt

A

2.3.25 & "GREEZ T B

233 ~FH
2331 FR RS2 LR > g
2332 FHNFr 2 Eh T

2.3.3.3 1

2334 B EEREF 2 AW il
234 ¥

12 & 2% (mass balance study )

235 H s 1p M E %

b. #-75 L
C. % }_-:)?3,&,
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d #F# a3 25 &

2.35.3 & &2 &2z 4p 3 Mtk ( pharmacokinetic-pharmacodynamic
relationship )
v LA E-F B % (dose-response relationship) 2k & -F &

k% 7% (concentration- response relationship) * ;% & &2

‘JAE%
i

Rz g3 M %
2354 2 §4p E B HE%
IoiEEh Y B A s AR T AR S N s E
%i,%%ﬁ%%(%%W&%%érmﬁﬁ@ﬂi)ﬂa@
HEAPM 23 HER RSS2 AL MR RERTH
2.35.5 ##:2% (bridging study )
ok BREHP G TR TR A e B #

EAR RN TR AR LR RSB
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% 2o ok

I

iR R IRRRRTRRESER G BFY RGP AT
FUAREEFAFRER KT G ROERT ST BUTRAREK- - WP
BNE MR- B BT RHRFLS A PTEEEP o bldef Phase |0 F]X R
H AR S D XRBE RIS TIRE A 470 b Phasell FEREH T
(4oFep ~ < B ) 7 i A W 4P i o
BT g 2 {ofoons bt RS R (RFEATRS) o
YRR TRk BT 2okt (R RFL) c AHPAES N
S U
1 it B B fekif% R~ 5 % ~HE ISR EFTHE
2. % I FH
Bt T A RFELE A F S FE R (severity) 4 7 vh s $HEE 7

E‘T\'i 14 '%;}»;‘;—VJJ%tuﬁii;g‘;ip’; o %4’5 ); SUSAR ’ If-ﬁ] ;}é‘yﬁjjﬁ—ng ) ﬁ’k ’)E;I

Bl kg - Aok T AL (narrative) o FiE Y BHRHE

\mL

MR B A 472 2 R AR( 5403k 3 Safety Monitoring Committee ) >
BRE " @RMELATLFAEP o
3. F rfd

FRAP DI REHS P HERBRDF e {rdRE s 0 R F

GG P EA 0 TR R LA AE AL .
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i "%‘Ta T T o R z 8 FHEFT A {Eﬁtﬂ:’f ”'J?’\‘HL :

1.1 2 S iRig o * 22 B o

1.2

1.3

1.4

> A4

RN e a3 DL it BY BT a4

SRRV E L e P E X
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11.
12.
13.

14,

FrctatErs ¥ (2004) # 5
Frcteird ¥ (2013) & &fph @k iR

Frctatrt ¥ (2014) 2 5 2L0R0 %% 2R

Frcteird ¥ (2000) % 5-2h0k odae B Lk (TR
T2 ¥ (2001) ’i*ﬂ it 2o b hE B R AR
FrctafEd F (2002) T # it 7 2m B nEE 5 2% A
FrciaiEd § (2002) | s2 3 cnBEd 5 gk A%

FreteiErs F (2001) £ 25 B n¥ &0phk 5% A F

Frchutrd § (1999) p A2 ATH S SHA T & &Rk i85k A 8
FrckuiEd F (2005) £ 5% e ds AR

B TR SRR A

‘%ﬁt ol

= ~ FDA Guidance for Industry

Content and format of Investigational New Drug applications (INDs)
for Phase | studies of drugs, including well-characterized, therapeutic,
biotechnology-derived products. Nov. 1995.

INDs for Phase Il and Ill studies of drugs, including specified
therapeutic biotechnology-derived products, Chemistry, Manufacturing,
and Controls Content and Format, Feb. 1999

CMC Content and format of INDs for Phase Il and 11l studies of drugs,
including specified therapeutic biotechnology-derived produces, Dec.
1997

Environmental assessment of human drug and biologics applications,
Jul. 1998.

Fast track drug development programs-designation, development, and
applications review, Nov.

Submitting samples and analytical data for methods validation, Feb.
1987.

Submitting supporting documentation in drug applications for the
manufacture of drug substances, Feb. 1987.

Sterilization process validation, Nov. 1994.

Bioanalytical methods validation for human studies, Jan. 1999.
Validation of chromatographic methods, Nov. 1994.

Food-effect bioavailability and bioequivalence studies, Dec. 1997.
Guideline for the format and content of the human pharmacokinetics
and bioavailability section of an application, Feb. 1987.

Conducting a clinical safety review of a new product application and
preparing a report on the review, Nov. 1996.

In vivo drug metabolism/drug interaction studies, Nov. 1998.
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15.

16.

17.

18.

Ji

1.

o bk w

10.

11.

12.

13.

Pharmacokinetics in patients with impaired renal function-study design,
data analysis, and impact on dosing and labeling, May 1998.
Pharmacokinetics in patients with impaired hepatic function: study
design, data analysis, and impacting on dosing and labeling, Nov. 1999.
General considerations for pediatric pharmacokinetic studies for drugs
and biological products, Nov. 1998.

Guideline for the study of drugs likely to be used in the elderly, Nov.
1989.

~ |CH Guidance

ICH Q1A Stability testing of new drug substances and products, Sep.
1994,

ICH Q1B Photostability testing of new substances and products, May
1997.

ICH Q1C Stability testing of new dosage forms, Nov. 1996.

ICH Q2A Validation of analytical procedures, March 1995.

ICH Q2B Validation of analytical procedures: Methodology, Nov.
1996.

ICH Q5A Viral safety evaluation of biotechnology products derived
from cell lines of human or animal origin, March 1997.

ICH Q5B Quality of Biotechnological Products: Analysis of the
expression construct in cells used for production of r-DNA derived
proteins products, Feb. 1996.

ICH Q5C Quality of Biotechnological Products: Stability testing of
biotechnological/biological products, July 1996.

ICH Q5D Quality of Biotechnological Products: Derivation and
characterization of cell substrates used for production of
biotechnological/biological products, Draft, May 1997.

ICH Q6B Specification: Test procedures and acceptance criteria for
biotechnological/ biological products, Draft, June 1998

ICH Q6A Specification: Test procedures and acceptance criteria for
new drug substances and new drug products: chemical substances,
Draft, Nov. 1997.

ICH M3 Timing of pre-clinical studies in relation to clinical trials, Nov.
2000.

ICH E6 Guideline for Good Clinical Practice, Jun. 1996.

2~ Code of Federal Regulations, 1999

Title 21, Sec. 312.23: IND content and format

7 ~H @

v

1.

Australia :
CTX application format and content for clinical trials of medicines acts
and regulations governing the manufacture of therapeutic goods for use
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in clinical trial.

Canada :

Policy issues from the drugs directorate: clinical trial review and

approval.

Appendix a: Investigational New Drug submission guideline, chemistry

and manufacturing

Japan :

Drug approval and licensing procedures in Japan 2001

¥ % 5l 45 4+ 2001 (guidelines on the manufacturing of medicinal

products )

Japan 2000 pharmaceutical change: new Good Clinical Practice (GCP)

requirements.

Sweden :

Swedish medical products agency’s provisions on authorization for the

manufacturing of medicinal products.

Swedish medical products agency’s provisions and guidelines on the

clinical trials of medicinal products.

United Kingdom :

Medicines Act 1968: Guidance notes on application for clinical trials

exemptions and clinical trials certificates. revised May 2001.

Section 1 - Introduction documentation and the defining criteria and
requirements

Section 2 - Clinical trials exemptions

Section 3 - Clinical trials certificates

Section 4 - Information required to support an application

Section 5 - Adverse drug reaction reporting
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@;%Fle

International Conference on Harmonization Topic S6 Document
“Preclinical Testing of Biotechnology- Derived Product”. (Step3)
FDA/CBER (1994). Draft Points to Consider in the Manufacture and
Testing of Monoclonal Antibody Products for Human Use.

International Conference on Harmonization (1996). Final Guideline on
Quality of Biotechnological Products: Analysis of the Expression Construct
in Cells Used for Production of y-DNA Derived Protein Products. Federal
Register 61(37):7006-7008.

International Conference on Harmonization (1996). Guideline
Availability: Biotechnological/Biological Pharmaceutical Products; Viral
Safety Evaluation. Federal Register 61(92):21882-21891.
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