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et e A M 2 Bidy 0 2 Phase Il Tk @5 @ * 20 Rl B g 3
Bl o RAPEX RERRPTETRS 0 WM bfEera 4
PHE oL  BRREET L ERAL A R o R

3
JE #FiEB (stresstesting) - I & HIREZHR LK o

3.2 & % (Drug Product)
321 = &k 2 fe s (Description and Composition of the Drug Product )
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3.2.2

3.2.3

WP AA > FADE B f S s AP LR it P niER o
Hovpes @ o QAR g AR .

ZEm B [Az kg 5@ (Pharmaceutical Development )

e Ap M T dofe > SERIRF B FTHFRL 0 BiER
PR HR R SRR (bldeo mip R R E) AR
B B2ty Ht (olde o 340 fPBAL A7) sl ik SR
ERE

#]:% (Manufacture)

. ;}'\«L:}’\’]ﬁi’,"‘%

M A e N E e TR

WAz z QAazg 24 i

Mot - fldeds it 2 Qg nARR > e B EF RS RA  BFA ST B
SR R FERE LB v R PP R PR B

St

MAEH 2 L5 4

R I X ENP O PR R P T NS & )

x,

BHRGEHT R EIFLL R
AP EE:
e hath s LS B gl vfeiRlt > ¥k na s

e I Rk VA R

e. HARFEITE [N
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I
3.2.4 23 ¢ 41 (Control of Excipients)
AR RELAREFEH ZFL S AREEF AR FF

AIERATH 7 T AR E R R Ry ma L RARE S RN R

She
T

Ted EZ AL AR ~ A F R R R R L A B R
RRAGE] > B BATRRA M2 WAR S R~ AT 2 R R 8
LR AR - A SIRED T A
325 = %¢ # (Control of Drug Product )

a. Rtx
A A P S AR T2 R o

b, 445 2
FEATRF 2R E o

C. A 177 jFFEsc
et BRI S F2 272 2 R T AR o R4 2 F iR

7%
TR AR RREA S BAE o LR PR R A

Bt i (pr o W R pEE S FERAE
ERMEP)Z KRG FERBFIH T o
6. B M PR BHEE
¢ FEREHE B4 (identified impurities) » Bedt 7 S HEET O P R
N BT E A
fo2d &M kg
JEdi P 4] T R 2 R TR B ST 2 fkdy 0 B B2 T

et B3 R T LI o
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326 HRiLE &gy 7 (Reference Standards or Materials )
tEES
Boiif? Ui— SRl st 1 TR & o o - SR S o BrIP KR
BRERAEA G Ao B FRE S R KR R T R (B
i) CRERAR RS EE - HRETRS -
2P EE.
HERFSOUE > I REFUELSITE R TRERE  LTRAFR T E
A2d deie * 0 5B AR PIUER ERFEREL 0 AP Ao BE
2 R enff % oo
3.2.7 7% ®itE k3 (Container Closure System )
EHP e M~ AR EZ R HT % -
328 % %i+ (Stability)
a ¥ TR 2 Swm
e T PR T IEE S HRPIED ~ 247202 S Bl E > TR DG
BEEE G ENRYBEREAR (¢ T R RE) NH -
B K2 FRE L (#”f CORRFIREAA]) > P oEE D WA &'fg v &
Yap H @ ¢ % w4 (in-use stability) z_ &% % i £ > ¥ 3% A M Rsk
B ARG PR o
b. % T @K H T 2 K
e b% THRHRTELT 2 R FIRFL X LB ER - FFEE
B LT ORISR B R 2 RIS o
X RS By
o2 7 R et 2 A~ B ey > TRk L A2 Phase Il Tk 5% % 22
P L% o

33 X /R E/E* # (Placebo/Active control/Combination drug)
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3.4

BRETER USR358 -
HRE/EH BERRPN T AL > 7P ANEPNE Ve PATRRERD ¥
BER A RERPER IR TR FLERERE R F EEN T2

LAFHELRHFL K

@
P
i
Pt
et
(w
|~
4.
[
=
2‘?13’_
fie
Q\L‘-\‘
<
=
<
e
=
<
=
W
i

A o

# & (Labeling)

RERRESGRRT F - X FH - HREZ H )2 K o
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FEL ARAFEE - FHFHing
oY ATEE A MIRAERZT > P ARG ES L ARAMAKEL X D
MR BrGe e 2 E S HRTRA RR LR E 2 b e 0 IR R TR R
ZAEH AR AR G REGS  S VB LRGT o R ESERAELAKES £ >
MERE 4 0 (1) Rodaprd pligishd 3789 wir ARk kS E S (2) F

TRk RS R Nl U EREE SR Y R o 2Rk Rk ¢ SR el

S
)

Wips o L3 INDY orf 2 dfrfrdl & RS - HHP T L2 PR B
CHRTRA ER D R E LTS G R S EER () 2P
Fr (ite) S HARES (HET) DERERERL RS § AR M ERE
WEFLr e FAERFEREER (40 ICH) HF - 5k o F 521005 1p b o#
BT Y TERARERRL DS 0 X 2K (PR rERR

Sfrd W% ) 2 NGRS TRk R% B Ak TRE, (GLP)

"‘%5

FRF e RHEFRY ITE LGS OFRIE foivh B o HFLRERHRT & 5

¥

Z #F ¢ 3 & #»Tips% (Primary Pharmacodynamics) - =t & Z»zi2Z (Secondary
Pharmacodynamics) 1 % % > #Z1@ ( Safety Pharmacology ) & - & i & 5.ch&

T 4R AR o B R R S A E Sk E R R

11 4 & B»wg
AR EFRBHRIATEEL DT PHE/N AFH SRR R DEF
TIEH o ForeE H A AR {ofl p BT Rgg
BB oo PREBR R LT T RR - B BEE PR
% (receptor specificity) ~ Z4= 2 3 (7% 35 ~ ¥ REBLE ML F (F1 1L R
( prodrug vs. active molecule effect ) #F 5% ~ L 3=fr 4| H £ /73 »c & £

(average of inhibitory dose/effective dose » IDso/EDsg) ~ %t 40 1% 7/ B 3%
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# (radio-labeling/ mapping ) #&% ~ = %8 £ {£ 4+ $32% (comparative
studies of stereoisomers) ~ J& A % 45 1% B (parent vs. active metabolite )
R o

TP BB ¢ Ao BIL/ R e b B0 5% A2 -F Jis(dose-response)
W~ ip i dpdk (therapeutic index) 2% ~ o FR#E HiE M4 3 1% 1L g
B RAIBHBPE AP RR o R R EERRT LR R 0 &

i

BTN E R ED S R R 6 R ety (Glde o EEM % 3

Y DIFCYEC) IO

12 % & Fwnk
X BB B LI sk ke (off-target effect)) & 12 iF

EIEREE RE NS 3. B AL

3Xr¥nY

AT R R BT 2D ER RSB T EE R
SR AT W AR AT i A2 AR LT o AT D > FIL RS
AESNRCAEFFP LI RBEIF  RRIHFIESHERE S
AT AA PR LE A QT SR LR 2 EW R £ BTk
o Hp I mnBr APz L Rk b TR
WEERAHABFOERE T LRI EBRR 2 MBI X 2 EP2 4
‘hiRsk A= 2 ¥k B -F & (concentration-response ) B % 0 B8 2R
S PRI L E B E L Y B RSy (BFRAT S 1732
gﬁiﬁ%%@ﬁﬁﬁﬂﬁ)’%gﬁiiﬁﬁﬁﬁﬁﬁﬁﬁé%&mﬁ

B TERAESFEAMBELLR G o R FTF BRI R L TR A
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T 2EWE PR (core battery studies) ois 2 v Bk

P HRRFALRBZFFITHYELL 2 G BTtk e s v

] ¥
Al 8 iR RS s K FR AT LR AR >
MPE o L FEFR g BRI TR b FE R RRETHAIE S A
ot R P HRR UFER ST RS ahieas s blde » BRI AR

G B AR A A BT kAR HE o 2 R R BB A2

7

)

FALTRR R 2P -

e

1.4 Exciphl 2. ¥4 2 3 i¥% (Pharmacodynamic Drug Interactions)

SlAz B E e 3 (0% SIS 54 BB E N RRRESED

EY

BT e

R N A R R g

i

Ll 1

I
e

e

E

N

Yok REERLT T BRI R Y

oo
N
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TG M ER R A E SRR ERT TTER PN FLIND 0 2 ST
B&n s o A EHES G2 PHTY LG R T F RGBS A 2 4p b
Vpo FHE R 2 H P SEREELE F IR 2SI 4oF 2 R

° R

Y ATERUARPER TP I AU g 2P e 7

21 $FFHEZ AR

a
BHRE SO R PTRFE SR > B 52 F T o B3R

REE YA ES > BARGE R LT R hEHFR% o ok b
WEY G R RBPEL BWP E R 2 RN e

R % 5 (specific activity)) o F Y ke =B HO0 B RS2 B

CEFS A FREE L NPT b A (et 0~ B
s BB RS ns)? Sk RGR S FERFERY L& G- ko
FIob o H TR E SRR TR Y end PR AT 2 R R B P R en
P SR ORED T b UL ERET Loy kA F

;ﬁr%m&*”ﬁ?4§ }%A{l}”‘%}_’r} v TR iR —L,ﬂﬂz;lz%ﬁ RS RES

74
o

&yp GLP R plig {7 cn2bqpsk & (26 4 & (nonclinical toxicokinetic; TK)
WE o ARREL B F (PK) 2% 0 1 E TG (R ERE TR O
4R A 4T 2 G EFEICH ML0: 4 4 452 2 Firc 2 85 15 54
Fdpalar 2 F aph BT AT R 22 T x A et T

VHEBEEFTERDESE o
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ICH M10 ¢ 7 A& 47 ;2 (chromatographic methods) % fe 48 %% & & 47 2
(ligand binding assays ; LBAS) & + 384 » 7 fo A 473 2 2 FEr0iR B 7
PEPEA 2 e o lod AR A 174 & & - |4 (specificity) ® 4 47 &
RREARASFERFT R AR 2L R ERER FRIRT & F R
Wes kR 2 BBy (accuracy ) ¥4 % & (precision) » i
FRAFEAMRRTE > UEFREAE AL AR TR ELR
TR FEALE BT FRA 47 (analyte) ik &

Attt E 2 Btk 2 mp B 4 LICH M104p 31 -

2.2 w4z (Absorption)
a. F 5k R 2B % (Drug Concentration vs. Time Course )
e SR NN Y («&riiﬁ‘ﬁ;fﬁ{? JL/F) ¢ORl e E R R OpER
MG B B aER S ¢ e AN KB e kR
( concentration at the maximum or peak concentration > Cmax) > & T
% w # (area under the curve » AUC) % 3| B n ¢ )R PFR (time to

peak concentration > Tmax) > £ % #p (half-life) - ;%",!rt & (clearance) 2 4 i

%2 4% (volume of distribution) &= 3+ & © ¢t *b » EIRIFHHEA 2T 5 # o
BRI R ORI 2 B e S5 2 BRIV g S

B R o TR iR IR o

b. 4 ##+v * % (Bioavailability )
CEREd AERES > BRREHPHAMY Y S c FV A RET KK
B S 1

c. #E MMM % (Dose Linearity )
w2 HERMEMGREY H- #E (single dose ) & £ % 46% (multiple

dose) % #£ €k i (steadystate) > ¥ I > = a1+ @4 UFTE o
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2.3 4 i (Distribution)
ER(2 /& —<l¥€%¢%>ftﬂi$¥1 By chhGRodE ks T 7 ad
> ¥ p w st sER e (whole body autoradiography ) i » & H s i 3 2.3

E oo R EF PR IRHBE LI (T BT IN > M PILEHRE S/ N A

FERMET 2 o8 %k T AR ? RRZ MG - 3E
MBS RICHS3B : £ 84§ 0 LAFHE A T @5 ot

= okt w A5HkE (blood brain barrier) ~ #5432 FUit 2 T 58 A R

MR ooow ¥ F-d F% & (protein binding) ~ iz 3 (red blood cells)

e

% AR

2.4 &3+ (Metabolism)

e

BRI R b F 2 MR RS T fE 0 S N EmR H AP 2

A ded NP S R TR HR RS & G TR Rl R

H

4ﬁ

EF FAL o LB E B R B R S R B e R

25 7 (Excretion)

E

Fons B4R R R R T (Ao R~ ER S B ITER) BT T
BTy o FRRERLLGY RS RG O RFRRERESS L NP
%{?ﬁﬁ%”ﬁ%@&ﬁ°ﬁ“’?%*4—%#t¢ﬂm%%$
(clearance) &= 43" 8 o do%k T & o B om IO E SRR DR (UofjiR

Phit 8 %) fote 1R -

26 ZE#jphz2 #H 23 i¥* (Pharmacokinetic Drug Interaction)
ER BRI 0T B 3V 1 RERE S 1)

Rk RHR TR L g [HJRELE R B hBLH LT (7% 4 5 S

f¥ 2 4 4 (metabolism-mediated Interact) * # & 3-v 4~ 4 (transporter-

-36 -



EL

mediated interactions) @ < 84 5 & FEFEFE LI TF E G pEE G E 3

(enzyme induction / inhibition) i %* » TR ¥ i hEH T TF M GR

SOUFH A o M B R T O B AT 2 5E 2 2 0 4R ICH

M12 : 4 2 3 iv % 723 4p5] o
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FRFHD DARFEE2ZFEF o bl FEEFT MBS KBS B
B A2 FRAREE c B %G g A HIRE Bk DAL ERE 2
Tofk RS TRk Sl Bt P mnd Wi F o 4L E - R BE L RHES
1 (Single and Repeated-dose Toxicity ) ~ & 32 # 4 & (Toxicokinetics) -~ & #]&
M (Genotoxicity ) ~ &%+ (Carcinogenicity ) ~ # 78 22 % 7 # £ ( Reproductive
and Development toxicity) ~ & %@t < 4 ( Local Tolerance ) ~ & % & &
(Immunotoxicity ) % k% >+ (Photosafety) =i o

WY ATERKEEB S e BRY TREI DI EERE 2L FLR
B o BB P B BT {odR il v - BA R (B T AR
A1) BRRLEERFEL - ATF BREST  BEREA Aot TR R

o A 2y
i i g LY

%
L
—»-

ERCFV R R AR (Blde o s s LR R RE ) AP B R
AP TR ERF RN R FC P AMEAE S A
TR R R

AR AL B OTRTRR R 2L P 2 ATen d A R 0 Y R
AR 2 Ry 0 R A PR S B AR %R T AF (GLP) e
Vot e S Kf’;ﬁﬁ—;ﬁ%ﬁ@ GLP & {7 2. p o pb o ’“éﬁ?#\%}ﬁ GLP pd
GEZLTRR Rk 0 ¢ A P T Pl R SR T e GLP & R B2 B et £ B o

Bl R R AR RS T3 RE G R R

Beig ® z Aphiit o P OEP LiEsk e GLPR i - W R ¥ ARSI A R eha

Fdm AN FRe 2 AFIHIUIF - BEFLE B L BRI EF
R F AN AT EeIREREE > JERAERLT
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A B BRI B 5k GRS
AR A Cafr ikt [ X9 BrRER R A &
HH g4 - S AR OER S RN < o ~ b X
ERAE S

K v Ak %6 B o B3l %

61 v Ak + R 3l 5

9 v Ak 2 T2 #E

ok A BEE T R 0 PR E R LAENEL

31 - F HEEk

3.11

3.1.2

H-aiais
HP P pRddR B 24 [ FprgH- AR ERMAL 2 E

BABEE LRy ot RS

l“‘b
n
b
(

by
W

FPRETRETZRRFFOREEFEEFLI > L0 720
Phase | §efk idZk cnd 2440 HE » ¥ BIREEE Y B2 A3

MRS A WIRR Rk RS o % A AL inf FUaE R iR i

A

W o BHRDEAFREY TR CED DRSS EFER DI LT &
AT AR EH R N - R PRERF AT LAMTDS
R R LI R R BE o

PR TSI PIR Y S A RV DL R

C’“
ﬁﬂ-
B
bt

BT 4R A AN ek 54§t o
ERAEI L (s iBFHPIRRI Fi2R)
Hp o PREFEERLELHBF YR AL 2ZZBRE ¢ 35

Br BT  HEARBF MG A P2 T RALE R A B

T

Fidd o - B ARG Y REFLEEEARAMPRERE T BF

R o £ RBE I P REKORRED P RGE SRE O TRR R
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UG EH R R ) @RS L (E- ) o - AT B RER
FH A EFEN A MR RER Y AL T R RRE Y ERG
B (BERE 6B AESHE OB ) o 4P ERI FURE SR O

FRBREY R EFESEEERTE > LY A -

- AHBAFERLLRAE I URREREPHE L

Tk iR Bk R SR Y R T Rk
R 2t o A

Bo% 2 2% 2 &
A 233 6B e TRk % e TR R
A 6 7 6 " 9B

ERMMEI L RBREFRZRRBES S L LFRT - RBRFHY
FRdd BRApPLES 2owmE 2R LR PR (Hde Eie
AP o aR - AE (FG) F BM G- AREI LY
Fen#E (NOAEL) ] - 2Heiatids™ M ot &P (ICH M3 4

510 PR tRR s 7 & GLP 2 3% )
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32 AFF PRk
T MRHT & LW R% (A P A FIREA AT - W f S e
wAFEEAT) 2P ER (BPHERARSEAT) - BERRIAS T
FOLER LI G RAFRARAT b7 A MR RRT o -
AE IR R R R R RS FHATIL RS A WL G2

W2 FRRAZBES o PIFEFEE SFRRBEREE  &- HE

F.

o
o0
&
D

TR TR FE R G o RN EE LTS R
TRhk R B A o B L
321 MAFAFIREAI
- R mARRRRE ZREY T SEEAK
a. S.typhimurium TA98
b. S. typhimurium TA100

c. S.typhimurium TA1535
d. S.typhimurium TA1537 ~ TA97 & TA97a

e. S.typhimurium TA102 ~ E.coli WP2 uvrA ~ g E.coli WP2 uvrA
(pKM101)
322 R i mre A TR AT
- Rchef e end BTG T A 4702 (In vitro test with
cytogenetic evaluation of chromosomal damage with mammalian cells ) &
PR EH T B tk £ 4772 (Invitro mouse lymphoma tk assay ) -
323 wHHp AFE LA 45
- R ER GRS R me L WG T A 0 BED E b4
a. Wt we2 43¢ B §REEZE (Chromosomal aberrations
in bone marrow cells of rodents )

b. =& %7 ¥ %8m0 2 fcyz B2 (Micronuclei in bone marrow cells
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of rodents )
C. R ¥ cu 3wz 2 ity iplzE2  (Micronuclei in peripheral blood
of rodents )
é%@afﬂ%ﬁﬁiﬁ@ﬁm:ﬁﬂ%ﬁ%ﬁﬁ%@%}&;@
hef L b mre R AL o AR RPN A (A FEF IR

Fiel) S 2 kit

33 Rjptt (7 g APPA RS 2R )

KRB RE&K P b mRE s bt b 2 4 B oolia) 0 DTG
HEA8gAd Rphp el

- HRFEORBLRERD FEEFS R R HEFRY
Bobldeo () AR FHELE 6B U 2 BRARKRSHFL 6B
PN RE S R IR E S SRR AR R (2 #3 2 &
FAT A E 2 B R RS ARORIEY 5 (3) R T BERIT G
REEE 4 ERHMEF L2 RBHEFHT G B AR E2LEE (D)

Brz B RHAFEDFT ey o 22 5 "Ka’v’ﬂ,ﬁf.‘?%\‘«f%q*i\":fﬁai

11\

Th s 2(0) AFIFMRHREEHT I RRELEFIELELE > ML
BE D ow S RO RGE o A F SRR TN A e U g
V] SRRty Paflﬂfmé%#wmﬂﬁa RBioh LA G o B3 Gt FRP o %
B3tiek (AK ~Rp) 285850422005 204 M B2 AR
Rpltidik > L pigd A iz R € FIRF BITT A2 Rt BIRE
Fod LB RpMHEEK o

Bl Emp R FRFBMEERZ T > TR ERFBEERD FREF B

BHEER R o BREBURBHEBHRAFER 2B TRET DY
BA2fd g i o]0 RIdsk B8 PR B E% 53 HEH
FRREBZEFFFHRVLRA LI LRER A EFF % 7 RFFHD



Lk md 2 R Esk o

34 4 HaETEAN (¢ SAEDBFRRIAFRE IS =i

AABET A PRR DD SR I P F R T F IS Sy
2 BERHE - RN 2 AR T ORE BENEREF N
&ﬂ?ﬁg’?‘?dii\;é_iﬁi%ﬁ?ﬁ;t‘;}é)‘gl/g\}_}‘_!rg‘_g_ fio%%—d b PR end

FMHRBREE T fE:A 5% 4 }?F'(T?fi IR VRS W C R B L E RS SR
gHATA QR A MRS ERE

a 254 AR P E TR RRESI IRV IARE FAPT L

LRSS I BRI 8 o ERR INDRES Sl 2 S L

%rs
M-

BEREG LTI EREF G RE R - P AR

Bl o in—riS23 T RB R o A BB 4

e
4
fém
W
jy
Y
I*
S
&
3}
N

R K o

WHREERTIERRE LA 2 E R TRAE R DFIR
TA e R PRI T AR T AT EABHET > ¢ da* WA
R (HERP) BE/N R TR aEs (% f RFaRE)
FARY ATERR A A s B R B BERR TN F R
s £ig 5 o
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3.5 B IRtk iRk
Bt R B A K A RTRE 7 AR S EER L i s
EERE S RBRENCSE o R E A Na > 0 RR T A4 R
Tehstohin 2% o dok B abE Pk 23 BREHF S BES

CEFHPRRRE LS RO 2 eEEP o T RA LR FR -

3.6 HuF i
FUIBBAPRBEEEFE T ZERPTL ] FEh3 o RIEES
His Faand Pk RBREEFFEKRAED o Tl REK LR
AEAM S BEEFET R ABHR 7 BPRRk 26 R
£ & & £ (Immunotoxicity ) 35k ¢ A~ > 975 @ * A B R
Pz g S LA & Heanv i o 3% h7 2 o BiRFa Witk e
hER B F RS o R A S LR RAFBEET J PIRRT £ 5 drni &
P2 kR L0 L SLERREUVBEFESR T AL /[ 2
#

SE R o Aok BT B R AP G 2dup L 0 RIAR SRR AESE

(L F AR ZDTRFEK) 2 o RhFEKY PERP X LA LS

o
\\\?{r

FEYPFETFRES o

#12# 4§ (Toxicokinetics) 5% : 3 2#+ 2 L xizEd: 52 R

=

BowdpildEn? FREF2IEERIZERRILBLEREE
s

Thdcz =i 2 Hiphk & 214

FhRAEE S F o0 THPRE -
24 (Photosafety) % : #i72 A M E BM 2 £ > Hps
G e PR SR 0 () A S kBB (Bl ks fofosk R E

(2B kFPIEA L L E TR (3) LA G (4) Tk S TR
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RS R A KA RS FEE ST T W 5 BT
£ OME AR R G TR SRR LR S iR -
FOiE- xR YA e 2 TR F A FIER 0 5 AR
b RE e T KR TR SR R R
(Zifpfh ~ M A P SRR %) B * A Epc 2w (LF ALY

A o

ik

=)
LS W TRR kT 0 ¢ R E IS KL DR 0 BB B

SRR L

T~ BEERL P
BE AN ATRRCE RS S GLP T FF A BRANRIAE
GLP 2gopr > ¥ A 3t ¢ R f @ Firdperd s £ (GLP
Compliance/Exception Statement) > 3p H K it = 2@ &2 7 Fl > T iFids%k i

B PR PG ET e

I REFIETEFRLILEA
e TR BT FE A R ST UER MR &
HpRE R PE R LB LB B
B EEEYCAAN Y G R ] STRENAE N LA R O TR

BT R EF R H g T & E (NOAEL or NOEL) -
5.2, 81 & {2 eis & HAR B (5 g e E B 4
5.3 [R5k A & bt RIE B g 5 4 PR B 1% e g

5.4 H G A MMM L L kBB E R PR L AR ¢ § TRk

‘3\\-

WERETR Y B AR o AFT AT o R Y A 2H 4 FRnY &
W2 b2V EGE  BRAFRZAH2IVPEREWR R & E

WA AEA G (mg/m?) AHE (mglkg) wdtd o
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L% A% * 5% (Effectsin Human)
FAREPEEY B

L

b MBLR T R ¢

"
SN 5 TN

‘%‘ﬂ
H
A¥
2%

:fi_lé_'?}%‘?‘,,{ ’ }]\ 2“,4,\ :\_;;I,’%_Q ~ \}%‘%/{‘fr:{; —%;t}‘o

EN AN R A T S R AL TR A R RS i
SR AR R A WP XA A BT ES A EBE

ik o R AP o AFA SRR LAT FLAT L HETH

FROLAB L P (2 IBRAPH)

Foe s BRGNS LS wFEI Y2

¥z 0 RV &R (Tableof
All Clinical Studies) - f§itrz™ p %

D 3RBk ¥h%e (Study ID) -~ #p %] (Phase)
8 W fd % (Country )~ £ & :#5% P e (Key Study Objectives )~ i * #| &
(Dosing regimen ) <% + # ( Study Population)

R E R [T 4 e (Status of
Trial/Subject Exposure ) % o
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R LB TR Rk TR R BN RT LT 2 £
ARG PTG RE] TR ERE A2
7‘:

M By c {HW e RREFDEFPRAZET R CRAETTLERRDEEFER -

21 FFHEE S 3
0. 4 L

BREN B FEE (LR

N
X
Iy

»
S
~—
She
|
‘5‘;
ok
R
e
=

o

b. &~ 47 %

e BN G A ST T BRaf S B (5 RPN )R FE

FETRA R T 2 A BN AR e 2 A 2w TRk Rk D
FRp s eddHIr ko 2 H2 AR XRBL Y AR FTRT

WhE&RE SR THATFHI G > FAFEFE50% 5 TRk R

23 AHFEER%
Tt TRk if S B r AP M R% R R E AR L S M
Pt LT E A
231 it
2311 &tk ¢ (& FEEF) 2 kR« F B FH(ACAUC » Crax ~ Trnax
Tuz~ CLE VA2 5 4R 5 4f it
2312 247 ¥ %

2.3.1.3 #F MM T
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= ~ US 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 1l and 111 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 Il 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 supporting documentation in drug applications for the manufacture
of drug substances, Feb. 1987.
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10.

11.

12.

13.

14.

15.

Sterilization process validation, Nov. 1994.
Conducting a clinical safety review of a new product application and preparing a

report on the review, Nov. 1996.

Bioavailability Studies Submitted in NDAs or INDs — General Considerations,
April 2022.

Clinical Pharmacology Considerations for Human Radiolabeled Mass Balance
Studies, September 2024.

Assessing the Effects of Food on Drugs in INDs and NDAs — Clinical
Pharmacology Considerations, May 2026.

Pharmacokinetics in Patients with Impaired Renal Function — Study Design,
Data Analysis, and Impact on Dosing, March 2024.

Pharmacokinetics in Patients with Impaired Hepatic Function: Study Design,
Data Analysis, and Impact on Dosing and Labeling, May 2003.

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.

~ EMA Guidance

1.

Guideline on the requirements to the chemical and pharmaceutical quality documentation

concerning investigational medicinal products in clinical trials, Jan. 2022

~ ICH Guidance

o~ w0 DD -

ICH Q1A Stability testing of new drug substances and products, Feb. 2003.
ICH Q1B Photostability testing of new substances and products, Nov. 1996.
ICH Q1C Stability testing of new dosage forms, Nov. 1996.

ICH Q2 Validation of analytical procedures, Nov. 2023.

ICH Q5A Viral safety evaluation of biotechnology products derived from cell
lines of human or animal origin, Sep. 1999.

ICH Q5B Analysis of the expression construct in cells used for production of
r-DNA derived proteins products, Nov. 1995.

ICH Q5C Stability testing of biotechnological/biological products, July 1996.
ICH Q5D Derivation and characterization of cell substrates used for production
of biotechnological/biological products, Sep. 1998.

ICH Q6A Specification: Test procedures and acceptance criteria for new drug
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14.

15.
16.
17.

18.

substances and new drug products: chemical substances, Dec. 2000.

ICH Q6B Specification: Test procedures and acceptance criteria for
biotechnological/ biological products, Aug. 1999.

ICH M3(R2) Guidance on nonclinical safety studies for the conduct of human

clinical trials and marketing authorization for pharmaceuticals, Jan. 2010.

ICH E6(R3) Guideline For Good Clinical Practice, Jan 2025.
ICH M10 Bioanalytical Method Validation And Study Sample Analysis, May 2022.

ICH S3B Pharmacokinetic: Guidance for Repeated Dose Tissue Distribution Studies,
Oct. 1994

ICH M12 Drug Interaction Studies, May 2024.
ICH E8(R1) General Considerations For Clinical Studies, Oct 2021.

ICH E11(R1) Clinical Investigation of Medicinal Products In The Pediatric Population,
Aug 2017.

ICH E11A PEDIATRIC EXTRAPOLATION, August 2024
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