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W5e %4 Y A7 7 A5E20mg Y A7) v 7 Z$E40mg

18R 7 ¥ I = 7R | 188 7 2 3 = 7B

HRIES | 21.620mg (73 =7% | 43.240mg (7 3I=7¢
L C20mg) L CT40mg)
FUHE, tra—2Z, e bFo | FJUBE, bre—Z, e o
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5.1 et (R U BIRF IR IS & 0 1B A BT 1S & 5
SNLEBFIHEMT S &,
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TRV O MRS B IR EE S A 2 Lo

5.3 [17.FRRIH | OHOWNEZZI L. AR OFEHER
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WHEL BAIET Y2 =78 LC1H40me# 1 H 2, Z2fEk:
RO G T 5, B, BEOREIZLVETHET 5.

7. BERUHEEICEET 338
7.1 MOPFEEREH & OBFHIZOWT, AR R A
RS L TV,

R R

7.2 BERICAF G L4, AFIOMAEEINMET 3% &
DWEDND Do HHEOFEZ BTS20, LHEOIEMH2
5 EHR2EE T TOMOIRMIEET S Z &, [16.2.12K]

7.3 RAOFELGIZ L VEWERAPFEE L 2861203, T oRkiEz
BFIZ, KR EAREE, BEXEPIETAZE, 2B, BEL:
P2 CHEMEDTRD SN AR O A BE & F TFF
HWETALZENTES, [8.1, 8.2, 9.1.1, 11.1.1, 11.1.2&H]
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I 5. AE#IZ1RI20mg % 1 H 21112 3%
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8. EEAEAIEE

8.1 BRHIHIHISH S bND I LD B DT, KRS HIAH
K OF G- AT m M (& 5-maaEa o3 - IL2:8
B, F0%iEy ). /2. BEOREIOS U Cmid
(MERBEES) &7V, BEORERZ HICHET L L,
[7.3. 11.1.1%H]

8.2 AN H HLbNDL I ENHLHDT, REEG FIGH &L O
HerzEiege On B4, F/2. BEOIREIZG U T
VS—=EROIMET7 I 79— WEL, BEOIREL 4512
B4+ 52 8, (7.3, 9.1.1, 11.1.25H]

8.3 QTHIIEEDH S5bN B I LdHHDT, KIS HA
B K O P G, BIIE U C U E KA M OB I E M
(BT b, T AT LE) BT, BEOREEZ 512
TERTHI L, T, LEIIRUT, BHRYE (B vA, <
TR L) ERIET A L. [9.1.3, 10.2, 11.1.3&2H]

8.4 BYIEN D S HbNDZ WD LHOT, EMIMTHA %
F2E BEOREL THICHBET 2L, [11.1.45801]
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9.1 ABHE - BEEZDH D EE
9.1.1 BRI ZDOREEDDH 5 EE
FERDPEAL IR T ABEN DS, [7.3. 8.2, 11.1.2%H4]
9.1.2 BREIF R AILZAX+ ) 7DEERIIEEERSEE (HBs
HEREM. »DHBcHid XIdHBsHi 4R 4)
REN G- BIGE IR L CIFR B AT R Y A VA~ — 7
—DE=F ) T RATHE, BRIFLY AV ZADOFEELD
WL EIRDOFHINITEE T H 2 Lo Ber-AblF oy ¥ & 4 —
PIEFR ORG1Z & ) BRI 4 )V A OFGEHEALA D 5 b
NLZedbb, [8.55H]
9.1.3 QTERERNDH ZTh I ZDEREEDH 3 BE
QTHRBILENRZ 5 BENDH 5, [8.3, 10.2, 11.1.3%F]
9.4 EJEREEHT 2H
RS BTN D & B el id, AR ST K ik 5-1%
SHENZ B\ THREAL 5 2 T T ON# Y] 72 BT D W Tl
452k, [9.52H]

9.5 1w

TR RIFIR L C W AR O & A k21, GE oA
DStz Bl SR ENDGEIZOARKEGT L L,
W ERRIZB VT, BRBEEDL5.3M% (5 v ~) k4.4

s (V¥ ST 2HETKE - B

7
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AFNICYP2C9, BCRPIZK 35 BB 2779,
10.2 AR (BHRICEETSIL)

[16.7.1ZH]
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1.1 EXLHEMER
11.1.1 E5EIH

MABGRAE (24.4%) « B ERIBAE (17.9%) . FERAMERF

HRERIEAE (0.6%). Al (5.1%) 03 bbb 2 &
Hbo [7.3. 8.1%MH]
11.1.2 BER

WEgs (BHEEAHH) . Vo 8—E8n (3.2%). 7 37—
(4.5%) DB 5bNBEIEHNHD, [7.3. 8.2, 9.1.15M]
11.1.3 QTHRER (1.3%)

[8.3, 9.1.3. 10.2&M]
11.1.4 BfE

Jiige (0.6%) 523 5 bbb L b, [8.45H]
11.1.5 MEFAEMER

JMBEZE (0.6%). OHEIL (0.6%) %03H 5bN b 2 L
H5s
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14. BREDZXE

14.1 FEIZMHFEFOFE
PTPEZEDHEFIIPTPY — 26 Y L TRHAT S X9
fq85 252 L, PTPY — hOREEKIC L D, T ELATAAE
HiBEAHIA L, FIZIZZEILE B2 L CHEIBH S0 mRE 2 &
PHEZPERT A DD 5,

15. ZOMOEE

15.2 FERREREAERICE D < 1H%R

15.2.1 In vitrotHEERERIC B W THEM EPE L L £
7oy BEE (v R) I2BWT, BRBEZEEO32.9FI2H
L9 % Hm CRE GBI B 7z,

*%15.2.2 7 v M EAW72ERM A ABMERARRIZB W T BRI
EORSMEU LI LT 2 HEz &5 Lo T2 b
VAL OBIER. BRI EEONSHEICH YT 5 HE &%
L7z DI T B IV b ) MIEASEED &5 7z,

16. EYEIEE
16.1 MeEE
16.1.1 BEKS
H A A HE A2 AR #I40mg % 228 I 2 BRIk 5 L 72 &
EOIYFYHE/ ST A — & f IS IREHERIILTO L B Y
THo72Y,

H A e A HN40me & 22 JE IR L BIE T 1% S- L7z & &
HOERENT A =%

Cmax AUClast Tmax* T1/2
n (ng/mL) (ng - h/mL) (h) (h)
23 943 9200 2.00 12.6
(27.4) (18.5) (1.00-4.00) (10.0)

AT GRATCV %)
“Tmaxid Hgefli (R ME-RAE)



1200 +

800 4

E (ng/mL)

D)

400 |

MEEH7

00O ; T : T
0 12 24 36 48

B (h)

H A A HE R S AR HI40mg % 22 RS 1% 5- L 72 & & o
MR (Rl + iR 7)
16.1.2 RiE#HE
HARN % & 12 M OFATHI O 18 15 5614 F1 I s 12
RANA0mg % ZBHEHF 121 H 20 SAERR S L 72 & & o3 E)
8T 2= ROMAEFEEREBIEIUTOLBY) THY ., #
520H HOBREILIEL.65TH 720 72, AHI10~200mg™
Z1H2W AR O S- L72 8 &, Cmax X PAUCITHE L%
fm o THERIL 722

TRV K ORATIH D M BRI IR 8 | A H40me &
ZefEIR T H 21 AR 1 G- L 72 & & DY BIRE/ ST X — %

g n Cmax AUClast Tmax*
(ng/mL) (ng - h/mL) (h)
BIHH 30 537 (74.3) 2250 (69.3)  2.10 (1.95-5.62)
#15HH 12 718 (57.0) 3790 (53.0)  2.11 (1.97-4.03)
%529H H 30 793 (48.9) 3970 (49.6) 2.01 (1.00-6.00)

APl (BATCV%)
“Tmaxid Pl (FR/ME-FKAE)

1200
S -o-#18E
£ —-A-E15HE
£ 800 -O-%20HE
1
™
I
n
& 400
g

0O .
0 2 4 6 8 10 12
BER (h)
P24 K O ATIA 185 BB 1 I 5 | A A 40mg %
ZENEREIZ T H 2 SR C3- L 7 & & o IS i EEHERS
(I + R )
16.2 TR4R

16.2.1 BEOHE
TN (2461) 1CARH40mg % 22y, RIEN &, RO
R AR S AR R G- Lz & & BRI 5
Cmax % INAUCInf @ # A SF- 35 fif o HI AR AR IUE Tk
0.652% T%0.700. ARG A% TI0.318 % 1N0.377CTH -
729 EINT— %), [7.2508]

16.3 2%
TYIZT O MISEEAEAEIZ7.3%TH D . BEEICK
L Do72Y (n vitro) o

16.4 38
Ty IZTOMALICIEEICCYP3A4, vy oy Bins
WIEFEICUGT2B7TA G- L. vy o Y Biao—ikicid
UGT2B17. 1ASK U 1A4D G35 Z LR &N/ (n
vitro) o fEEEHLA (461) 1ZHMCHER L 72 ARH180mg™ % 2218

BRICH R ORG L& &, 52405/ F Co g iz
I ECRB MRS R S e, FRACH & L TM30.5 (O-
TV a  EEAeE) ROM4A (BuE) Ak s n (i
HP I HED AUCo2an (K9 B E A I1E . ZNZ2192.7%.
4.93%. K U1.88%) ¥ (JHEIAT—% ).

16.5 HEitt
TEHEBN (461) 1 ZHCHEE L 72 A HIS0mg Y % 22 1k |2 L]
RS- L7z e &0 B HETRED80. 0% 5% 2. 11.0%7¢
PRACHEME S 720 SIS HEE S A7z R AR I ZH 5 i RE
D56.7%TdH 725 HHEANT—%),

16.6 HENDEREHI HEE

16.6.1 BipcE=RE
RAN40mg % ZEIEIF I RS- Lz & & BRESIES
eWEERE (661) 1ok A EEE (AR R IE DeGFRAS
30mL/min Al TEM A2 LEE LAVv) OB SRS
(8%1) 1241F BAHK|DCmax K FAUCInfO AT FIGMED Hid
ZFNFENL.08KUT.56TH 729 FEATF—%),

16.6.2 fFipefE=RE
RHAN40mg % ZBJEHFIC B RO G Lz & & I REDIE
Wb (861) a3 28 (Child-Pughsr#A) &
TR £ B E (861) 2B % ARH OCmax K WNAUCInf
ORATEIEDO T FNZFNL .26 1.22TH > 72, &
B (Child-Pugh%-#8B) OFHREREEEE (8F) (2B 5
Cmax X WAUCInf DA FIGE O ix 2 120,983 K O
1.03CH o720 F72, EE (Child-Pugh’#iC) DIFHEHER:
EERE (8f1) 1281 % Cmax L FAUCInf O AT FIEED L
IFFNENL.29KU1.66TH-729 FHEAT—%),

16.7 EYHEEER

16.7.1 4 FZaFV =)L (RAEK)
fEEE N (18B1) 124 hFaF v —v GRINFIE LT F
Xy 7Fu-g-v 7 uasFF ALY Y8gxEH T HW
) 200mg# 1H1ESH AR G- L. AHK40mg% 22T 12
HAREOS Lz & &, BSOS 4 T3V —
V(PR BRI 55 0 4857 0 Cmax B O AUCIn o 34
BEOHIZZF 210,499 10.598TdH - 727 (JrEINF —
%). [10.250]

16.7.2 777>
TR N (2281) 12 AHIA0me % Zefg 812 1 H 2015 H R AE R
%5 L, 7v7 79 > (CYP2CODIEE) Smg# HHH%5-
L7-& &, BB S0C0h3 2 REPEAKEOS-7 v 7 71)
> OCmax L WAUCInf OB FHEOHIZZ 2l .08 K T
1.41TH o729 WHEANT—%), [10.251H]

* %16.7.3 AANREZF o IRV TF7EUI >
YRR E T VICL DY I 2L —Y 3 YIZBWT,
RHOPERIZE DV OAANZATF >, $FITANT7EY T
(BCRPOIE) DI R A b33 B W RELEAVRIE S 7z,
[10.2%:1]

16.7.4 Z Ot

(1) fEEEg A Q061 124 S aFvy—)L GRIFIE LT Fo
FUTUEN-F-270TFA N VEERLEWH T RIVAD
200mg#x 1H 18 H M A H5- L AHK40mg % 228 IF 12 Hiln]
BOFEG Lo e &, BG40 bgady— (B
TR VHD) BRSO ARH OCmax & TAUCInf DA F-1y
OIZZFNZNL. 04K 1.04TH 72" GHEAT—%)s

(2) fEEES A (1451) 1279 2Aa< A ¥y GRAWCYP3AR
EHI) 500mg# 1 H 28 H M AT L. AHKI40mg % 22fEIE
ICHERRO G- L2 & BSR4 2 91) A0~
A4 > B S-E 0 ARH 0O Cmax [t PAUCInE O 34T 35 il >
HiE#n2n1. 19K 01.36THh - 727 BEAF—% ),

(3) EER A (18#)) 12 77 v ¥y v (IWCYP3AZEEF))
600mg# 1 H 16 H B S fEH5- L. AFI40mg % 228 e 12 H.[n]
RO Lo &, BMEGRICH 2 7 7 Y ET YRR
P 5D K] D Cmax S FAUCInf O EATFIgHE O i Z 2
N1.09%00.851Tdh - 72" JEAT—% ),



(4) fEEEE A (19%1) 2% =Y > (P-gpFHEH]) 300mg
% 1H3M6H M RERS L. &FI40mg % 22512 5
ARG L& &, BRGSO T 2% =0~
B F%5-1 O AHK] D Cmax f TAUCInf D 3% i P35 {H
DHIZZFNZN0.887 K 10.871TH - 727 (WHEIAF
— %)

(5) fEHERL A (2261) \ZAHI40mgx 22 FREIZ1 H 2[5
HREKEROERS L, 24524 (CYPSADRE)
dmgx B L7z & &, B 52k 3 2 AF
BB D X 7T 2 O Cmax Jt NAUCInf O # i SF-35
EDOHIZZFNZNL LR OL.28TH - 728 (FHEINTF
—%)5

(6) fEHERL A (2561) (ZARHI40mg% 22FR21 H 2|3
A BERHS L, L7 = F (CYP2C8D 3
E) 0.5mg& MG Lz e &, B $
HAFKIBEHEED L X7 1) = FOCmax )z (NAUCInf®
MEEOIZZ N EN] . 14 0°1.08TH - 728
MEANT—%),

(7) AFHIIBCRPOEE THY . CYPIA2% FHiL L,
UGTIA1 K. UP-gp% BHE L 729 (n vitro)o

ED) AFIOAZE SN RER AR, 10140mg %
1TH2IIT®H %o

17. BRERRLIR

17.1 B RUREMICEY 555k

17.1.1 EEH*FEFEIHEZRER (A2301/ASCEMBLEER)
22U EoFu v v — BRHERN IR SO R
5 O NS VER o 18 VAT R 1 1 i R Y 23360 (H AR
NEFELI6HI % &) 2 RIC. AF1A40mgx 1H2
I ZefEiy, AZRAF = 7500mg % 1 H 1l £ 125
%5 L7ze EEFFGEH T 52488 505 11
R RZER) (MMR) 2 (2020455 25H 7 — 4 7
v hAT) BTEROEBYTHY, RAF=THIC
x5 % AR OB AT & 7z,

AR RAF =78
%L 1572 76
MMRZJH 40 10
MMR= 25.48% 13.16%
(959%fZ HEIX ) (18.87, 33.04) (6.49, 22.87)
MMREEf 2 12.32% (2.11, 22.53)
(95% A5 HEIX[H])
S5l 2 7 3 12.24% (2.19, 22.30)
(959% 5 HEIX )
P 0.029

D ISTEIHAFEEZ T > 7 2L S NIS6HI D AH] & %5 L 720

Y RHIAT (N—=RA T A VS TOMBE RN KRR OF E)
12 & % Mantel-Haenszeli% |2 & ) S HEX H] % HE 52

9 Jg Bl 12 X % Cochran-Mantel-Haenszel#fisg (7 7k e ]
0.05)

AN D 2 MR S BI 15661 . FIFEH 1366.0%
(103%1) (Z3EH L 720 3270 BIE A /N A E
19.9% (3161) . &FiERRAELS. 4% (24f1) . HHIE
9.0% (1461) . T:6.4% (1081) . HE575.8% (961)
K OEIMS. 1% (861) ZTd - 7219 (20214186 H
F—=%Hhv bF7), [5.35H]

1#1) ABLIE{R T O T3151 X3 V299L% 5 o> BEA: A M
SN BB SN,

18. ZExhEkig
18.1 1EARF

7Y 3I=7F, ABLOF O v FF— Bl A HE
THESTILEWM TH D, 7 I =71k, ABLD 3
VAMVET v MIEET 5 2 LT, BCR-ABLA!
YR D) YL EHE L, TIRDO Y 7 F vz
ENTO) VLR ET S Z LI LY, JEE
WHIER 2 RT EE2ZHN TV,

18.2 MEEZER

18.2.1 7 2 =71%. HAEMOBCR-ABLAS & > /3
7 % FEB T 9O v MEME BRI IR B R
P (BV-173. CML-T1. KCL-22#0fakks:) 120t
L CHEEEIRIE 2 7R L 721512 (e vitro) o

18.2.2 7 ¥ 3 =7, ¥AERSUIZERAE (T3151) @
BCR-ABLAl& % > 737 % 5814 5 KCL-22Mfia#k % Bz
TR L 72X — P 22 BT, B F
ZRLIZBW (i vivo)o

19. B SICBET 2E(LFERR
— AR
7 ¥ 3 = 7HE#E (Asciminib Hydrochloride)
1b¥#4
N-[4-(Chlorodifluoromethoxy) phenyl]-6-[ (3R)-3-
hydroxypyrrolidin-1-yl]1-5- (14-pyrazol-3-yl)
pyridine-3-carboxamide monohydrochloride
ok
Ca0HisClF2NsOs - HCI

5T
486.30
IR
B~ SO K TH 5,
bR
H
HO}G\I N
~N
%H e HCI
/= E } F F
HN
= ° o><0|
21, EFEMH
211 B3 A 7 FHEHH 2 Ko b, #EIZFE
HZl,

21.2 EINTOHRBIEF PO TIROEN T WD Z &h
O, BUGENOEE., —EROEIR L T — ¥ PR
S5 ETOMIE, FEHZ R SR L 2
EHET 52 LI2E D FABHEEOFERIEHR T
B2 L1, RAOZEMKLTHEDIEIZES 2
7= 5 RHICPUEE L, AR O IE L e
EZHLDLZ Lo

22. A%

(ELTY v ZEE20mg)
20%% [10%% (PTP) x2]

(BLTV v 7 Z5E40mg)
2082 (1082 (PTP) x2]

23. FEXH
1) AP fIERK E oYM EERBE (A1101
BR) (20224328 H7KRE. CTD2.7.2-2.3.3)
[20220026]
2) FLNER  EIRRILFES T AR (X2101588%)
(20224E3 A28 H 7R, CTD2.7.2-2.4.1)
[20220027]
3) HPEE SR O BEOFE (E210135)
(20224E3H 28 A #F2%. CTD2.7.1-2.2.3)
[20220028]
4) FPVEEL T v MEAME (2022453 H 28 H KRR
CTD2.7.2-3.1.6) [20220029]
5) Tran P, et al. : Xenobiotica 2020 ;: 50 (2) :
160-179 [20220047]
6) Hoch M, et al. : J Clin Pharmacol. 2021 ; 61
(11) :1454-1465 [20220048]
7 HWNER o) Aa~vAY Ly, A FFaFy—
W, V77 EV U ROR Y Y O ELE



FER (A2107308%) (20224E3H 28 H 7#&&E. CTD
2.7.2-2.3.8) [20220030]
8) HMPEH 3T A, TIT 7Y Y RLIST
) = K& oY EAERER (A21067455%)
(20224E3 H 28 H A&7, CTD2.7.2-2.3.7)
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