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2-HG 2-Hydroxyglutarate 2 - bR 7 gL

a-KG a —Ketoglutarate o~ TRT VR VER

AUCy | Area under the (plasa) concentration=time | gy -copiiLerf il i - WS T A

|t e ) oot v gy
concentration -

AUC, | Area under the (plasma) concentration™time |y gy ie—con ffeshif e - W T B

AML Acute myeloid leukemia S EBENE A MR

ANC Absolute neutrophil count et i H ER 2K

AZA Azacitidine THT

BCRP Breast cancer resistance protein FIg s 7y

BMI Body mass index NP

CCDS Company Core Data Sheet PR T —H T —h

CI Confidence interval {5 HE X R

CL/F Apparent oral clearance ROz Tro0 A

Cax Maximum concentration B v M R R

Cin Minimum concentration o B B e

CNS Central nervous system HRAR AR SR

CR Complete remission SEA R

CRh g}zglvp;re;e remission with partial hematologic LG22 A [EE ASER 43 972 CR
Complete remission with incomplete blood count | ML ik 2% 9 [B1 18 23 R 52 4272 CR (AG120-C-009

CRi recovery; Complete remission with incomplete | BERDELE) . HFHFERBEIENREE7 CR (AG-
neutrophil recovery 221-AML-005 RER DA

CRp Sazglvp;f;e remission with incomplete platelet /BRI 28 R 52 4272 CR

CV% Coefficient of variation BRI %o

CYP Cytochrome P450 Frrm—2 P450

DMSO Dimethylsulfoxide DAF L ZILIRF VR

ECG Electrocardiogram LEEIX

BCOG Py | Pasiern Cooperative Oncolosy Group RIESGIEAHE R L — 2EPRIE

EFS Event—free survival A AN E AT

EPO Erythropoietin T AR F

FAS Full Analysis Set B ROFENT X G AR

FDA Food and Drug Administration KE L = A R

FLT3L FMS-like tyrosine kinase 3 receptor FMSEETF s o % —F 3 ZRIEIH R

G-CSF Granulocyte colony—stimulating factor PRI ER o = — L R 1

GM-CSF 1E;;l;?glrulocyte*macrophage colony stimulating BT ER~ 2 7 — S = — i T

HR Hazard ratio NP —RIL

1Cso Concentration of drug that achieved half maximal 50% L2 i

inhibition




W 55 JEE (AMg7RL) A AGE
International Council for Harmonisation of
ICH Technical Requirements for Pharmaceuticals for | [% 38 & Kl 870 [E B
Human Use
IDH1 [socitrate dehydrogenase—1 AT K FERESE 1
IDH2 [socitrate dehydrogenase—2 AV WK R RESE 2
1L.-3 Interleukin—3 A —uaAfF -3
1L.-6 Interleukin—6 A B —aAF -6
v Intravenous AR
MedDRA Medical Dictionary for Regulatory Activities ICH [EBEE AR
MLES Morphologic leukemia—free state JHESAY B [ 1R e
NADP Nicotinamide adenine dinucleotide phosphate ZaF U TIRT T XV A F R R
OAT Organic anion transporter BT =AU NT U AR — 4 —
OATP Organic anion transporting polypeptide BHET = kR R TR
OCT Organic cation transporter BT AL NT AR — 2 —
ORR Objective response rate TR =R
OS Overall survival AL
PD Pharmacodynamics )%
P-gp P-glycoprotein P-¥EEE
PK Pharmacokinetics LT
PR Partial remission # oy TR
PT Preferred term YN
QTc Heart rate—corrected QT interval DAAHIE QT kR
QTcB S;eitrtl}segoxgillulcaorrected for heart rate using Bazett #E % FV - O T QT I
QTcF Q interval corrected for heart rate uSINg | pyigericia i e iU 2 DA HTE QT RIS
R132C Arginine-132 mutated to cysteine 132 HEH DT NX =V WU AT AN
R132G Arginine-132 mutated to glycine 132 FHOTNX = NIV N R
R132H Arginine-132 mutated to histidine 132 HEHDOT NX = PNERATF AT B
R132L Arginine—132 mutated to leucine 132 BEDOT N = NaAf AR
R132S Arginine—132 mutated to serine 132 ZHBDOTNAX =B ANTE B
RCD Recommended combination dose HELEOF &=
R/R Relapsed or refractory RO ST A
SC Subcutaneous KT
SCF Stem cell factor HRAm i R 1
SOC System organ class =N
tmax Time to maximum concentration e i A P o B R R
TPO Thrombopoietin [ N= v ety S
WHO World Health Organization HE S ER RS RS
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ZE 7B KRR SIS 2 W L SR E R 2R I B T F SR OV TR LT or =7
FANPDAFAIRETHD:
https://www.pmda.go.jp/review—services/drug-reviews/review—information/cd/0001.html
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Lol 6, 5 aRIET5, £, &
FOWRAEIZIEU T, 1E500mg ICH & TES
23, BB 1T Grade ADEIEFDNFELLT-3
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1%17.2 msec, TDI0%IEHE XD FERIX19.7 msec THo7-, 1B H B2 H 2 5 m H & (800 L TN
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2.
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e B e LT RIS LA TR .
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%

AT D MR B KT L TIRBRIE R E I L DIRIR e T e 2 ey £ D
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B L CQupnERE
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KRB EFDOT TR KITAZA DWT DD A2k A EUE O BEE
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R SO P oL Th D,

BRI N BEZN O BT N7 12— A PA50 (CYP) SA4EEE K| Y |3 348
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15. e NFEE | EIERERE . B AR, 3R 0BG IROB RS LIIXHE
(LB W 2 )[R 3D DO B 135D,

16. = h— LA B i (DG RF I 23180 mmHg #8 I3k H ifn )+
73100 mmHg i) 2365,

17. IS B O AR R (CNS) B IR 2 R~ 3 5K IERZHL TV D
. CNS H LR DOEEE NS D, A7) — =2 Z R A IR IZ 5D CNS A
DEGRRINZEREDOND GG E D Ix, AV —=2 7 RO R RO AT 2 M ZH &
L7z,

18. @ hr— LA Rz i AREESEAE L <IZRUE A2 O ik ) O &
PR A NEEE 2R L B CAME ST IOREE O B iFEOAOF
JENRH D,

19. BF ORERAEE ) UIARRBRE ~OSMEBE N Z G T D et nd 5L
TR AT E AR AW L 72. O 220 TR E R RN 5,

20. QT MR IE RS EAZENMLN TWD A G522 17 T\ d, 727210,
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5-2-20DAK Y 2—/L*) [T AZATS mg/m?/ H% SC LIV ET 5L
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PDIRERIESY 5 H &2 A7/ D Day 1&£L77,
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4.03CTOZ L —RHEEIZISL)  EHEE, I ONTIEBRERE OB MR, &
Fl+AZAFECOIRBUBHENE CEAILI,
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V ARICEY HIEE

<BFE = (FAS) >
T —471v AT H 202143 H 18 H 20224E6 H 30 H
AHN+AZARE 7TER+ ARt | ABIFAZARE] TR+ &%
(n=72)  |AZABE(n=74)| (n=146) (n=73)  |AZAF¥(n=75)| (n=148)

At

R (F60H) | % | 76.0 (58-84) | 75.5 (45-94) | 76.0 (45-94) | 76.0 (58-84) | 76.0 (45-94) | 76.0 (45-94)

<65i%. n(%) 4 (5.6) 4 (5.4) 8 (5.5) 4 (5.5) 4 (5.3) 8 (5.4)

=655%. n(%) 68 (94.4) 70 (94.6) | 138 (94.5) 9 (94.5) 1(94.7) | 140 (94.6)

<75m%. n (%) 33 (45.8) 31 (41.9) 64 (43.8) 4 (46.6) 31 (41.3) 65 (43.9)

=755%., n(%) 39 (54.2) 43 (58.1) 82 (56.2) 9 (53.4) 44 (58.7) 83 (56.1)

PRI n (%)

Bk 42 (58.3) 38 (51.4) 80 (54.8) 42 (57.5) 38 (50.7) 80 (54.1)

ok 30 (41.7) 36 (48.6) 66 (45.2) 31 (42.5) 37 (49.3) 68 (45.9)

ANFE, n(%)

TIT N 15 (20.8 19 (25.7 34 (23.3) 15 (20.5) 19 (25.3) 34 (23.0)

EPN 12 (16.7 12 (16.2 24 (16.4) 12 (16.4) 12 (16.0) 24 (16.2)

BAXET 7V

27 AUH A 0 2 (2.7) 2 (1.4) 0 2 (2.7) 2 (1.4)

ZDAth, 1 (1.4) 1 (1.4) 2 (1.4) 1 (1.4) 1(1.3) 2 (1.4)

FS 3 44 (61.1) 40 (54.1) 84 (57.5) 45 (61.6) 41 (54.7) 86 (58.1)

FIERRA RBREEER) L n (%)

de novo AML 54 (75.0) 53 (71.6) | 107 (73.3) 55 (75.3) 53 (70.7) | 108 (73.0)

R MEAML 18 (25.0) 21 (28.4) 39 (26.7) 18 (24.7) 22 (29.3) 40 (27.0)
1574 B8 AML 2 (2.8) 1 (1.4) 3(2.1) 2 (2.7) 1 (1.3) 3 (2.0)
ngi;jﬁ 10 (13.9) 12 (16.2) 22 (15.1) 10 (13.7) 13 (17.3) 23 (15.5)
gfﬂﬁfﬁﬁ 4 (5.6) 8 (10.8) | 12 (8.2) 4 (5.5) 8 (10.7) | 12 (8.1)
ZDAth, 2 (2.8) 0 2 (1.4) 2 (2.7) 0 2 (1.4)

WHO 778, n(%)

gf{gxﬁi%ﬁ 16 (22.2) 24 (32.4) 40 (27.4) 16 (21.9) 24 (32.0) 40 (27.0)

igiﬁ?ﬁf 28 (38.9) 26 (35.1) 54 (37.0) 28 (38.4) 27 (36.0) 55 (37.2)

MR ) 1 (1.4) 2 (1.4) 1 (1.4) 1 (1.3) 2 (1.4)

e 5%

FERFER AML 27 (37.5) 23 (31.1) 50 (34.2) 28 (38.4) 23 (30.7) 51 (34.5)

ECOG PS. n(%)

0 14 (19.4) 10 (13.5) 24 (16.4) 14 (19.2) 10 (13.3) 24 (16.2)

1 32 (44.4) 40 (54.1) 72 (49.3) 32 (43.8) 41 (54.7) 73 (49.3)

2 26 (36.1) 24 (32.4) 50 (34.2) 27 (37.0) 24 (32.0) 51 (34.5)
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V . REICEHTHIER

T—Fhy 7 H 202143 H 18 H 202246 H30 H
AF+AZARE 7 TR+ G [ RAITAZARE| TR+ oE
(n=72) AZARE (n=74) (n=146) (n=73) AZARE (n=75) (n=148)
IDHIEARFZ8 2 (4  n (%)
R132C 45 (62.5) 51 (68.9) 96 (65.8) 46 (63.0) 52 (69.3) 98 (66.2)
R132G 6 (8.3) 4 (5.4) 10 (6.8) 6 (8.2) 4 (5.3) 10 (6.8)
R132H 14 (19.4) 12 (16.2) 26 (17.8) 14 (19.2) 12 (16.0) 26 (17.6)
R132L 3 (4.2) 0 3 (2.1) 3 (4.1) 0 3 (2.0)
R132S 2 (2.8) 6 (8.1) 8 (5.5) 2 (2.7) 6 (8.0) 8 (5.4)
L 2a i 1 (1.4) 0 1(0.7)* 1 (1.4) 0 1 (0.7)%
N 1(1.4) 1(1.4) 2 (1.4)% 1(1.4) 1(1.3) 2 (1.4)%
MR B PRI R 7 (IR BREATEAT) | n (%)
Favorable 3 (4.2) 7 (9.5) 10 (6.8) 3 (4.1) 7 (9.3) 10 (6.8)
Intermediate 48 (66.7) 44 (59.5) 92 (63.0) 49 (67.1) 45 (60.0) 94 (63.5)
Poor 16 (22.2) 20 (27.0) 36 (24.7) 16 (21.9) 20 (26.7) 36 (24.3)
Z DA, 3 (4.2) 1(1.4) 4 (2.7) 3 (4.1) 1 (1.3) 4 (2.7)
A 2 (2.8) 2 (2.7) 4 (2.7) 2 (2.7) 2 (2.7) 4 (2.7)
B ZEEk (%)
n 71 73 144 72 74 146
Hh i (i PH) 54.0 (20-95) |48.0 (17-100) | 52.5 (17-100) | 53.5 (20-95) | 48.5 (17-100) | 52.5 (17-100)
A M 2FEER (%)
n 57 59 116 58 60 118
rh L fiE (SR PH) 23.00 (0.0-94.0) |15.00 (0.0-98.0) [20.00 (0.0-98.0) |22.25 (0.0-94.0) | 14.50 (0.0-98.0) |20.00 (0.0-98.0)
BESMHZE  n (%)
HY 4 (5.6) 2 (2.7) 6 (4.1) 4 (5.5) 2 (2.7) 6 (4.1)
7L 59 (81.9) 65 (87.8) | 124 (84.9) 60 (82.2) 66 (88.0) | 126 (85.1)
A 5 (6.9) 6 (8.1) 11 (7.5) 5 (6.8) 6 (8.0) 11 (7.4)
A FHAh 4 (5.6) 1(1.4) 5 (3.4) 4 (5.5) 1(1.3) 5 (3.4)

BRI DM IZ I IDHIE A28 BEsE STz,

<AEhE>
TS EHA I
*EFS

EFSIZRITAHARA]+ AZAREDO T Z8R + AZA Rk 4D HR (95%CI) 130.33 (0.16, 0.69) TH-o7=,
12K 8245 H EFS % AKHK|+ AZARECTENEN3T.4% K 22.2% . FF78R+ AZAFETENREN
12.2% K OHEERRE CTHoT- (F—F v A7 H :20214E3H 18H . & —& v A7 HETIZ TR

+AZABETIZ244 H LA ED BES 2328 L= SEFI TR~ T7)
% EFS EVEA L B 2058 8 U TRIEAR RS BRSNS OIR B DI T EDEARX OIS AN AELTA_XU O H £T

D

FROEF (72771, ZIETIZCR, CRi, CRp XU HEZAYHE 3 g Ik (MLES) & ik L7 Z &3S HHERE O A% 51 5) itk o
FERLER D5 % L EDYA | Mg P EEERS T ELL 72356 L SUIBEIME B HBLL 258 OV T INCi% Y, 728, B4 ETIC

CRNER SR ST5 6 BAERALEL B BICA R AL T2 B 7R L IR E LT,
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V . REICEETHIER

EFS(FAS. T—AhvhA7H:202143A188)

AFH+ AZARE (n=72) 78R+ AZARE (n=74)
AR PIEBLIE (%) 46 (63.9) 62 (83.8)
ey - E NP2 42 (58.3) 59 (79.7)
TR OO P 3 (4.2) 2 (2.7
FETS 1 (1.4) 1(1.4)
H i (95%CI) . H 0.03(0.03, 11.01) 0.03(NE, NE)
HR (95%CI) * 0.33(0.16, 0.69)

NE: HEE A HE

% JER Cox LEFI N —RET AT FHH

[£% Jp =0.0011, &l log-rank fR & (A H/KHE: J74110.0046)

1) BRI 3% ORI T ADEOFEIE H L& 172 EFS R0 0S 12OV T, 3B & i © E B3l H WA S =2k,
TRBR SN F T A THATHUE ORI N E RIS DS E A SRR 5 2 L IR I ST,

EFS O Kaplan—Meier B (FAS, T—4HhvbA T H 2021538 18H)

1.0
+ FTB4910
—_— KH A+ AZARE
TSR +AZAR

0.8
4
1 06
V2
N
% 04 " — }
= |

0.2 1

O-O T T T T T T T T T T T T T T T T

0 2 4 6 8 10 12 14 16 18 20 22 24 26 2 30

at risk# #AR (B)

ARI+AZABE 72 26 25 20 19 17 13 9 8 5 5 4 2 2 2 0
ToER+AZAR 74 8 8 5 5 4 3 2 2 1

BIREEAmIE H

-CR#

CRZH (95%CI) 1%, AHFI+AZAREAT.2% (35.3, 59.3) . 77 BR+AZARE14.9% (7.7, 25.0) THY,
Fw A (95%CI) 134.76 (2.15, 10.50) TH->7-[p <0.0001, Cochran-Mantel-Haenszel 8 i : £ 57K

UE (P {f p=0.0087) . & —& 1w A7 H :20214E3 H 18 H 1,

* CROER T OIFERIL DB % A>T 7 b/ MEZe L BESMR BZR L #fset i 1 BB (ANC) 231.0 X 109/1.(1000/ L) B =
M/ R 23100 X 107/L (1000007 L) BA_E | R OV M BR i | 2 AL A5

-0S
OSIZBIFAERK+ AZABED 78R + AZABEIZ )T D HR (95%CI) 130.42 (0.27, 0.65) Téh-o7-,
OS FH-AE (95%CI) 1F3AK + AZAREE29.3%5 H (13.2, NE) . 7R+ AZARET.9% H (4.1, 11.3) THY,
364 H OS LIZFNZFN41.0%. 11.9% CToh-7= (F—&Hvh47 H : 202246 H30H)
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V . REICEHTHIER

OS(FAS. T—AhvhA7H:202246A308)

AFH+ AZARE (n=73) 75k R+ AZARE (n=75)
AR PIEBLIE (%) 37 (50.7) 58 (77.3)
H il (95%CT) . H 29.3 (13.2, NE) 7.9 (4.1, 11.3)
HR (95%CI) * 0.42 (0.27, 0.65)

NE: #E7E A~ hg

% @R Cox BN —RET /I E

(&% 1p <0.0001, J&5H] log—rank # & (A &K %E: 7 110.0017)

1) HHK GRS ORE I BV T, BOMEDFTE B L&U7Z EFS R0 0SIC2OW T, iR & h TR ERHMEIE B AN E H S -2,
TRER SN 5 5 CHRATELE D7V RIT S FERES 7= 2 L2 E 2 FERHAR0ICHEIR 35 2 LT IR g I S,

0S M Kaplan—Meier B (FAS, T—4hvbA T H 202246 A30H)

1.0_ n
| + 154910
— FAEI+AZAEE
T IR+AZARE
0.8+
& 067
as
=
£ a4
0.2+
OO T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8101214161820 2224 26 28 30 32 34 36 38 40 42 44 46 48 50
ot risk 5 (A)
KAI+AZAR 73 60 56 50 47 45 43 40 393736 3227 23201713118 54 3 3 1 10
TouR+AZARE 755545 3732282521191913108 6 54 4 3 2 21 1 1 10

-CR+CRh#
CR+CRh = (95%CI) 1%, A&+ AZA#ES2.8% (40.7, 64.7) . 7T BR+AZAREL7.6% (9.7, 28.2) T
0. A X (95%CI) 1£5.01(2.32, 10.81) THh->7-[p <0.0001, Cochran—Mantel-Haenszel ¥ € : A =

JKYE ({1l p=0.0087) , 7 —% B 47 H 1202143 H 18 H 1,
sk CRh D EF : ARAH ML BR[04 23555 B9 LANC £30.5 X 10%/L (500/ 1 L) )~ il M 3350 X 109/L (50000/ 1 L) ] TdH 5 CR

-ORR
ORR (95%CI) 1, A K| +AZA#£62.5% (50.3, 73.6) . 7 FEAHR +AZAEE18.9% (10.7, 29.7) THY,
A X (95%CI) 1£7.15(3.31, 15.44) T&H-7=[p <0.0001, Cochran—Mantel-Haenszel ¥ & : A H 7K
& (/- p=0.0087) . & —%H b4~ H :20214E3H 18 H ],

% ORR:CR, CRi(CRpZ#&ie) | ¥/ Eifif (PR) & OYMLFS OFI4
PRDEFE : CR D MLIKSREIE K24 Tz U, BBl O 3FER R 2350 % BB L5~25%
MLES O %E 25 : B i 1 O LEER FE RN Yo KA >0 7 7 L/ IMEZR U, BESME 7R L, I AR EE 1A~ 3
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V . REICEETHIER

<R >

AKF+ AZARET2B D H | AR O ZIZ BE S 2EIVER L3041 (41.7%)  AH K OYAZA O A
B3 2 EIE 134441 (61.1%) IZFE8D BTz AHF|D BT F22EIERIE, OER QT TR
1241 (16.7%) . S LAEMERES B (11.1%) . M EREEANAEGH (8.3%) « FHI3HI (4.2%) | 4 FHERIAME |
B, 4F HPERHEINGE | B0, KM = 2 — X F— R RIRSE ., BR324 (2.8%) 7oL
T o7z, AHN R ONAZA O AN B 925 F 2B E I, L1741 (23.6%) | EH-1441 (19.4%) |
B HRERIBDE 111 (15.3%) | &L, i/ IR E 235 741 (9.7 %) | A, T 91, J8 WML v Bk s
JiE | I/ IMRER D | BABGE A6 (8.3%) 72& Th -7z,

Grade 3L EOARF O A BT DRIEAIL1341 (18.1%) IZ7BD LI, FRFGILLEM QT IER6
%1 (8.3%) . S VIEMERE, 4F P ERIBME D241 (2.8%) 72 L Tdh o7, Grade 3LA_EDOAA| K TNAZA
O FEANZBIHE TS EIERIE3451 (47.2%) IZFBD IV, AR FGUIAFHERIAEL 141 (15.3%) | F&
BT BRI ES ] (8.3%) | B, M/ MSGBUME | A HRERER A 3 %&-561 (6.9%) 7L Th o7z,
ARHN D I Z BT 2 EEZRFEIVER X561 (6.9%) 1278 BV, WRRIZBIEMEREAH] (5.6%) | FEE K
OB INE 101 (1.4%) TH o7z, AFN K ONAZA O KN B9 5 EE /2 BIEAIX1641 (22.2%)
IZFBD BV, WERITFEBWE 4 H Bk ES B (6.9%) | A R ERIBUVE | 1/ IMRIBUZDE | S8 ST A
SOLRVASE | BGERBE R, IliZk |, > 2 —RE T Ak RSTA VAL  BRIIAE | IR KRG, 9% 57
FEEN TERHAGAE M, 2FERARARECE AN, S (LI E | R ZE B PR | il 0345 1451 (1.4%) T
HoT-,

ARFND I3 Be G- IR I B T2 EFELRIT5H1(6.9%) (ZFRHOHIL, NaRIE, &L, Hi/ RIS E ., O
BN QT £, I/ MR . ARARIE N 161 (1.4%) Tdho 72, AF Mo ONAZA O i FEH1 75 % G- v
BB T2/ EFEFRIT1961 (26.4%) IZFBDHIL, 2O B 24 L EIZERSH BV DIt ZEF2 i 2451
(2.8%) DIH Tl -7z,

BT B EFHGIIH](15.3%) IZFBDHBIL, NFRIE, fifige, SEZN H 3% 261 (2.8%) |
COVID-19, UM SEME > =7 | B MR AR | AR Z st N e R M | i ZE ke
D141 (1.4%) THo7z,

P 5 BT o SO EBE B R GRBRER AR P 528 H #2 £ C) DIE 1L, AHKI+AZABED 1661 (22.2%)
IO LIV, 2O ER K BHEITICL DI CII66] Th o7, I K BT LIS D FER DN
UL, BHEW A2, filige,/ BEEETT | ifiZk . COVID-19, EAEIEAE i i M 25 | FECIAE P4
Tavy | ZhgaBEEE R SREERE, I ZERIEN L 1B THY , VT IHIRRIE L O R EBIRITT ESN
7=

AR +AZAFEZ BT, A EFRIT A ARAYLERE 351 (100%) K OFME AHLERF 6841 (98.6%) 1T
RHOOIL, BARANDHIZGHED LA FFRONFIL, AL AE SN R 23261 AL i, 7
TATX Y — K MUE B RS L, FE | ARV AE, i E SR AR RS RS RS TS
LR & 2% N L, Vo REZE TN S BT JE B BB, & & ORI 15 Ch -T2,

kS —HHy A7 H 2022456 A 30 H
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V . REICEHTHIER

2)R&WHER
B RL

(5) B - FRHE R ER
B RL

(6) ;A A F
DERARERE (—REAKERE. HERRARERE. FARELERAR) . WERTET 4
~N—RFHE. RERFTRERABRORAE
HE R L

)RBEMELTERFENABTRIEERLI-HE HBROBE
AL L7

(M ZDh
BA1PANA
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VI. ENEE(CRIIHIER

1. REZHCEEHHELEMRILLEME

IDHIBHE Al
R BEOH LA OREE - IRET, KFOEFLSNIIMI LEZSZ R DL,

2. RIEEH

(1) Ve &R - YE R
AV 7oK EREFE L (IDHL) 25 Eo B R IE, 1E 7 705 BE M ia OB sEfERF I B 5L THsh,
PRI IDHUE, AV 7 W% o= TR IV EVEE (o —KG) ~ZEH#T 5, o ~KG 1T, EAF°DNA %
BEAT AL, DSAANEIEAG 72 E BT MEL 3228 T B COE BRI Db 2 et 5,
IDHIERFERIZL > TRELT AR IDHUE, o - KGZE2-tRuXx T 7 LA VEE (2-HG) ~Z i
L. 2-HG I3 (LA BRLEL T, S A R ESE5LE 2 5TV,
AR T =71%, ZRAIDHIOHEHRITHY , B IDHIOFEETE AL E 2528 C, EEHA
(\ZBT22-HG PEAEZIAE L IDHIEAR T2 RGO AML MO /3 b A 7F 84 22 21280 | &
FERHIERZ R T LB 2 T5,

AR TZT DIERERF

AR FTZT
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VI. EEEICRHISHIEH

(2) EshEE 41T DR ERRAEY
NEERIDH/2RUPEFER IDHI /2128 54 R T=T DBAEVERA (in vitro)

IEHEIIDHL (R132) DT AV 7 4 — 2 VBT IDHI OB E I T DA R T =7 OFLEER .,
A ONZEBANDH2D T AV 7 4 — Dk T AR T =7 OFRIEZFAR L 7=, B AR IDHT & Y
IDH2/Z DWW TlE, NADPH DY 7R T —8 /LY RV e Ui A Z R S, o -KG >
52-HG ~DOZEHDFEIEL LT, 58179 D NADP Dig 5t T D NADPH OFEREZE I E LT-,
AR T =132 BAIIDHL (R132) 7AY 74— K OB AR IDHZ 64558 /172 BLERTHY
IDH2& FE R TIDHUZ R L CRW BRI 2 T D2 L0 RENT-,

ZERBIDH1 /2R U EFE R IDH1 /2120 24 R T =T MBEEEA (ICsfE)

B3R AT o — R ICs0 (nmol/L)
IDHI1 (R132C) . 1B 17
IDH1 (R132G) . 1B 8
IDH1 (R132H) + NADPH, 1]
IDH1 (R132H) + NADPH, 16Hf#] 2
IDHI1 (R132H) . 18] 11
IDHI (R132S) | 1 12
IDHI (R132L) . 1#%f] 13
B AR IDHI, 1R 1,326
B AR IDHL + NADP, 18# 71
B /£ IDH1+ NADP, 168 24
IDH2 (R172K) | 1##H >100,000
B AR IDH2, 1H5R >100,000

1Cs0:50% PHE IR

2)ZERIDHI (R132C) #H T HAML BENLIEIML-#IR EHEHIFE D 2 1L55E (ex vivo)
AML 52051 [ 28 BB IDH1 (R132C) M OVEF AR IDH 145 1451 1 2> HER B L 7= 908 AML fl i %, 1.
EIRREC, G X BN A A2 * B O R YT =7 (50, 100, 500, 1,000 nmol/L) X (XA
F AN EF TR (DMSO) CrEfR) 777E T TR L, A i, HIFuN2-HGIREE, /bR iE
028 SR IDHUC %9~ A B EVE A 23 L 7=, 28 AV IDHL (R132C) 2 32811 AML Afla 2 A 7R
UF T TR AL EY BERTH B E£T2-HG MK T L. B8R b~ Al
FEDSFHEI =0, ZOERIZE AN IDH1Z2 A 350 AML AR TIEERD bR -7,

% IL-3,IL-6, SCF, TPO, EPO, FLT3L, GM-CSF K& (}*G-CSF
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VI. FEZhEB(ZB9 HIER

BENSERML=-#HK AMLEHHRER2-HG IR E (ex vivo)

6000
5000
%
4000
A
2
H 3000
G
=
E 2000 RSk
(ng/mL/108#Ha) DMSO
B /R¥7=7 50 nmol/L
1000 [ «4/R¥5F=7 100 nmol/L
W (7/R¥F =7 500 nmol/L
0 s — w—— ) T7RY7=7 1,000 nmol/L

ZERIDH1 (R132C) i A RYIDH1 #Hke

BENSEIU-MHK AML M A F K (ex vivo)

ZRBIDH1 (R132C) #fifE FrARIDH 1 #ka
200 160

800 // 140
7.00 / 120
= /4 £
E 6.00 /// ;E 100 DMSO
B 500 / B 800 o
o / = e ARYF=T
(X 105) 400 (X 105) 600 100 nmol/L
// = ARYF=T
3.00 4.00 500 nmol/L
/———x’ -~ (RYF=T
1,000 nmol/L

200 2.00
0 3 7 0 3

B (3) #imE (3)

RILHE

N\

~

) ZERIDHI (R132H XL R132C) ZH T H AML BE N SEILI-#IR BRI D 721 3%E (ex vivo)
AML BE 64 [ 22 FAIDHI (R132C) . ZFAIDHI (R132H) K& ONEF AR IDH 1 A345- 2451 1 > B ER R
L7 E Bl 2R ER 2 | SR RE C L BB X N AN AL * L O R 7 =77 (500, 1,000,
5,000 nmol/L) XL DMSO Ckf ) 775 T L A FMIfa ., MlaN2-HGIREE, /o btk g
O ERANDHILEICEAER AT L2 AR T =7 2R k120 B £ CULER L 7= B A IDHI
(R132C I R132H) ZA 954148 AML AR I T L MR N 2-HG BB T L. B ek b
FHE ST,

* IL-3. IL-6, SCF, TPO, EPO, FLT3L, GM-CSF & () G-CSF
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VI. EEEICRHISHIEH

BEDLERIL-FHK AMLEHIZF2-HG EDEIE (ex vivo)

120
#H* 1001 ==
ij o
;% e
¥ 801 I
I2 o
H 5
G 60 41
= “
D o
£ o
%J 40
= ) iz
é e o L DMSO
20 TE e e s [ 1 7R¥5=7 500 nmol/L
)0 O 4 R¥5>=7 1,000 nmol/L
o B /R¥5 =7 5000 nmol/L
T T T T 1

ZEBIDHI ZEBIDHI ZERBIDHI ZRAIDH]
(R1320)#f2  (R132H)#ERE  (R132C)#f2  (R132H)#fE

X RMEZE100%E LIEIG

4)ZEEBIDHI(RI2H) ZH T AR AMLMRZ ALY OREBBIBET ILICHTH5BHS
{LEB3E (in vivo)
ZEHAIDHL (R132H) 2 32 MM AML filaz e~ 7 A BFESHEE T L (n=10) IZAHR T
=7 (50 X1%150 mg/kg) ITMEAELAN GefR) 21 B 2[E], 21 B IR &% 5L, BB L Ea ks
L7z,
AR T =T B HIZEY =T AR M 028 FALIDH (R132H) AML MR 2 E 2BV T B 3y
{b~—7J1—"TodHHhCD14 2 (NhCDI5FE BN AN 72,

AR TZIICEHBERRIIMET—H—BEEREDOFER (YVX)

hCD45/hCD33/hCD14 k5 hCD45/hCD33/hCD15 k54l
8 T —— 20
s W R,

] & ok po.BID
% 6 15 T RyF=7
’E% ’Eg I:IgoTEjS_ 750 mg/kg.
F* 4 - Z 10 — [0 «7RY5=7 150 mg/kg.
b:=) Hoksk B Sk po.BID
% ° % °
“Man el G nan

0- T T T 0- . ; ' * %% p¥<0.01

7 13 20 7 13 20 1078
#E (H) M (H)

BID:1H2E&S. po: &O. SEM : {Z#8RE
¥ Student's tiRE
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VI. FEZhEB(ZB9 HIER

5 EIAR—RARUIDREBBIEET IILIZEITHEF AR IDHI R U IDH2EMHRAE4E A (in vivo)
R EAIDH (R132H) X84 R IDHL K& ONDH2O i 524 e Mz B W T ARy T =7
W i L B AE Y IDHL M OV IDH2BREFEE R LD FET )77 / M EhRE (PK/PD) O B AR L 72, 28 5%
A L ORI SO ES R B WL BFAER IDHITEE 290 % L E 95720 1245
MAEF AR T =7 D Cuin1310,500 ng/mL LA ETHLHEHEESIL, AR T =7500 mgZ1H 1[A]
FeH LTz B AR IDHITE M 290 % BH5E 357201243 72 A PR R BT ITE LRV ZEARS
niz,

6) FENZERUVEYEIRE (in vivo)
b NECE BB R R (HT1080) iz Vo~ o 2R BEER A€ 7 /L SJUF 28 SR IDHL (R132C) 24
T HE AML AlfaA Vo~ 2B FEBAEE T V238U T L PR/PD sl a L 7=,
HT 1080/ @ % AV /o~ A BT T /LI 351F 5 PK/PD 5RBR T, M8 K O H12-HG 2
FEIX, AR T =7 OROF 5% B TL, FAEERIZAR Y T =7 OHEK DIRERIC
KIFTHY, AR T =150 mg/kg%ﬁ@:&%(128#%%%)?5_}: TR0 i K OVE S
2-HG I 195 % I F L7z,
ZEHAIIDHI (R132C) 24425 AML11655E s AML Al fl\W -~ 2 BB T 7 V2B 5
PK/PDRER T, AR F =750 % 8150 mg/ keZ1 H 2[A1#% 0% 5452 L2 L0 g 2-HG
PEAEZ90% UL EIRE L7, &2 BB IDH (R132C) 24 35 TM001036E ~ AML iz =~ A
BFEHETT BT D PK/PD B ClE, AR T =750 (N150 me/ keZ 1 H2[mFE O &% 595
ZEIZEYEBET R O 2-HG PEA 296 Yo R E L 72,

B AR OEGRE AL TWD IR SUIZNRIT, [IDHIEAR 28 GO M F B B e ) Th D,

DNEERDHIZET HAMLHIIBETILICEITDA4 RS T =T £ AZA BERIC K DHERERISFE (in vitro)
25 B IDH (R132H) 2 A 3 A MR | s ffaek (TF-1) AML AR T VKT 24 RV 7 =
TETHPF VU (AZA) DOF DRI OUWNT, MRS HE5E M OSHIAE SE 2 5T L 7= 1 e
R, AZA U (100, 300, 1,000 nmol/L) . A7~ 7 =7 B (200, 1,000 nmol/L) XiFA R T =7
+AZAPFHTILEEL , ~E7 v & RilEk b~ — 21— (ZVaz U A) 7o~V ERIR 71,
~NETREVBE T A/BUREREIRE , 7R AT OV R L 7=,
~EZue v &k O b — I —E FEMEL T AR T =7 + AZAPER THINL, AR
T =7 EAZADGHHIEL, MR b a TR T DL LB ITHIIASE A TR T DL RENT,

(3) {E ST - 54505
LR L
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VI. Y ENREIZRS 9 HIEH

1. MAREDHERS

(1) AEEEDGMGEE
BA=)-¢: Ay

(2)ERPREABR CRERRSN =M PIRE
DAMLEEZE (BAA26lZET) TOREROKSRUREZEORS (AG120-C-009545%)
B 770 B AR A SRIE DT i LR D72 W ARIEIR D IDH 5 128 B D AML (IDHIm AML) FB3
(AARN2BZE Te) 12, AZA DR FTAAIS00 mgZ SAEFE O 5Lz Eo)E L O E & 5%
DARY T =7 O MR EEHERS K OSSR EN AR/ ST A— 2 XL T Ol Th-7T-,

REROKBREL-ELEEDPRIRVRERERDARLTZIDOMERREHR

10000 —
—— #[Eli%5 (60%1)

RERS (3441)

8000 —

MRFENL | 1)\ SE\ B
[e)}
o
o
o
Al

2.

(ng/mL)

T I T I
3 4

Tl + iEte
FFfE (hr)

REROZELEEEOPERVRERSEOARY T =T OEMBRE/ 54—~

ik e Chnax AUCo-4n AUCo-24n %2
(hr) (ng/mL) (hreng/mL.) (hreng/mL)
2.57 4,821 12,683
Rt 59 (050, 4.25) | (38.7) (54.9) % NA
. 2.22 6,145 20,111 106,326
RS 3 (0.52, 4.67) (33.8) (36.9) (40.9) *

S P (T CV %)

NA:FZ 4720

M1 Pl R/ IME, BeRfE) 32 AUCo aun S #65-WF 0D $ 55T 0 I v 0 S - 458 13- 24 IRE [ 742 LK Y -2 M A P i BE L2 AR AL C
FHILZ, %3 n=50 34 n=32
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VL. EYEhRelcB 9 HIEH

<BE>

IDHIm AT Mg N5 B Akt G L U=V ah a6 1 #HEBR (AG120-C-001736R) 2 o FH & ifitkg /S —k
WZBUWT, AFI500 mgZH[ER A& G LIZEEDAR YT =7 QI ENRE RT A—H|ZLL FO@v T
ot

BHEZEOKZRELIZEEDARTZIT DEYFEE/NTA—4
%L tmax (hr) ti/2 (hr) Comax (ng/mL) AUCo-2n (hreng/mL)

12 2.37(1.93, 5.87) 92.7(67.2) % 4,481 (46.6) 61,135(33.2)
S Pl (e fT CV %)
K1 PRl (FR/ M, FRAIE) %2 n=10

B AR OGRSV TODRIRE ST AT, TIDHIEAR T2 B G M O MEB BEE 2 M55 ) Th D,

2) BRANEBANIZHITHEYENRED LLE
WA 1 AHEER (AG120-C-006588R) 91\ T, HARAN KR O E N DR N BHEZ XTI,
AAI500 mg HA[AHE 514 O IWEIREZ el 7= L& BB AE 7 0 7 A /W FIRE CTdh o 72, L T
H A A AUCqint S O Crra 1Z A A LD HR0REL , CL/F 1L A A LG 000 o 7228, il % O ERE
DVEFE D3RI, MHERE [ TR E > T,

BREOBRELLEEDARITZIT DEYERE/ AT A—S

@J%{ tmax>:<1 t1/2>:<2 Cmax AUCO*inf CL/F
(hr) (hr) (ng/mL) (hr+ng/mL) (L/hr)
3.00 46.0 2,020 108,000 4.65
HAN 10 (2.00, 6.00) (15.9) (22.1) (22.9) (22.9)
A 10 3.02 64.0 2,850 185,000 2.71
(1.00, 9.00) (22.5) (15.8) (42.4) (42.4)

KA (e fT CV %)
CL/F= BT O A7) T F A
M1 AR G/ IV, JRcKfil) 32 STl (R VR 22)

(3) hEE

K ERL

HBRE-HAZOEE

NEBEOFZENEAT—S)
WA 1 FHFER (AG120-C-004388R) P12\ T MR FER A 276112, AFKI500 mg 2 HL[AIFE M
L& R 5126t T 25 mREN & (e —#7900~1,000kcal DH 5 | 56~60% 23§
B BRI 5B DARY T =7 D Coax & N AUCo-ine DA EHE O LuIL, 21,978 K%
1.243ThH o7,
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VL. EYEhRelcBi 9 HIE R

2) HREDZE
(TVIL. 7. AH AR | OIEZ )

DARFaFJI—ILO

S T ARRRBR (AG120-C-0077AER) (235U T HER A (2161) (12, A FT =7 —)1 (5RU N CYP3A
B 7) 200 mg A1 F LIETLS FI BT 1 5L, AFI250 me HIIR 1 5 LTz & | AHI LA 055
Wkt HA T — L DR EGRED AR T =7 D Cuax 2 N AUCo-ine™ O $AT SEXE D LI T
NENL02K V2.69Th o7z UHEAT —2),

X 2045

@7)LaFy—iLm

AR BN RE T T LI LD Y 2 — e BV T, AAFIS00 mgE T L) — L (FFEED
CYP3ABHFA) O G- Lo L& ARFIHM A G (25257 va Tty — VR G- oA Ry
T =7 D Cran L VAU Css DA EEMED HiT  ARAI A G R TITENE 152 K U190 L HEE
Sz,

@UIFrELUM

R SR BN REE T M LAY 2l — gl B N T, AKI500 mgZ )7 7o B (5 CYP3A
A LOEFIEE 5 LTl | AR 12X 5U 7 726 S s B 5O ARS T =7 D o
KON AUC s DEAFED b d, AF AR G-I TIEZ 240,81 U0.67EHEES T,

@TTREAY (LRT)ZR DI TFIY ZETFLT
ARSI REE T LS L D a2l — 2 2 AT T, AHIS00 mg AT 7 me A (CYP2B6RLE,
[EINARAR) . L/ V=R (CYP2C8HE) . Vv 77U (CYP2CORLE) XI5 74 (CYP3A FE)
EOFRE G L& B B E IR CARIDF RIS 7 aed s LosZ U =R U7 7D A
YT LOMERERDME T D ATREMEA R E LT,

OTITXRIU AL FHY—k ORNAREFUT

A PR SEBREE T LIS LAY I al — 3 a T BN T, AKIB00 mgah Y ax L (P-gp FE) . AR
R4 —R (OAT3HE) I ANRZREF L (OATPIBIAE) LOF G- Lz & B G L b
LU CARFIPEHRRCY T% 0 | AN — NI A SRS T2 O FE B3 N5 AT REMEA VRIS
iz,
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VL. EYEhRelcB 9 HIEH

2. BRMEERAY/NTA—E

(1) fEHT 75 3%"
[VIL3.(1) fidiT 515 1 2 R

(2) R UR 3K FE 7 442
BEAE RS BN REFRAT S0 HE & S 072 LR WIS B 8 £ D S iE1E1.95 L/hr (CV%:90.6%) TdHh-7=
(FLHEE) .

() HEKRETES
B¢ 2

B)D)TIUR?
FREEF S B REMENT L HEE SN B FIREED RANT D2V T T2 A0 FEHIE1F4.56 L/hr (CV%:
34.9%) T -7 (FHHAETEH) .

G)NTWEHE?
FRAE S B REFENT L0 HE B SN TZ R O i ea s /S — A NS AR BRSO Y E13232 L(CV%:
48.0%) Tho7- (FHRHIEM) .

(6) ZD1th
B¢ 2N

3. BERI(REaL—aV) figfh

(1) A E?
HESN S 1 FHEBR (AG120-C-001385%) 2 02535215 A1 72 M 4 Hh i B 4 FA N CREE [ SR Bl e fi7
AT T2 SEATIZ LR GE R D3 52— 3/ S— A NET LV E W R T VA VT, [FE BRI
A 45 AR ER (AG120-C-0097&8ER) © D644 0D PK /37 A—Z DA XA HEE A R D T=,

() NFGA—BEFHER'?

WSS 1 FHRER (AG120-C-001585R) 2 D A Wl E 7 — & % T REAE [ SE M B RE AR AT D% 5L
TNTAEDEENINZIIZVT T AD EF-LEEL  CYP3A4ILER (RV=)> — v 7a)y —u
FR Y2 — ) OFEIZZ VT Z ADIK T EBEL Tz, TV 7 ORBRE NS (7L
) ORI BC B E LD AR IR N EE 2 DN AR T =T D BANTOIVT T A
XS24, RE, BMI, 1, AFE, A& OVECOG PS D2 B3 i Sz o7z,

FEET VAR T EERSLE AR R (AG120-C—009745R) b i #E th i fF 5 — & & T PK
INTA =B BB R LT ARG SR, ML TT VLV CRESIN I E B BRI, CYP3A4RREHI D
AUC ~DEBN I B TlooTzs E1-. T F VL O GITARFI O PRI B RS20 o7,
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VL. EYEhRelcBi 9 HIE R

4. IRUR
DBOANAATRASE T4 (in vivo)™®
OZ7 vk

1 Sprague-Dawley 7 MIAR YT =71 mg/kg & HIAIERARN A 5-, 10 mg/kg A% OB G- L7-2& #&0
ISAFT _ATEVT ¢ CEEIE AR 2£2) 1339.5£2.63% L HEES L7,

@1%
HEE—7 NV RIZART T =71 mg/kg ZHMRNEZ G-, 10 mg/kg Z ik 1 £ 5-LIZL & R A SAA T ~AZ
YT (R AR 75) 1325.9 £20.5% LHEES LT,

@V
HeH =T AP NWATARY T =71 mg/kg Z HAIFF RN G-, 10 mg/kg 2R OG- LizE& RO (4T
_RATGEVT ¢ CEIE + FEAE(R 72) 1353.8 £8.72% EHEE S -,

X
(1) I & — A BE Y@ 14
1) B~ DFEATE (in vivo) ™
14 Sprague—Dawley 7 MIA R T =750 mg/kg ZH[A#k O &G LmEx, M & OWEN AR
T =T DAUCes [ZZAE 436,000 % 81,480 ng-h/mL THY , AR T =7 DIMNBATIHE
(AUCo-snfbrain/ AU Co-shiplasmal) 134.11% T o772,

(2) & — ke B2 EAPT A iE 1%
1) BREEFEAT I (in vivo) ™

it Sprague—Dawley 7 MIAR LT =720, 100% 1500 mg/keg/ H %1 A 2[A1f K12 B ] (EiR6~
ITR) ARG LcEE  MEIRLITH BIZB T 2% 5% 2R Mo Rl AR 7 =7 R EILRE
) D8.08~15.6% TH -7z,
M New Zealand White VW2 AR 7 =730, 90 % O’180 mg/kg/ H %1 H 2[ElHAK15 A A (IR
T~21 ) RO L& MR21 A BB o 5% 2 O g R h AR 7 =7 IR 1T
FE 3.13~20.4% TH -7,
LS, Ty b NI TARY T =7 O IRBEBATHERS RS T,

(DA~ DB
LR
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VL. EYEhRelcB 9 HIEH

() BEBRA~DBITHE
1) & BE R~ DFEATHE (in vivo) ™
It Sprague-Dawley 7> MIARY 7 =750 mg/kg & HLIERR (142 G- Uizl & | i K OV B
AR T =T D AUC s [FZ11Z4136,000 )2 8350 ng+h/mL CTHY, AR T =7 ORE B EA T
(AUCo-snicsr/ AUCo-shiplasmal) 150.972% Tdho 77,

(5) Z DDA~ DFATIE
1) MMERFL AT (in vitro)'®
AR T =7 (1 pmol/L) DIMERBATHAMETL/AE R BN COART T =7 OFR ek / A
13041 TH -T2,

(6) MIFEEMEE R

1) MIFEAHKE S (in vitro)
AR F=7(0.2. 1% TR0 pmol/L) DEeNMIEER A 2IT92~96% Tho7-,
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VL. EYEhRelcBi 9 HIE R

6. X35
() HEBAL R U R BHERER
1 [“ClEHAE AR T=TDORB NEAT—H)

WS 1 FHERER (AG120-C-0033R5%) W12 3B\ T AEEER A BB [MC IR A A R T =7
500 mg Z H[Alf 1 B G- L= L2 O [R E LT,

(MCl- AR F =T DO FEELRRBERKIL, 7aa DL -N-5- 7 /LA rt Y = L5 Dl
ML), 7 /)= - nl Ry O L (M3) . D7 vAr a7 FIERG Ot (M4) [ 22
TNAas a7 F)OVE DO N- LT VX AL (M30) , o7 BT D N- T — Al (M44) | 73
RANZK 3 i (M39) Thho7z, T DM OREIL, 2 b D FEZ R &7 V7 a U G Ofl
HEDEICELHDTHoT2,

EFERRIZE T DR T =T O E R BHER

E
N~ N I N N~ N _ ‘N
E
Q R \Q R \Q o o £ 9
0 [o} N
FAC FAC
N-OH o 1 e} N N
HO N N —_— N N
H 3oH H 5oH cl 7N\
cl cl cl <
N 2H
OH

M37 (u) M44 (u,f) M41 (f)

4

Il \ 3

AN

RS

E

\H ) 3 K}N N#O
HO o o @
cl <
NC

M39(f) AR FT=T (p, u, f)
1 2\
E
o
N

M31 (f)

—_

11
= =
F N F N \Q
i NN N 9 L:A@ o o 1
:\H o N N HN N _—
cl @ d o AN cl o N
M3 (u, f) “ Lon M4 (u, f) N / M30 (u,f) N
1. Bt 2 A
2 N-BEILFILAE o N FoN
3. 73 ROk HoN N \Q 1
4 N-BE7 U —IUik a DN HoN N —
5 ZLoOvEES < ol 0 A
p. MR TRRS NI KB M25 (u) © Jon o < M36(u)
u. R TRRE NI N " Glue
f. RPCRBS NI g
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VL. EYEhRelcB 9 HIEH

Q)RBBEETIER(CYPE) DL FE.FE5E

Rray — bk s iz e CYPEESEZ W =i vitro (REHZBW T AR T =71%, £
CYP3A4 TS, CYP2B6 M (X CYP2C8D R -1 Z/ NSNWZ EDVRIBS U721

AR T =7 X CYP2C8, CYP2C19, CYP2D6 K (N CYP3A4 /5% 55< EL#EBLE L7223, CYP1A2,
CYP2B6 M ONCYP2C9ZIEE A EE B E L2~ 7=, R ICB T e M54 R Y T =7
500 mg £ G-HED Coax FERE AT 2B BT HE AR T =T NINOHD PASOEETHZLICED
R B 7 S BAE R 23 B35 rREMEI IR W B X Hb, — | AR YT =713 b CYP2B6,
CYP2C8, CYP2CI K& U CYP3A4AAFHE T HZEDER S IZA CYPLA2ZIZE A LFREE LR Te,
CYP2C19% #5383 5 [ REMEL /RS 08  EME AT MARIZ 35172 CYP2C 19D mRNA L~ L2 K IE
TR IR TERD o722,

Q) YVEEBHRDEERVZFDEE
BN

(L RBYOFEDFERVEMSELL., FELE
DEERABETOCHEFBERAR T JHRROKE NEAT—H)
WA 1 ARRER (AG120-C-003385R) 2B, fdtHepk N B IESHNIC [MCIERRIAA Ry T =7
500 mgZ& Hi[EIRR O 5 L7-E & i RE D 92.4% SRR THY | HI TR HE e
Nl

7. HEH

DBERABETOMCIZHRARL TJHEROKRS GAEAT—4)
WAL 1 FHEAER (AG120-C-0033R) W23\ T | R Rk A B MBI [MCIERRAA R T =7 %
B O % G- LIz & | SR R O h A~k S 7 i ie & S b B 7R IR O Ll 5%
15 H 1 C94.3% THY | £ H-SIT ST RED K H: (88.2%) 23 % 5148 H fl EClz[Bl S Tz, £ 5%
15 A M ETICELGREDTTA% D HEF, 16.9% 23R F 235 EIU ST, REKROPEERIZH T T67.4%,
JRHC9.96% T o7z,

8. MoV RR—2—IZET 5 1EHR
1)P-gp R UBCRPIZX I 5 EE R UFHEMEA (in vitro)?”
b N G S F 3k (Caco—2) MR K O X g i (MDCKID (2 Al 22237 1 (MDR1) K& UVBCRP
ZhF 27 =7 RUT= (MDCKII-MDR1 & O*MDCKII-BCRP) #l B @ A T, [“ClARSF =7
DTl EZ T U755 B, AR T =713 P-gp DEE TH DA, BCRP DEE TR EAVRIRE
e £le, AR T =7 D P-gp K O BCRP T T 5 EREICEIL T\ P-gp 23FEBLL 72 Caco- 2l i HE
JE@ 15 K O"MDCKII-BCRP Al fa Hi @ 54 W CRIIL 72 & 2 A, AR 7 =7 14 P-gp AT LI BB O
B U CRLEER 2R LT (ICff: 19.6 pmol/L) 73, BCRP &4 L7 £2/E OBk 1256k LI i A7 P
EVERZ RST80T (ICsofffi: >100 pmol/L),
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VL. EYEhRelcBi 9 HIE R

2)ENBEX VTV RR—E—Ix T 2EE R BEEIEA (in vitro)?
HEK293# @2 W T, AR T =7 X OATPIB1, OATP1B3 } NOAT3Z A L7-HE DA # %
FELE L 7= (ICsofl : 4141956, 22.8 % 110.322 umol/L), —J5, AR T =71 OATI (X OCT2%
LT E ORVIAHZ L E L2 o7 (ICsfE : >65 pmol/L), Eiz, AR T =7 1L OATPIB1 K Y

OATP1B3DHE TII/p W ERIBR ST,

0. BATEICLBREE
LR L

10 BENE=EEIHEE

1) FFSEEEZE RIS T2EYHE A EAT—H)
WA 1 AHEBR (AG120-C-0127868R) 2 2B T, AHI500 mg & H AR 05 L& & Bk A

(81511) |20 9~ B2 FHE RE P 75 J 38 (Child —Pugh 738 A 8f) DAR YT =7 D Cunax L Y AUCo-int D
SO 130,933 K 1N0.847, FEFEBTUDATRY T =7 D Coax DA EEMED HIL1.40 T T2,
e RN (861) 12kt 3% v 45 FE T A RE R & 838 (Child —Pugh 438 B 86) D AR T =7 D Cuax
T O AUCo-int D 3T EEIE D 150,565 K 1UN0.716, FEFEBRLDAR Y T =7 D Coex DI EEIED bt

1%1.29CTH-7=,

1. 20t
B RIL
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I Z2FEALDIEE

=%)ICEE95IEH
| BERBLZOEH

-

1

1 AFE. REFICHARIGTESIEERRICAV T, ENH/EBRESOAEICHLTHAE
- BERZEFOEMDLET, AFI DR ENBEY EHIBSNDEFIZODNTOHRETHIE,
T AR K DREFAIRICKILL ., EERXIZORKICADNMERVERMEZ 57 I1Z8RBAL.
REZHTHRESERMIBT S,

1752&.[73.82 11118 H]

12 RHEDWESICEYSLERBENRRL ., BRMGRIFELEDTENH LD T, + 70 EBEH
BRETICEDEERBENRONIES . BIBRERLEVHOREZFDEYGLEE

[ ]

L1 BBEOWRM CBORRA S EIRE L,

1.2 RFNZBWTHBIEGERE N HRE ST D T2 ARAID CCDS, K IERAS SCE K& BRI B A2 (2
HOXHEL,

2. EEAREZDEH

z_ﬁa

b2 SR

(ROBHEIZITHEELENIE)
AHNDREATIZ

—

X LISBUE DREERE DD L B H
[ ]

AR AR S L TRROE LTS,

3. MRER IR RICEET HEE LT DER
'VAIRHRICEHT LA 2. ZhRE

VIR BT DR DIES RO,
4 BERUVB=ICEETHEEEZTDIEH

IV AIREICEETAEE 4. HELOHEICEETAIEE ) DESHOZL,
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VI Z£MH(EREDEES)ICBEYSHIER

5. EELGARMIEELETNEH

8. EELGEXRMIEE

8.1 QTHIRIEENHLONLIENHHD T, AFIE GBI HT L OG- R IXESI O E R R
K OVEIRERA (VT I, T R T LE) ATV BEOREE 0 ICBlIEZ 528 B K
FE G- OLEMRAEL., Sewo27 A IR, Z0%I3 A a4 B2 ML, 25
DB DN AN TECONTE Y R E A 1TO 28, o, MEIL U CEME Z M ET 5% 0
WY LE A THZ e, [7.3,9.1.1, 11.1.25 /]

8.2 MMUIEMREENHHONDHIEN B DHD T, AAlEE 5B bERT & OG- H I3 E B ki A (3
MEREL, 7V T F=05%) 2170, BEOIREEZ 01l 7 528, [1.2, 7.3, 11.1.1Z /]

[ i)
8.1 AHID CCDS K& OVEBS S [6]45 AR ER (AG120-C-009585R) V COR EIC K S ELI-,
8.2 AK|DCCDSIZESXHTE LI,

6. RENEREFIHBEICHIDOEE
() EHE-BIEEFDHLESE

91 EHHE-BIEEEOHIEE

9.1.1 QTHREREDEETNXIZTOBREFREDHLEE
JeRVE QT #E RIEERESE D QT HIBRIE E D BEN XITZEDOREEREOH 2 BE TILQT MIE
EEDRHLONDIBZNNDHD, [7.3, 8.1, 11.1.25 8]

[ ]
AHAND CCDS Je OKIETRAT SR IS &R E LT,

(2) BHpEfEERE
BRESI TR

(3) A RElEE B E

9.3 FriRelEERE

9.3.1 EEDAFHAEEE EE (Child-Pugh 7348 C)
AFNIEITHAENCEVHER T D72 RN L3 RENNH D, 7eds EE AT
PERERE BT AR G e LT BRI L =ML T v, [16.6. 15 /]

[fEsn ]
AFND CCDS L OKFEGAT CEICIE SR ELT,
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VI Z£M(ERLEDEES) ICBEYSHIER

() ETEREZER Y BF

94 HNEREEHFTHE
YRS ATREME D& D MR ARFNEE G- o R O 5% 17 A NS 38\ GBI 52 20 B8
e ONE BNV E IS DWW TR -2 2 &, 138 OB IRIC KL DBEEE O A121E, £ DB LA
SO kRO TERT2I0ME T 528, (9.5, 10.2 Z ]

[ ]
AKHND CCDS, KETRAT S OB R i A B IS ERRE LT,

(5) 124w

95 14
FLR SUHEIRL TV ATHERE DI B AL L 5 LA SRR, B e VLB PERBRI 15
W BT OB b O A A R B LT L B RO 22N 2.0 K
OR3. 9 AH S 37 A I VR D FE L, IR PR WD B B OB REAE . IR
(lj‘lj‘ﬂ?) ﬁ)%@&bgﬂfco [947;}3‘[3@]

o

e

[z ]

AFHND CCDS, K EFRAF SCE, BN EL A TS Ry O B H B2 3R S DU SCE & O e B8 1458
BEIAE (Q&A) IZDUWT Y CEAR3I4ET H 17 B (HT TR AR 57878 [ 3K « AR TR A o 15 3K 22 Aol SR AR g sk
& ARNSEE2 A 17 H Fe &b 1T IS &R E LT,

(6) L%

96 RFlLim
AL NWZENREELW ENTOINBATICEE 357 — 13720 s, At &2 U CTARA 28 B
L7256, AIRICEEREER N RBL T80 H D,

(s ]

AFND CCDS, KETRAT ST, BN BT T O 5 H 22 385 O FT SCELE O FLH B MHEICBE 358
BRI BEE (Q&A) 12T CEAR3IAEL H 1T B ASHT R AE 57878 15 3K « R TR AR Jm 15 3K 22 2 TR AR g s ek
A& RS2 H 17 H B &b ) ITH D ERE LT,

(7)/NRZE

9.7 INREZ
NS A R E U T B AR BRER 1 X SEHE L TURu,

INREE I T AR DL M K OB DIEITHESLL TN EN LR E LT,
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(8) S HhE
RESN TR

7. fHEEA

VI Z£MH(EREDEES)ICBEYSHIER

10. fHE/EA

AFNTEIZ CYPSAIZIVEHIS NS, 2, AHNIE CYP2B6, 2C8, 2C9 K ORBA X3 D58 EH
K OV P-gp, OAT3 & ONOATPIBLIZX T 2BHEMEHEZHE 95, [16.45 ]

(WHREZETDER

BRESI TR
QHBFELZTDER
102 BrRGEE (BERITEE T H2E)
R4 5 BRI IR - H 1 715 F -« fE IR A1
FRV N CYP3A PHAE A ARANORAERANRENDIEBZE | 2O K CYP3A Z [
A+Ta)f—u NRHHT0 . ZNHEOHEBNEOHE | THZE12I0 . ARA| O i E R
IV AR AL FE AIBEZ2 [RVES , CYP3ARHE | EH-T B rREMENHD,

R —)L &
[7.2.16.7.1%H]

YER D72 TGO EEFN~ DA
BErEETHL, R EG T
MT2560%, RAlEETLE
EHIZ, BFEOREAEEICHIZE
L. AERORBUZA51EET S
ZE,

HREEE D CYP3A BHEEFA
TRV AT
NTFTEL
T —)L L
[16.7.25 4]

KK OBIERANHERINLIBZ
TIRHHT-6D  ZHIHDHA LD Ff
FHIXATREZR[RVMET . CYP3A [PHE
VER D720 UL T ERF ~ D4R
BAEEBETHIZ L, R EET O
92541, BEOIRELEE
ZBIZEL . BIER ORBLUC+/01E
BT5h2E,

T —T T 4G

AFORWER PN BEND BT
NRDHIZD AR ZRNESTER
5T,

8\ CYP3A 35 8.4
V77
TR EE
T )NV A — )
Tr=FY
AT A RFY V7 (St. John's
Wort) & H B 5L 4%
[16.7.2% ]

AR OFHERWTE T DB
DD ZNHDOIEFIE DG
1L ATREZR [RVIEET , CYP3A#5E/E
D72 EH SUIHFEELL T O
CYP3AFHEEAI~DORELBET
5,

TNHDHEHIFE D CYPIA 2755
T HZETEY | ARHNO i PR EE
KT 2 REMED DD,
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VI Z£M(ERLEDEES) ICBEYSHIER

A4 F B AR - H I T 15 R USER
QT FFRER AT ZeMbI | QT MFIERZHEE T8 T | AH R OZLO AT b
TODHFA HHI ZNHOFEF LD T | QTHIFREZERSE 2B NN D
F=vv AIREZR IRV MET | O FEFN~DA | 0, OFHICED QT MIFEERAEM 23
TaRAT IR BaBE 528 a3 if | HmT28Thnidd,
VIV o e M 25618, BEOREEEE

Z)va—)u
EX TR L

(ZBIERL ., BIEH ORBUA 3T
EIHZL,

CYP3A D HVE L7323 A
ArTaF—)u
gl AA
BB (V= F AT ay -
TF =NV T ARGV F— LEE)
K
22
[9.4, 16.7.2% W]

ZNBDEFN DRI HH
TND D5,

AREINCYP3AZFHETHI LK
0. 2SO EF o i R EE MK
T B AREME DD,

CYP2B6D HE L7 2 HE Al
TIFEL LY
[16.7.2% 0]

ZNHDOHEFN O EIETT T 55
FNNHD,

AFNH CYP2B6& FHE T HZ LI
L0 NSO FEK o i TR A
K2R 5D,

CYP2C8MD L L7072 HEHi| INBOIEFN O ENETT T 5 | AFIMB CYP2C8EFHETHI LT
ROV EXR L TNnH5, E0 ., 2SO A O i H R A
/) P SV KT 2R 5D,
LR =R
[16.7.25 1]

CYP2CODIEHE L7 HHHA DDA DOHRMNBETT HF | AAID CYP2COZFHEITHILIC
e O EhdD, KO ZH D FEH O . i EE 23

UNT 7L B
[16.7.2% 18]

K35 RN D5,

P-gp D IE L7 B 3EHA|
eI
D= S
T T
[16.7.2% /]

LD IEF DO REINER GRS
LRENDBHLI-O, BFEOIRE
ZIEEICBIZEL ., BITEH ORI
ToEET AL,

KA P-gp ZRHETHZ LD,
TS OIEK O i o EE AN |5
T ARREMED DD,

OAT3DFE L7253 A
X R=
PAENN
AR A —] %
[16.7.2% ]

ZNHOIEFOEIWEF RS L
HRENNRHDHIZ , BEFDIRE
AEEICBIZEL, BITEH OB
+oaEETHIL,

ARANNOAT3ZPLET HZ LITSK
D, ZIHO AN O I RN F
A DAHEEN DD,

OATPIBL DR L7 5 35
QAR ALF
T RIVISAE T
TIRAB T
[16.7.2: 7]

INHOIEFNORIWER RS
BRENNHHI-0 ., A DIREE
ZIEEICBIZL ., BITER OFRBLC
+EETHIE,

AHKIDSOATPIBIAZHETAHZ L
2k, 2 e FF| o i g E
N EFSTBEHREME DD,

[ ]
ARFN D B AR SR BAE R e OB 2R BN REE T LD a2 — v a fE RS IR S IR E
L7,
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VI Z£MH(EREDEES)ICBEYSHIER

8. Bl{EF

1. Bl{EF
ROBWER NS HIONDZENHHD T, BEE T TV, B SR DN B A IIAFKI DK
HER, B E I EOME YR EETHIZL,

[fiias]
AG120-C-00978BRY DG PR AR BR AR I DX R E LT,

(1) EXR7GZEIVEA EMIER

1.1 EXGEIER

111 SMEAEMREE (11.1%)
FEEN JB | ARERFRIE . PP RERRE | [ EPERRE MK U O BRI ORER K O
G D A I ERHEANE . 7L 7 T = BN D580 B, SHBIEEREDS DDA 1T,
R B AN B RO B EDORE Y EZ1TH 28, [1.2, 7.3, 8.25 ]

11.1.2 QTREIREER (16.7%)
[7.3.8.1,9.1.1% 1]

11.1.3 52 -/\U—EEE EE R0)
[7.3508]

(A ]

AG120-C-0097885RY DB AR R BE I E DR E LT,

11.1.1 AG120-C-0095 Bk V1T I\ T s WAEBERE D FE BLMEEE 1342 Grade T11.1% (8/7261]) THY,
Grade 324 1132.8% (2/7265]) TohroT=, KB REOTRIEAR BRI & 1 2ROz L,

11.1.2 AG120-C-0095BRV 123 VT, LR QT IE R OFBUSA T4 Grade T16.7% (12/7261) THY
Grade 3LL [138.3% (6/7265]) TohroT=, KRB TRIEAR BRI & 1 2ROz L,

11.1.3 AG120-C-0093ERVIZH T, T « NU— BRI S S e o 7228 AV 1 AR B
(AG120-C-0013R5ER) 123\ T, FT0 U —EGERED 2B i A S 7o BRI L TRRE
L7z,
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(2) FD D EI1ER
1.2 ZDthDEIER
5%LL E 5% At
fife R R A M4 7V 7 8 C- Ba
B A, P ERE A | /N
B 3 M EREOR D
IR SANONI DA == 1L ER HEINE B, A ER D E L A R EREE N

JiE, I ERPAME , /MR E

EVE MRS LOGEM A
Y (BRBIOR)—7%

“H BERRHEIE

@ie)

Gl TR CEOL BRI (R

KRB L ORI E R R fLSE | AR T LT U E AR
ZVD DUE KT R A iE

P R PR RIPERAE = 2 — v F — sk

O FE, FAFE

P& 3 KOV T kbR

sUR L, EDFERE, FE95 . BRE IR

/E

T RIRIE, S ELIRRE
— W B E B L O 5 FEEN
IWABEIN: =
i B R B L OV A MLk B
I R ER 38 K OVHERR S 5 S, fgsk
O HEREET vy
HRIORkKEREE EEFEREIN
JRYLIE 3 L OV HUE Y

[figgant ]

AG120-C-0097858D DG PR e BR AR | S &R E LT,
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I 22t (EREDIESF)ICEYHIEE

SEERARABTRE—ER (KM RER) (KFREH)"

[FE] % 3 [ 25 TR R
(AG120-C-009:85R)
AFHN+ AZA#E
FATE B EL 72451
BIVERFEEEIE (%) | ARANDOIHIZBEETHRIWER | 4 Grade 30(41.7)
Grade 324 | 13(18.1)
AAHN K NAZA O FEANZ | 4 Grade 44(61.1)
BT 2RIVEN Grade 321 E 34(47.2)
RIVEH R B (%)
e - AH & ONAZA DT HEHZ
AHND I B 2 EIVEH e -2,
SOC KA+ AZATE AHI+ AZAFE
PT 4 Grade Grade 3V4 | 4 Grade Grade 3VL |
R AR AT 16 (22.2) 8(11.1) 15(20.8) 10(13.9)
DEXQTIEE 12(16.7) 6(8.3) 3(4.2) 2(2.8)
i R B ek 1(1.4) 1(1.4) 6(8.3) 4(5.6)
I R ER B 1(1.4) 0 5(6.9) 5(6.9)
EHikze % 1(1.4) 1(1.4) 3(4.2) 2(2.8)
C- BUSYERR B8 1(1.4) 0 1(1.4) 0
A= 470 )57 AR 1(1.4) 0 0 0
;i%iéj;u/@zzT:/b7/x7: 0 0 2(2.8) 0
2717 F =80 0 0 2(2.8) 0
;’E;Q;D"/7V]\7/X7I7FJZ 0 0 1(1.4) 0
FAE U LE BN 0 0 1(1.4) 0
TEERAR A 0 0 0 1(1.4) 0
IRE R 0 0 1(1.4) 0
MR L OV GRS 9(12.5) 3(4.2) 21(29.2) 20(27.8)
M i Bk SE 6(8.3) 0 1(1.4) 0
I P ER R E 2(2.8) 2(2.8) 11(15.3) 11(15.3)
A1 2(2.8) 0 7(9.7) 5(6.9)
T TR ER B ANE 2(2.8) 0 0 0
1/ N E 1(1.4) 1(1.4) 7(9.7) 5(6.9)
H 1 BRI E 1(1.4) 0 3(4.2) 2(2.8)
BN G R ER Rk 0 0 6(8.3) 6(8.3)
YL ER D E 0 0 1(1.4) 1(1.4)
%ﬁéiﬁﬁig}fﬁg gg;ﬁi% 9(12.5) 2(2.8) 1(1.4) 1(1.4)
IHEIE R 8(11.1) 2(2.8) 1(1.4) 1(1.4)
B HEARAEIE 1(1.4) 0 0 0
H i = 7(9.7) 0 26(36.1) 2(2.8)
T 3(4.2) 0 6(8.3) 0
L 2(2.8) 0 17(23.6) 1(1.4)
5EFIL 1(1.4) 0 6(8.3) 0
I 1(1.4) 0 0 0
Mg - 0 0 14(19.4) 0
T ERYEAL A I 0 0 1(1.4) 1(1.4)
R A 0 0 1(1.4) 0
HEPNTE S TE K 0 0 1(1.4) 0
Ly F T 0 0 1(1.4) 0
HIRE 0 0 1(1.4) 0
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VI Z£M(ERLEDEES) ICBEYSHIER

BIVE R BB (%)
s - AF Je ONAZA O [ EEA
AHND I\ B2 EIVEH el 42,
SOC AHI+ AZATRE KA+ AZATE
PT 4= Grade Grade 3L | 4 Grade Grade 324 |
Rt IO E 4(5.6) 0 11(15.3) 1(1.4)
KT R A fE 1(1.4) 0 3(4.2) 1(1.4)
1AV L fE 1(1.4) 0 2(2.8) 0
K7 V7 U IE 1(1.4) 0 1(1.4) 0
e DRI I 1(1.4) 0 0 0
BAREGE 0 0 6(8.3) 0
B MLSE 0 0 1(1.4) 0
PR TR b 4(5.6) 0 7(9.7) 2(2.8)
KRR =2 —a/ 3T — 2(2.8) 0 0 0
EEIMHE O FU 1(1.4) 0 3(4.2) 1(1.4)
Gt 1(1.4) 0 3(4.2) 0
Jibi 5 ZE 0 0 1(1.4) 1(1.4)
BRI 0 0 1(1.4) 0
I e 0 0 1(1.4) 0
F2 & ks OV TR ik b 4(5.6) 0 7(9.7) 0
BB 1(1.4) 0 1(1.4) 0
SRCHR HH i 1(1.4) 0 0 0
EOFEIE 1(1.4) 0 0 0
A 1(1.4) 0 0 0
95 0 0 1(1.4) 0
B R R s 0 0 1(1.4) 0
BT 0 0 1(1.4) 0
FES 0 0 1(1.4) 0
H7 0 0 1(1.4) 0
PR B 0 0 1(1.4) 0
KA 3(4.2) 0 3(4.2) 1(1.4)
AHRAE 2(2.8) 0 2(2.8) 0
PEELIRRE 1(1.4) 0 1(1.4) 1(1.4)
5 0 0 1(1.4) 0
Y71 TR 3 o s N ST e
%2;‘ BHIEE B LU B HALO 2(2.8) 0 11(15.3) 3(4.2)
N 2(2.8) 0 4(5.6) 0
e 0iE 0 0 5(6.9) 0
7 0 0 4(5.6) 2(2.8)
S HREFIRRERE L 0 0 1(1.4) 1(1.4)
75 2R 0 0 1(1.4) 0
PR . R s I OV e 2 2(2.8) 0 3(4.2) 1(1.4)
= I 1(1.4) 0 1(1.4) 0
filg 7K 1(1.4) 0 0 0
JitifiR 2 0 0 1(1.4) 1(1.4)
IR [R] 0 0 1(1.4) 0
B RS R B L OE ARk 2(2.8) 1(1.4) 0 0
‘B 2(2.8) 1(1.4) 0 0

49




I 22t (EREDIESF)ICEYHIEE

BIVE R BB (%)
s - AF Je ONAZA O [ EEA
AHND I\ B2 EIVEH el 42,
SOC AHI+ AZABE AHI+ AZARE
PT 4= Grade Grade 3L | 4 Grade Grade 324 |
JRYE 3 IOV A HUE 1(1.4) 0 12(16.7) 9(12.5)
G 1(1.4) 0 0 0
Jiti g% 0 0 3(4.2) 3(4.2)
PR B 0 0 2(2.8) 1(1.4)
SUE ST ALV ASE 0 0 1(1.4) 1(1.4)
JIEER B J 0 0 1(1.4) 1(1.4)
EEIAERSS 0 0 1(1.4) 1(1.4)
Va—RE S AR S 0 0 1(1.4) 1(1.4)
RS 7 A /LA i 0 0 1(1.4) 1(1.4)
B g 0 0 1(1.4) 1(1.4)
e ER 0 0 1(1.4) 0
FRES/9 0 0 1(1.4) 0
M geh o2 E 0 0 1(1.4) 0
ColibE 1(1.4) 0 2(2.8) 0
BEREETayy 1(1.4) 0 0 0
AR 0 0 1(1.4) 0
JEEERE K 0 0 1(1.4) 0
Hi X Ok 1(1.4) 0 0 0
[EHRPED F 1(1.4) 0 0 0
& E 0 0 3(4.2) 0
B 0 0 2(2.8) 0
e I 0 0 1(1.4) 0
BB L OVR KRR E 0 0 2(2.8) 1(1.4)
B 0 0 1(1.4) 1(1.4)
i jR 0 0 1(1.4) 0

* 7TV NIEFNT AZA EDBIEMREAZ L TR | RRIZIEE D TR,
MedDRA version 25.0

NCI CTCAE Version 4.03

T =R AT H: 202246 4 30 H

9. FRRIRERRICRIFIIZE
AR ESILTU MR

10. BERE

RIESIL TN
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2 (ERLDIES) ICEHIHIER

N EALDEE

141 FEFIRZFTEEDEE

1411 {BRERETHID, H A2 R E LA NV B OFFREFIAZS 528,

14.1.2 WBKERETHD IR FK A R LT TE OB Sl TR EL O E . BT A 0B kR
Azl

[ ]
ARFN D K A S e O B A BB D &R E LTS,

12. ZDHDFE

(1) ERERfEAIZE O IEHR
R ESIL TR

(2) FEERER BRI E D IFER

15.2 FEEGERERER(CEOIER
Ty MNER OB EFBERBRICEB O T, 78 ZEM kRN, BRREEOLTHF LD
L2fFITHE S T D HETRO LN,

[ ]
AHND CCDS, KIEFAT S OB L A B I D ERRE LT,
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IX. JFERPREERICRIIHIEE

1, FIEAER

(1) N IEEAER

(VI SRAFEERIZEE9 DT E | DHZ ]

(2) R L& R
AR T =7 OOME R AT TR B A 35729 in vitro Je OVin vivo DIEGLP D%
VESR PR ER A S Jii L7~
", & R R/ 7
AR E: ';,‘ 4 M
ERIH H Y FE - FH A P FER
hERG #U% AF % ' hERG HUY AF ¥ % 0.1, 0.3, 1, 3, 10, | *ICsolF21 % N0 1 mol/L TIho7=
ESY N EFEBLEE T2 CHO |30 umol/L +30 1 mol/L COFAZEZRIF60 % 69% Thh-7-
(R F o777 i in vitro

TotA)

QTc JE £ & BeE 3~
aY= =Ryl EkE=
(=T Xy F
I T T wtA)

hKvLQT1/hminK X
VhERG VD AF v
XN ERBLIE T
HEK-293ff

hNaV1.5F R AF -+
FJV M (*hCaV1.24

1, 3, 10, 30  mol/L.
n vitro

-hERG 1Z%f 9% 1Cs01Z12.6 1 mol/L. Tdh-7-
*hCaV1.2. hNaV1.5 % OVhKvLQT1/hminK {53

51Cs01%30 1 mol/LAEETH -7~

YD %
HLEH7- CHO #iifia
BARE ., LK, | = 15, 45, 135mg/kg | +15 mg/kg CITEEL/ L

KIR M O'ECG (HE3/ 7E) R EE RS 45, 135 mg/kg TlE. QT IfE KX R QTeBIEE H
(T AN —1E) DLV, QT REEMEITFED BRI oT-
(3) Z DD EEHAER

YRR
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IX. JERRREAERICRE 9 TR

2. EEEER

(1) BEEREEMHHERD
EitE Be b B B 50 MU B 4E B BT

Sprague—Dawley 500, 1,000 mg/kg >1,000 mg/kg | PURSE OWIAL, BEFE DI | #RE K OV P9 AE Sl
T BOgs FHOEEWE | RREEALTHRE /16K ONE]
(XS / BE) W D

H=I AP 10, 25, 50, 100, >9250 mg/kg | #R{E M@

3/ 75 250 mg/kg

oL
SR 5B R T B BRI 544 O R
(2) RIEREE MRS
B FE B8 BE55E TR B E2HT A
Sprague—Dawley | 100, 500, 2,000 mg/kg/ H <100 mg/kg/H | FET (2,000 mg/kg/ H) . TPl & OV IR &
Zvh 1 H2[A128 H it O, AR, #& - B LE O
(MERER15/8F) | RO LS S I L Tl P S i
Sprague—-Dawley | 20, 100, 500 mg/kg/ H <20 mg/kg/ H b B U K ONEPEA LR Sy ke R
Zvh 1 H 234 H [l FTAT RO R AP S, FOR AR,
(MEREA-15/88) | RROBE ERUIMEERORN, Mg GFE LS
H=IAYP I 30, 90, 270 mg/kg/ H 30 mg/kg/ H FLVMRE R EBESEIRAE (270 me/ke/ H),
(MERE#5/ /) [1H2[E28HH TH L ONT ARG R B PR Ot ' E., QTeB
Boges DIE L, FFAERIZHENTE E DN
H=I AP 30, 90, 180 mg/kg/ H <30 mg/kg/ H TR AR RIS T E RO, QTcB @
(MERES6/7E) |1 A2[E35 H A L
Bosks

KARFNT R GO R 2V RO a8 # LT,

(3)EEHEEHERY
AR T =T VIHEE D in vitro 187 28IR28 L3R (Ames 3U5R) & BRI 2 RS 72 o7, Fz,
AR T =T NXE NN Z FAD in vitro /MEZRRER, e OF MEREZ FHV Mz in vivo /)M BR CYLfafk
B EFRUID T,

() 53 A B
LR AL
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IX. JERGRREAERICRE 9 TR

(5) EREFEF AR
DAE-RRRFE LB T HERER (in vivo) ™

#T% Sprague—Dawley 7 MIAR LT =720, 100 % 500 mg/kg/ H AR D& G- LIzL& T o
B 5B CTHREMICE B ENRD NN T2 M0, B ORI+ 5 EEM R
500 mg/kg/ H &&E 2 HiL7z,500 mg/kg/ H THEJEIRER&RDIKIENEDOONIZENnD IR RIR
FEAENCBE T A MM BIE100 mg/ke/ H EB 2 BN,

IER New Zealand White 7Y FICA R T =730, 90 N80 mg/kg/ A& F: NG5 LI-Lx &5
#180 mg/kg/ A TREENMIZHRIEIRAE | PRPE B RE PR ONTAR B HE N & K& OME A~ D 52 %
REBDHNIZZ NG, REW a2 B3 28 M #1390 mg/kg/ H LB 2 b7, 180 mg/kg/ H
THEORME L OENE—H UL Z R T E 22 2 W N N O 23580 5
e Zemb, IR R R T AT B9 5 MR 81390 mg/kg/ A && R BT,

(6) AT ISR
BRI L

(1) =Dt DYFH*EM
1) e SR ER (in vitro)?®
AR T =713, BALB/ ¢ 3T3~U A#MEF Mz FV N zin vitro ==— 71 Ly RIRVIA LT3
BRIV T, A RS oTe,

54



X. EEMEIRICEHTSIER
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10.

11.

12.

13.

14.

BEEHR. BIMOBERAREABRVZOHNAE
BAIPANA

BEEHM
104 (202543 H 27 H ~20354F3 4 26 H ) (D 92 p F 1= H i)

B EEHAMSIRR B9 H1F R
L

£iEI—K

JEAE 5 (8 ST FE B G = 3R S —
R ERE G a—R (Y]2—F)

HOT (9#f1) & 75 :

LY NEEEEY 2T LHa—R

RIRBTLEDEE
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X. EEMEEICEYTSHIER




XTI . 3k

1. 51 FA3TER

KRR [ B[R] 25 AR RRBR (AG120-C-009748R) (202543 H 27 H /&8, CTD2.7.6.2)

NGRS T AHERBR (AG120-C-001785%) (202543 H 27 H /&8, CTD2.7.6.8)

FEPNE R BRI R & QT FIBR O BEME (202543 H 27 A 7GR, CTD2.7.2.3.4)

NGRS T AERBR (AG120-C-0027854%) (20254F3 H 27 H /&8, CTD2.7.6.9)

NGRS T AR BR (AG120-C-0047854%) (20254F3 H 27 H /&8, CTD2.7.6.3)

FENER MEA S T AR (AG120-C-0065-0%) (202543 H 27 H 7&R8., CTD2.7.6.1)

FENERE HEANE T b/ THAEEER (AG-221-AML-005345R) (20254E3 4 27 H 7&#8., CTD2.7.6.7)

8) tENE B} YER T (2025453 A 27 H KR, CTD2.4.1)

9) ¥ENE B} 50 ) & E AT 23R (2025423 A 27 H 7K F8., CTD2.6.2.2)

10) #EPNE R HESM S T AHERER (AG120-C-0077R5%) (202543 A 27 H&GR, CTD2.7.2.2.2.1.4)

11) #EP &R A B2 SE Eh RE =7 L (20254E3 A 27 H7KER, CTD2.7.2.2.4)

12) #EPE R} REEF 3B RE (202543 H 27 H &R, CTD2.7.2.2.3)

13) #EPNE R} B [RI$ 5-B 0D PK ] O A AT _AZE YT ¢ (2025453 A 27 H 7GR, CTD2.6.4.3.2)

14) #EPNE R RHAR PN 25 A1 (202543 H 27 H &8, CTD2.6.4.4.1)
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W 724 TIBSOVO

FITE - Bk Tablets: 250 mg

TG H 20184F 7 H :Relapsed or Refractory Acute Myeloid Leukemia

20194 5 H :Newly Diagnosed Acute Myeloid Leukemia (monotherapy)
20214 8 H :Locally Advanced or Metastatic Cholangiocarcinoma
20224 5 H :Newly Diagnosed Acute Myeloid Leukemia (with azacitidine)
20234F10 H :Relapsed or Refractory Myelodysplastic Syndromes

ZHRE TN | 1 INDICATIONS AND USAGE

1.1 Newly Diagnosed Acute Myeloid Leukemia

puns{ )
o

TIBSOVO is indicated in combination with azacitidine or as monotherapy for the
treatment of newly diagnosed acute myeloid leukemia (AML) with a susceptible
isocitrate dehydrogenase—1 (IDH1) mutation as detected by an FDA-approved test
in adults 75 years or older, or who have comorbidities that preclude use of intensive
induction chemotherapy.

1.2 Relapsed or Refractory Acute Myeloid Leukemia

TIBSOVO is indicated for the treatment of adult patients with relapsed or refractory
acute myeloid leukemia (AML) with a susceptible isocitrate dehydrogenase—1 (IDH1)
mutation as detected by an FDA—-approved test.

1.3 Relapsed or Refractory Myelodysplastic Syndromes

TIBSOVO is indicated for the treatment of adult patients with relapsed or refractory
myelodysplastic syndromes (MDS) with a susceptible isocitrate dehydrogenase—1
(IDH1) mutation as detected by an FDA-approved test.
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HHE X ZN 5 | 1.4 Locally Advanced or Metastatic Cholangiocarcinoma
TIBSOVO is indicated for the treatment of adult patients with previously treated,
locally advanced or metastatic cholangiocarcinoma with an isocitrate dehydrogenase—1
(IDH1) mutation as detected by an FDA-approved test.
ML O & | 2 DOSAGE AND ADMINISTRATION
2.1 Patient Selection
Select patients for treatment with TIBSOVO based on the presence of IDH1
mutations.
Information on FDA—-approved tests for the detection of IDH1 mutations in AML, MDS,
and cholangiocarcinoma is available at http://www.fda.gov/CompanionDiagnostics.
2.2 Recommended Dosage
The recommended dosage of TIBSOVO is 500 mg taken orally once daily until disease
progression or unacceptable toxicity.
For patients with AML or MDS without disease progression or unacceptable toxicity,
continue TIBSOVO for a minimum of 6 months to allow time for clinical response.
+ Administer TIBSOVO with or without food.
+ Do not administer TIBSOVO with a high—fat meal.
* Do not split, crush, or chew TIBSOVO tablets.
+ Administer TIBSOVO tablets orally about the same time each day.
« If a dose of TIBSOVO is vomited, do not administer a replacement dose; wait until
the next scheduled dose is due.
« If a dose of TIBSOVO is missed or not taken at the usual time, administer the dose
as soon as possible and at least 12 hours prior to the next scheduled dose. Return
to the normal schedule the following day. Do not administer 2 doses within 12
hours.
Newly Diagnosed AML (Combination Regimen)
Start TIBSOVO administration on Cycle 1 Day 1 in combination with azacitidine 75
mg/m? subcutaneously or intravenously once daily on Days 1-7 (or Days 1-5 and
8-9) of each 28-day cycle. Refer to the Prescribing Information for azacitidine for
additional dosing information.
=4 EU
o Tibsovo
HIFE - S Tibsovo 250 mg film—coated tablets
KR 20234£5

BIRE I3 R

Tibsovo in combination with azacitidine is indicated for the treatment of adult
patients with newly diagnosed acute myeloid leukaemia (AML) with an isocitrate
dehydrogenase—1 (IDH1) R132 mutation who are not eligible to receive standard
induction chemotherapy.

Tibsovo monotherapy is indicated for the treatment of adult patients with locally
advanced or metastatic cholangiocarcinoma with an IDH1 R132 mutation who were

previously treated by at least one prior line of systemic therapy.
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F1EK OVHE: | Treatment should be initiated under the supervision of physicians experienced in the
use of anti—cancer medicinal products.

Before taking Tibsovo, patients must have confirmation of an IDH1 R132 mutation
using an appropriate diagnostic test.

Acute myeloid leukaemia

The recommended dose is 500 mg ivosidenib (2 x 250 mg tablets) taken orally once
daily.

Ivosidenib should be started on Cycle 1 Day 1 in combination with azacitidine at 75
mg/m? of body surface area, intravenously or subcutaneously, once daily on Days 1-7
of each 28—day cycle. The first treatment cycle of azacitidine should be given at 100%
of the dose. It is recommended that patients be treated for a minimum of 6 cycles.

For the posology and method of administration of azacitidine, please refer to the full
product information for azacitidine.

Treatment should be continued until disease progression or until treatment is no
longer tolerated by the patient.

Cholangiocarcinoma

The recommended dose is 500 mg ivosidenib (2 x 250 mg tablets) taken orally once
daily.

Treatment should be continued until disease progression or until treatment is no

longer tolerated by the patient.
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8.1 Pregnancy

Risk summary

Based on animal embryo—fetal toxicity studies, TIBSOVO may cause fetal harm when
administered to a pregnant woman. There are no available data on TIBSOVO use in
pregnant women to inform a drug—associated risk of major birth defects and miscarriage. In
animal embryo—fetal toxicity studies, oral administration of ivosidenib to pregnant rats and
rabbits during organogenesis was associated with embryo—fetal mortality and alterations
to growth starting at 2 times the steady state clinical exposure based on the AUC at the
recommended human dose. If this drug is used during pregnancy, or if the patient becomes
pregnant while taking this drug, advise the patient of the potential risk to a fetus.

The background risk of major birth defects and miscarriage for the indicated population is
unknown. Adverse outcomes in pregnancy occur regardless of the health of the mother or
the use of medications. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2%—4% and 15%—
20%, respectively.

Data

Animal Data

Ivosidenib administered to pregnant rats at a dose of 500 mg/kg/day during organogenesis
(gestation days 6-17) was associated with adverse embryo—fetal effects including lower
fetal weights, and skeletal variations. These effects occurred in rats at approximately 2
times the human exposure at the recommended dose of 500 mg daily.

In pregnant rabbits treated during organogenesis (gestation days 7-20), ivosidenib was
maternally toxic at doses of 180 mg/kg/day (exposure approximately 3.9 times the human
exposure at the recommended dose of 500 mg daily) and caused spontaneous abortions as
well as decreased fetal weights, skeletal variations, and visceral variations.

8.2 Lactation

Risk summary

There are no data on the presence of ivosidenib or its metabolites in human milk, the
effects on the breastfed child, or the effects on milk production. Because many drugs are
excreted in human milk and because of the potential for adverse reactions in breastfed
children, advise women not to breastfeed during treatment with TIBSOVO and for 1 month

after the last dose.
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EU Women of childbearing potential/Contraception

(20244 Women of childbearing potential should have a pregnancy test prior to starting treatment
THXET) with Tibsovo and should avoid becoming pregnant during therapy.

Women of childbearing potential and males with female partners of childbearing potential
should use effective contraception during treatment with Tibsovo and for at least 1 month
after the last dose.

Ivosidenib may decrease the systemic concentrations of hormonal contraceptives and,
therefore, concomitant use of an alternative contraceptive method such as barrier
contraceptives is recommended.

Pregnancy

There are no adequate data on the use of ivosidenib in pregnant women. Studies in animals
have shown reproductive toxicity.

Tibsovo is not recommended for use during pregnancy and in women of childbearing
potential not using effective contraception. Patients should be informed of the potential
risk to the foetus if it is used during pregnancy or if a patient (or female partner of a
treated male patient) becomes pregnant during treatment or during the one—month period
after the last dose.

Breast—feeding

It is unknown whether ivosidenib and its metabolites are excreted in human milk. No
studies in animals have been conducted to evaluate the excretion of ivosidenib and its
metabolites in milk. A risk to the newborns/infants cannot be excluded.

Breast—feeding should be discontinued during treatment with Tibsovo and for at least 1
month after the last dose.

Fertility

There are no human data on the effect of ivosidenib on fertility. No fertility studies in
animals have been conducted to evaluate the effect of ivosidenib. Undesirable effects on
reproductive organs were observed in a 28—day repeat—dose toxicity study. The clinical

relevance of these effects is unknown.
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KIEH 8.4 Pediatric Use

(20234 The safety and effectiveness of TIBSOVO in pediatric patients have not been established.
10 H 24GT)

EU Paediatric population
(20244F The safety and efficacy of Tibsovo in children and adolescents <18 years old have not
TH&ET) been established. No data are available.
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