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4 H
O“Qi,@ e
N N 2
H H N N
.|

HN—N .
N o
[0052) {5 — e 7y i, A W1 T — W2 AL 2, Fe S5 A S AT AL eI 26 2 L]

FRAZI AR

[0053] 8 HAth 5 i, A A IR M — b AE 75 B 32 W TR T SRho M K L 1 P I
AR J5 3% » Fe A 1) 320l i P AT ORI A SR TP ) AL — NS R
v iR AL & P HIRho AH 5% B 1 N o 72 JE L T T, iR Ak 5 W04 HIROCK T o 22 HoAth U5 T , i

WA PHNHHIROCK2
[0054] 7 —SBsjifi 5 27, FITIR 500 N RS RE « A28 AR PR S5O S R B R S R R H &
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G VDI G AR 075 LB O ML 5 T B8 L /5 P LT R P 1

[0055]  7E—NJ7 [T, ok Jae il oy B2 JER T4 itk 2 983 (CTCL) <A FEI T bk E2 98 (PTCL) < IfiL %
s 955 BE S M 1 T B bk C08 (ATTL) 22 kB R0« (3 IO AR ECL 980 Bl B 8958 | L A
Jee: 11 270 R R AR 40 A e B e

[0056]  7F 55— J7 THI , BT 18 4410 738 1Ak 5 9 DA BT K 2 U SR =5 SE s M1 4 4098 L 22 4
A HE I 2R A A RE BCA BT LB A0

[0057]  7E 53— J5 T, Frid M & K& B %R NRettZE AL CTY JE & KK (Niemann-Pick
type C) »

[0058]  {E— NSty o rh , BITIR JRE B B G 38 T 2 0 DA B i O IS 980 B % L Bk
AL R XIEERTT R VCEMER M RTT A (spondylitis arthritis) &R B IR MR TT &
(psoriatic arthritis) JE B9 AN R 2 B2« 2 RMEREALIE . RE ML BRI L 58 14
Forvs « 50 2 B AP A 075 B AR S s N AT AL

[0059] 7 57— /NSt 7 S v, BT I O I A 5 978 B T UL 2 B B 1 A s L B ik 3
BEREAL TR oI AE K e R o R ot i /8 2 L BRI AR T RE R AS

[0060]  7F A 71T , AR & BH AR AL — Flia 7 2B 07 5 1 PR 5 0 1) 2 o 1 vk, HE
BLFE < 0 52 5 00 T IR R T 9T I 32 X R B AT B 2R it AR
FRIAS ST T HI AL B B 2L 25 LG I IR 27 % 1 PR 15 o £E — BB St 5 S8 v, BT af ¥ 2
G R 555 () R AR T FLT 352 AR 1% U R R P 2 A, L BT I Sk P 5 36 1 19
T3~ BEIRE B B A O i BE I A R SR AR VE A A BEIR L SV IR T 4 1
5 (ALL) 2P RE 1 3 s (AML) 2Pk B 4h0R0 40 A 1 0f 9 (APL) P2 4 bk B8 40 e 19 of
(CLL) P&t 8 A 1w (CML) 18k Mok 40 i 19 1975 (CNL) Stk 4346 1 I (AUL)  [H]
A K 2 A Ik B 98 (ALCL) %3k 2 240 A 1 IfL s (ML) 440 2 i 40 A ) ifL s (JMML) e AT
YIAUALL AMLAE B 88 — R IGA4 58 (AMLITMDS) VR A1 & A M MLL) B B84 o o8 &
E (MDS) B i 4 A= 55 (MPD) AN %2 PR B BB IR (M)

[0061]  FE—ANsftir R, AR B ARt —FP A SCRT A TF B4 &9, 5 i 97 sy
S Rho #5688 1 ARG R 15 A SR BRI TR AR B — AN SEi 7 b, A R I K A S A
FFEIL A WAE ) 4% F T 9697 BT S Rho 45 8 1 A 1A 155 < B ) 29 b 0 &

AfFien

[0062]  BASCHTAE 5 2R 3 B AASAT AT ot 2R o s B AR ANER T -F . -C1 L -Brak- T,
[0063]  -C, - Cyle A0 475 A ] LA S PR R A A PR R A JBA A s R AR e, LB
o ENNRIR T -C - Cobe 2 R Bl AEE AR T 5 4 (A R I BE T R AR T
2 NEIENIE N2 E N E - NEE NCAE- N e Ay 2NV E N RN e e
He L 1- AL 2- AR AE 1 - R HE 2- OO L 3- UM AR L LRIE IO IE 1 - TR L 2- T bk
Fe - JRbR I 2- TR (1 - CURREE L 2- COBRIE NS - bR AR - C - C ek T A EL AR AT AT
AL A S50 o o n] AR BT T 81 -C, -Cohe 2 BRI IEP R R B A HANR T
PAR 7R b 2K < -C -ColedE L -0- (C)-CokedE) (C,-C M fedk . -OH.-CN.-COOR’ .-0C (O)R” - -
NHR" \N(R") ,~ -NHC (0) R" 5 -C (0) NHR » L[ 75 AR ) HE A W] LLOA -H AR AT -C - C b d , 51
FPRIE Y -N (R ) I, ISR T ARG 5 B A TIE R A T TR B3 - < 4-.5-.6-
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T-TCH ARG

[0064] 55 F AL HEAT AR AR B BRI 8 i 2 5 o T LA OA 2157 b ) 268 AT £ 7 1
AFFAHAR T X3 . -C -Cbedk . -0- (C,-CykE k) -OH, -CN.-COOR’ . -0C (O)R” \NHR” \N (R")
2.-NHC (0) ,R"5k-C (O) NEtR o 7 AR )T ] LA -HERAL ] -C -C itk o

[0065]  C,-C IR Bt AFEATAT3- \4-5-.6-BL7 - SuHUR I BOR BUR IR A 75 & R B3 . C,-C,
RGeHE K R B ELFEAR AR T 3R PT38 BR T 26 R BRI R R O R IR R VB PR
He ABUAEE L, 3- O TR -1 4-F TR AR -1 3R TR AR 1,3, 5- I B
o AT DL RC, - C 3R e 2 B 1) 2 K s B BB AEANIR T2 50 3K L -C - Colie k-0 (C - C
fiHk) -O0H.-CN.-COOR’.-0C (0)R’+-NHR"\N(R") 2. -NHC (0) R’ ¢ -C (0) NHR " . |- [ %7~ AR’
[ 2 (A1 B 45 - HES AR AT AR B - C - C e ik, Hom 9l n L i B 7] o 1 2 2k B AR AT B 3R o
Bl FEEAPR T--F. -C1, -Bra- I,

(00661 J PR AT LA A AT ] A 328 B PR AR A0 18 AN VR A0 ) B0 7 [ B 4, o B ik B R
A AN E AR (0) VB (S) AR (N) [ A W T o 3 m] DUON A B 2 3 il 5
BRI 2  xAUCT -6k i ARCL -6 A R R R B R
AIHS 5 A R L A 2 L IR L 0S (0) LR 0S (0) ,0R+S (0) ,OR.S (0) ,_,R~C (0) OR, H:HHR ] EAJ9H,
C,-Cy ikt 75 H B3 A 1070 444 . 0P (0) OR,OR, P (0) OR,0R,~SO,NR R,\NR,SO,R,C (R,) NR,~C
(R)) NOR,,, RLFAR2AJ A A7 3 9H (C - C bi ik 75 B B3 A2 107 4434 \NR € (0) R,\NR,C (0) OR,
NR,C (0) NR,R, <C (0) NR,R,~OC (0) NR R, o % F-iX £LIL 4], R, R, AR, 7% H L% B H.C,-C ke
B JF R R 10708, B R AR, 5 EATANEZ N JF 5 — L3 = 107083

[0067]  Z43RIEM AT HE A BRI A IE K & Br.C1 TEEF) JEIE A3 R VR FE . CL- 43t
(B UnCH,CH, P 3E) C,_ e 53k (il an0CH, \OC,H) i XC, ke 5k (B UICF,\CHF,) x4
C,  Jes % (1 noCF, . 0C,F,) \COOH.C00-C, ,kE%k.CO-C,  Kedk C _ Jedk-S- (fFl41CH,S.
C,H.S) I ARC,  Fidk-S- (FIUNCF,S\C,F,S) A R Amk e 5t

[0068] 3 7 B AL B H AR T & %3 e 2k (azepinyl) R ANE 2L VR 30 T M2k
(azetyl) VRN T bidk R H L a4 R JE (dithiadiazinyl) AR AR H AL
(dioxazepinyl) \ AU IAE | WEMEIL (RIS | S R I L | S I L IR AR I
A= /52 NI 5778 SN Sl L8 7 X = Wy o7 - SN = NI LS ANV S N L= U Nl
3 IRNESE (piperidyl) JWREEHE (piperidino) (PHHE S Lk | Ibk 5t | it 5 (it Joe 56 |
W — e VU e e R e R Wy R DU R R I R R | R R IR |
Tt AR ML PG B M S SRR Pl | DK P 1 A e G | Ay S5 A e A 7y P e DR P e
S IR LY A e | IEE P A o W Wy 1 Wy i Ve AR S O O W A T M B | TR A
W W T A L e 5 | VR A S g e | U M W R SRR e i R SR e I B S48 - I
P DR A ok g A L e | Ot g e | DK I g i L SR R e e | Mg R4
WEWy 3 (benzoxathiolyl) R I A J IR B IR IF 0 e PR LIGMs 2k | W g 5 | W IRk 256 |
557 R R K PG i 1 W W e PR T L W2 3 S WG i S5 2 1 Mg i D Wy I e 2 Do
M7y L I B R R Wy i B IR DRI 2 L PR TG WR T J JFIR i S I M S | e A
S \ZR I AEIE i | PR L | SR R I R P i 56 IR A P R W e 2

(00691 A< B it — 20 i Ak 5 W nT LA A R A A ELAR ) B A 2 BT AR 24 3 X 2 7
AL ARRI R R AR S AR 738 B W S A 1 R 1 20 T A 3 AR A 2 s
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RATFHI GBI IE A, BRI 2 5 245 T T TR R N Z W HHA R S
BLwk = S5 R BT A P HES  VF 2 29L& B A T T 2 P A I AL 22 T 30 T ik
FEAGUHEIARN SEHNT o

[0070] A& B S — 75 i 9T T TER T 1T 545 Rk - CH20HERR4 [ B¢ SR 1~ AT LA B A “S” B
R ALY o BT AR S A AR SN A L 73 2 R e e K A AT AE AR i B RS R A

(00711 LAWK SRR TR A« BN Xof 1 S A A B A 50 e g 4 ] DU R BILAE 2 Rl R 24
T AT Ar] 77 92308 e A 5 5 B BT 2 SRt o 49, T A3 o o6 P ' 238 1k I R 6 T 1l AR
KT BIAAS K S KK AR B IR 3 B B S5 R A o H4 e B S R Ak G R 45 B, PSB85 B 7E 5
AR, AT DU T € R S S R R A o T A € i T DU BAE R B R A T
K38 FH T 73 BRI AR B AR AR 53 K 5 9% » W0 PEAEHPLC

[0072]  FEA KW — 2575 1, Frid A G YN 255 En] 532 K sk I 300 255 BRI 52 1Y
ERAFEAT AR B A HLBR BOTE MR A AT AR 26 o 3 26 26 (R B G5 AR AR T LR - SRR BRI
TR B R AR IR FF) £k o A LR I Atk BT 1901 2R B R 24 Y IR A B P A7 TR
2- (4-HAAH) -2-HENK1,2- 4 IR 18R . £ — DU L/ (EDTA) & SR R
VAR S ZTHETR A O &R N-F2 LWL FEB B R (N-glycolylarsanilic acid) «4- L& [H] 2K —
By DIRER 2- (4- R AR L ER) R IR 1 - 0k - 2- 25 HTR .3 - k- 2- ZE TR 2 - JR B L it
R FUREIR  IE T e AR AR L SRR SRR L AR IR RIS | AR R R IR  2- 8RR
MRZEMR 2R BRI IR ((4- SRR ) L) 7 WRIR K IR A IR IR R FAMR 2 T 1R 1
AR R R X PR IR BER 10 - B R BEILAE RN B T A 23 I P A A A R ) 2
P ER i, X8 T A FIRIT 26 R EA R 45 Bl 2 (10 T LUE I A S EAR N e
FR) 77 LAY 5 A & IR S MK ] 6 X 28

[0073]  DAR AR AR W ANIR] 75 T8 10 735 7] o 2 6 7S 491 A SN2 A Al 8 R B 1) A 2 FF (R Y L
AR BT L P ) A LB A AN ABA G A 0] T AR U AR 522 S8 17T 53 DL

[0074]  JRGIHFHITCE (elements) AT N (acts) B 7EN T W4k M B AL B, 7 HA—5E
AR5 A AT A5 2 1) BT Bt g SRR 2

[0075]  FEARNTFH A AIE I “— (a) " A1 “—A (an) " RARAUE T — A2 T—A> (B4,
FD ) EE BB PIR YL, AR o e REE TR

[0076]  BRAR A VLI, LEA L TF A AR TE “An/B” LA “A1” 5“8l .

(00771 RIE “AELL IR LA R FE 48 E RIAL 28873 (i, Jedik) wT L ((EAVEDR) 5
FAt S, (Bildn, 24 )5 7) B G o B G AR U ) e 22 T DL D 58 WA e 2 8 (B4,
ale) o ATEH , [ AL R ) e 3 T LA AN R T S B - 4, AT DL B A
A7 B 55 3 T PRk A STl F) A A L B QA B 5 o DR 0, AR A e AR
FETRTRE AL Sy B B8 HAl Y RE I RO T RE  (EA — 2 B R HAR B REH

[0078]  RiE “F5 27248 BA 1 B2 I E IR TT B eI [, BRI B R 1]
AR AR VR IE B ZE AL Y S AN DT AR (UOREE) I, 55 BE 1) 05 A B4 AT DLTE BN i o 1
(I, BROR ) , sl (B, 25 o 55 3 m] DAAEAT ] JE 432 h AT b M e — > i 22 A AR
(5140 1 2254 OAEE) AR o 7R PR R B 0 HANIR T -Hy - X 3R - 0-Ci-Cbedk . -C Cobe
3 .-0C,-C M -0C,-C btk . -C,-C M2k . -C,-C Bk L -OHL -OP (0) (OH) ,~-0C (0) Ci-C ki
3. -C(0) Ci-Cyhidk.-0C (0) 0Ci-C ke -H,+-H (Ci-C hedE) «-N(Ci-C i k) ,+-S (0),-Ci-C,
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Bk -S (0) HCi-C b AI-S (0) N (Ci-Cobidk) , o HUEE B & W] DL e s g AR - b b, 285
A ARG PR, ASE ) 75 0T LR 5 58 2 W0 5 PR AR G (8 AN VLRI BRI
7B N A (R NS O T =T S S I N WP/ P S 2 .0
(tetrahydrobenzoannulenyl) »

(00791 BRAESIAMRERIE X, “IR 75 27 JE 48 B 5 2 24 3R JF 1 1 B BRBA 5 2 Tk 2k (4]
LTS EJEIED, s — DA ENS PRIOR AL IR 7, He AR 3R JE 1 N C. WA S
SE SUIR 21 75 HE 30 27 XA 05 A iR S ], Forp 2R R -6 NS PAHO o 55 7 e 8 A e i ST
Hi A — AN B 22 AN AL PR 1) ORI A o 7 470 955 (A PR T 1k Ml 2t | Mg gy 5% bk s 5 L it
Mg e | MHE e | g | IDR A I | S P G WA G TR e L | PR L | S|P L (BRI - 2 - I 1
IR FE 4% - b e | S g e L O A B I e W R JRIR L (EIV) 5 (3, 2-b] WEMY =Mk
Fe =IERIE RMEIE (1, 2- bt 3L (R I (2, 3- c TRt e Fk KM (1, 2-a ] nbk e R | 5] 3 |
ML I (2, 3-c TRt e 2 ILERg I [3, 2- c I itb e 22 (e M 1 [3, 4 - c Tk e 22 Ly 9F: (3, 2- c Tk g
FWEWY I (2, 3-cInb e 2 W I [2, 3-b] At mg 3 | 2R e s 5 | Sk | NG|k AL | gl
fif 2 (indolinonyl) < =& FFMEMy e | — SR IR JE L 2R AR | E0 3 22 L ARt A i 22k Y
SR . AR REIR | SRR A ki 3k (dihydrobenzoxanyl) WAL | S5 bR A |
1,6-Z50EHE 2RI [de] SRR EE IENE I [4,3-b] [1,6] Z8nE 2k (Emy 3 (2, 3-b] ML 5L | e
MRS DUPR I [1,5-alMEmEHE [1,2,4] =M (4, 3-a] MEnE 2L | S 0gl WL (ikng 5 [2,3-bl it
WE IR 5 [3, 4-b] ALk mE 5 itk 5 [3, 2- b ML mg B L WKL [5, 4-b] ML e & (kg 3 [1, 2-
a] WENE L PUSIENS IE (1, 2-a] MERE L. 3, 4- 40 -2H- 1*-MEMg 3£ [2, 1-b]MERE . — %3 [b,d]
WEE Y WLEIE - 2- B VBRI 9T (3, 2- c T ML mE 2 (kARG I (2, 3-c T itk e & TH-mb g I [3,4-b] [1,4]
Mg 1B S | R R B | 2 e S S (RIRG 5 (2, 3- b LI 5 2R MRy 3L L 1, 5- 280 L (IR
FH[3,2-bIMtrE. [1,2,4] =MFF[1,5-alMERERE R [1,2, 3] MR (DKM [1,2-a] BENE
F[1,2,4] =W [4,3-bImkE R ORI [c] [1,2, 5] WE ke 2RI [c] [1,2,5] M8 w1,
3- & -2H-ZEIF (A mkmE-2- .3, 4- & -2H-AEME3F[1,5-b] [1, 2] MRS (4,5,6,7- VU4
ML 3 (1, 5-a ] mbme % (EME (5, 4 -d ] MEMEJE (K k I [2,1-b] [1,3, 4] 088 ML (g my 5
[2,3-b] At 5 | SH- 5] K AT

[0080] kA, & H AN HE-G RIS, A SCE X 24 05 2L 1T LLRA 5 58 2 M AN R & (1)
AN IR BIGES R R ) PR o 3K 6 2 55 BE 1) 7 51 PR BA 2R 0 A4 — S g P | Mg PR A i L — 0K
FEMEWY S . AR IR | (L ARt R A | DU A IR 3 L AR TR (3,4 A - 1H-
SRR L2, 3- AR IRIRIR W g R R T SR IR IR L i

[0081] e KE” & fi B sl SCBE ML RR o C1 - C o 6 8 1 2261« C1 - C Joe BE 1 s 81
FEAHANPR T 2R O (VR TR IR R R TR AT AT 2 R R AR
2

[0082] ORI “f i 48 At - T SV () R I Tk Je Bk AT, L mT DL BRI B S B 1Y), 7E
B 212 R 216 R R T SRS DUE R B 2 R A4 R IR 1 SRR BRIE— AN ELE
MK e CanF 2 L 2R BN 2E) 5 BB I JE B I 2 R W PR 1) I S B G s 22 L TR M 225
IETIREEMR TIREEC,-CHRE N A 26 M R T R 5

[0083] ORI L™ R 485 A i - ik =B MR W7 G Je B T, HomT DL BRI B S BE R , 7R3
B 212 R 216N R R RIE T DUFE B B 2 R A4k IR 1 SRR BRIE— AN ELE

32



CN 115160295 A W OB P 91/47 B

MK e CanF 2 L BN 2E) 5 B BE P E B T 2 R B PR 1) e S B G 2B 2 L T B2
IETTRRRE 2T R (3 FRBE TR AT IE IO o C, - C R N &5 2 B 6 ik ST R bR
[0084]  IR1E “BAhbedk” & F8 & 3- 18- J5 11 B A i 22 IR R B BA o B Joe i 1) s 491 A0 9
{HAPR TR 28 IR T 6 IR0 (IR OB IR B 3 VPR S B (B UK Je 8 (norborany 1) UK
Fri@dL (norborenyl) XA [2.2. 2] FFEE IR [2.2. 2] 35%%&3@8%%%7'3@@3@84\
Tk S - P e 225 o BRG] LICAT AR A 10 (9 24 28) SO B2 1) (191 B8 K R ) o

[0085]  R1iE “NJG A" 248 & A 3- 18R JE 1 B BN LR 05 B IR AN ML AR R o B0 085 2 1) 7R
) ELFEAR AR T BRI i VBRI 2  FR BRI 25 20 3 I FE RO UK M i o C, - C R IR B o &5
EERE X3/ SR UEZV AP

[0086] AR “ZeIAIL” B “HeIAbrdt” 5L “Je IR 248 B A ik Rk H A BEER I Z% S ) B
WL Z 32 2403, Hop BB B R IR 1 2 (A3 A L Z B I ni  CF & 1) - MR A
FEARANPR T30 28 20 T e U2 A T Je ik | DU SR R 25 ks o I | TP il s | Rt o 5 | g
PR R 2 A e MR s T A MEL R 25 | D S POl 2 L R e R IR P S M I 3 | 7 £
B AR bR L S - S AL B AR bR S - AR A IR IGR 2 L SRR L (azepinyl) VAEUAR LR
(oxepinyl) « &A% .23 FEM BT (tropanyl) A HE M ki (homotropanyl) « 28R EL A%
IRE LI 0T DA ARG 10 B B2 ), 451 e DL SRR

[0087]  dpASCRTA# A, RiE “%i 1% (halo) ” 81 “&i % (halogen) ” RN« & IR B At .

[0088]  ORTHE “Pikt” 48 H 5 4805 1 XU EHL I Al IR 1 4H i) B e A o AR AR SO mT DL
PN “EAR” LC (0) B C=0.

[0089]  “WEIR” B “WRIAMY” SR AR IR R T XA R4, Hp AN PRl T N TR R R
YRR 5 AT AN [A] 3 ROSE R Joi A ) o 7 4960 456 08 I ot B L e MR B o R e L R T
ot BHR IS ot MR IR R ) — AN BU NIRRT DL S 55— AN IR L 2838 05 SRR 5 IR G o R FA
) —AN B2 A B JE T T DA 24 S (140, 0N SERP) BUAR . C3-C, MBI A & A 5 5 12Nk
THMREIR . — AR M S5 1 AT LA 2% R 1 BUAR

[0090]  RE “BRIAFPR” 5L “DRGIR” BB N 2 TRIEIA , Hoh 22 /D — NI ZR3F (B, &
D — N ERAIR I I | P bR I R i 3

[0091]  ARAFIEBIEAWHEY, KO GHEUENARATT GV % F 52 1) %
PR AR MR “ 22 L T 852 1 87 B35 B I 7K I PR ROV R L, W 2 TR 3 = IR R
(amsonate) (4,4- “&IEEE-2,2- “HEFRER) RANER L K FH IR £h VIR IR &L 2h IR R A 2h T
FEREEL B ER IR T R ER A5 3h L 2 DU 2 R R B R 2 (camsylate) VBRI
L EAAY) KRR e R 4E R AL L R RR L 24 T RIU AR EL L 2 TR 2 (edisylate) .
RFEIRER (estolate)  LRAIR L (esylate) & IR L A BRI &1 Al AT B IR 21 . R IR 25
2 N R I AR R (glycollylarsanilate) (/N BUBEER 2h - O BEa) 28 — Wy £ L i
(hydrabamine) & RIR & TR 3h PR SL 2R FH R 31 LRI ) L 32 & e R 3 L FLIR 38 L FLHE TR
Eh AEERR R B ER R R 2h L ok IR AL L PR ER Bh L FH R R AL\ AR VRAL A R R AR L
FERRER AL VRGIR EL IR AR AL L IH IR A (N BRI R e e Eh (3 - R A - 2- ZE IR AR IR £R L B
TR Eh KEAEIR T ORZE IR 2 (1, 1- W 3 - X -2- 32 5L -3-ZEH R 2 , einbonate) V2 IR £h (i
FR &L/ —BEIR h TR IR £L IR P UM IS IR 2L L AR 28 V0 FY KRR 28 K R 2L L AE AR IR 2L
WOTREE VHRIAMR 28 IR £h L OK M 26 VBRI ES £h P e b Il A R Eh L A AR £
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(teoclate) « H KRR £ . = Z UL )RR £ .

[0092]  R¥E “SEAR AR E A A PR A, H B A AE R B AR A IR 1, JF HLAE e
i -2 [8) A AR [ B B 1, (HAE =485 B AR o RGE “S AR AR R Fe iz b & 4
FEAT RS 7

[0093]  R¥E “HEXF S A 47 2 F8 SL AR e AR ) 4, AN e J8 it [l G B Bk 1) e A i B s
i Mt X RN s XOBUBE  XUPR 22 48 5 (1) 0 N IR A EAR, DA I & 2 AN i AR R O B AN A AH
X K6 PR PRI A B D A DA R A X B e R AR o AR A X i S AR 2 FR A S Y AH AT AT R
3o AEFT I — LR o, B B 2 1T DA P2 AR B — S e S A AR B X e S A AR TR TR A
V) AE— e O T, X LU RN S A AR 70 5, R HARRS OL T, A4S FHBOIR B R R 7n 44 B m) AR
MEEHITTER

[0094] R “Nri R A8 2 F8 — X AR AR, BAT 1A b AN o] B B AR - AR X
SEMR” R FRIX X S AR SRR A B BN B 02 o ARTE “ANE e R XX RAA R 1 1V A
[0095] R “H AR AR 2 B4 A W A, FL B A A R B AN A R 1 (B e
ANFFE HAR AL TP HPIRAS o “H AR SR AR Rz 6 g A i) B B o i 2R 3, 22 ) B A
FLAR kb A, AR R BR AR, 12 5 45 40 S A 3RO I AT BE AR AE ) AR S A AR o 7 A7) 0, 7 A T -
i) A S ) o 224 2 RIS %7 B A s e R T S e AR A TF I — B 57

[0096] 43 AT FALE PR, “F 202" Fxt T¥6 97 BRI QAR ST ffiad (1) 52 603 H e i
[ U &

[0097] AR A FF P4l FH R ARV Sl 4™ oK 2 804 RO 7RI ARRORE 711, =2 TR DR} 4 25 B A
(vehicle) , anyfi A o [E] 44 3E 70 551 FRoRE 51 S IR 551 S 8 ) B s A R, L B0k 245 77 I 52 3K
FH SRR — A8 B e s e B SR AN E a3 .

[0098] b3k, RV “VAIT” TR IS 21 P ) 22— FiER 697 B HE TG .
U Bl D 53 B R

[0099]  BRAE R A WA, FEA AT A HARIE %KW (disorder)” BLR R A E IR
(disease) JHAE (condition) B (illness) , JF H ] 5 H #eff A

[0100] &AL pr At FHEARGE “it B (administer)” . “ffi H (administering) ” 5% “Jifi FH
(administration)” ZIE¥ AR AR EWEA AT I A IR 2527 E a5z 1 el &
W E B T 5235, B S E A R 2 2 B e RS 1 AR B S M B ET 2 AT AR
BRI T 52, IR BT 25T AR R AT DAAE 2 AR N R S E RS AL &
Y.

[0101] AR 23 B A8 FHIR ORAE “RI 257 & 48 — P &4, I mT L e A 77 20 (19 fnid
KR FEAR N A AR AT BIGE YD SEAN , AR SRS T, B2 2 — Fh 44, HAEAR N
T H SR b 7E i 0 RSO 1) B WS FE AR N A S A S P T 24 AT DL B Ak
s AR 7 20 (AN, A8 FHEG) FE AR N A s AL &)

[0102]  R3& VA ALY 22 48 s BUANA ADE ) ] 22t R 2 A9 B T AR A
H ), 3% A A0 B0 A s 1 A& 1 7 7 1 B 4 (AN R T 7K \MeOH L EtOH
FHACOH « F H 7K A 753 BV T4 0 s R s g Bk R K &) - K B WG & B L1 =
IRy, UL RS AT AR = 1) 7K B 2 45

[0103]  ARiE “SFHIMA” 2 +8 B A AHF 4 A 4 7 2B AN/ Sk 221 AN [F] AL &40
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Shit 22 T LRG0 QU A 4R) BT Im e o' T~ T i) 68 77 _H 1) GEAR A 4E) o % T
SAR AR AN TG P RT LLEA — AN DA FR IR R, 3F H AT ELAE A SN e
B0 TRV 5 ) R B )Xo At S ) A B R B S R AR T A7 AE

[0104]  “RE3E” B Sl A FLEIY, BN /AN ER S ORER IR S8 L S AR B EE A
REEGW, i+ BAESE Rk el e T At

[0105]  4nA ST AT AE A, ARV “FLT3 SR AR B HEFAME S\ “SFLT3A SRR “HFLT35Z
WA REPIR” S “HFLTISZ RIS 2 B S5\ “ R FLTI 32 AR i s B B i e s
B “FLT3LX Al 1) 41 o B4 58 14 e 9 B H6 S FLT 375 4 AH S B M FLT 335 14 ) 5 g , 1l an, S 3
FLT3M) 2 Bl AL A1 SAE o “FLT3 AR ) 1G58 M5 8 1 7 491 A6 FH T FLT3[f) R AR F 2 1)
FLT30d 52 A0l 51 S R 05 , B T FLT3 e DR R 1 R AR 3 350 3 e B FL T30 Mk 5] ke
(R o O FIFLT 3R 3 FEE TG 1t v S VI 22 i ) R o LB, 0938 T T 270 P 400 L M A 0
g A i AR o FH AR A BHYE 9T 1R 3 0 A 9 s 1) A B ) P s 48] L8 1 I o B BT i
WA B B BE I A e SR AR R R TR R T L 4 R 3 22 2R 5 0E (HES) B bt e« FL R
Jo S0 CNSH &5 i o B0 SR S0 S P S s o S PR s A8 PN 90 Wb e B B30 R
JRIE T B MR a B PR N PR S B e S B SR L  FOIR R L T e R
P LY

[0106] WAL TS FH , ARAE “HEE PR AN “YH B G TR M5 s 4R A 2 4 A= M s —
FhEl 2 Fhgmffl 48 & (subset) (I FE R A 38 5E , H S EO0 2 A AR 4555 R, A& Eg
T A BEAIC) o 40 38 58 M P & AR AEAN R SR B S AN S o an AR SR s 5“4 i
SEE MR LT IR P o

[0107]  4nAR SR A FH S ARG Pl 1 5 87 A2 48 HH e o BROAS 52 4 11 1) 20 i A 4 sl R ) e
I o TR 1 9 s ) s A9 A (AN BIR - DA R 500, 4510 0 = i B 9 20 P 5 » A i /NS s | R
RANE IR 25 (BT) RSB I BEREAL A B BE 2T 4E 4k (MF) BB R A0 2R 1 B Bl 4 44k
(myelofibrosis with myeloid metaplasia,MMM) 1845 & 1B BE LT 4E 4k, (UIMF) A0 & %
CLAR 3G Z20E (PV) L3R el /D RE A AR i & Bl 38 A8 7 SR B AIE s JiE » A ke g < it LR
I 45 T EL e U e 1 i BB S5 i TR L O SR, R LV S P,
HREGAE S 2 R M R 1 I s AR UK B R o IR 2 A e Rg 1 s A8 4 G I
PREJR AT A BE R . DA, SRR S AR s (ALL) 2 MEREYE B s (AML) =
LIk A0 3 5 (APL) <15 M vk B2 40 B 1 1995 (CLL) A2 4B B8 1 I (CML) P&k v 4
AHHE I 15 (CNL) S AR 704 s (AUL) - [8) A2 P R 20 B bk T 988 (ALCL) < 4hibk T 4 e 1 i
Jig (PML) « 4 55 0 sR A% 4 B (9 Mo (JMML) S R A TR ALL CAML A B 8 = R A4 7
(AMLITMDS) VB & 1% R A I MLL) B BE 8 A= 57 2R A E (MDS) & il 34 A= 15995 (MPD) A1
Z RV EBEIR M) o 7EREEE S 77 v, AR B SR LLVR T I e 14 < 0 1R B 1) AR ST A T
A & eI 25 E T2 1 Sh i g

[0108] AU BH 1) 5 — AN SE it 77 S8 038 — it FH T3 53 1k 4100 o) 2k R P 52 A 1 2 IR WL g 1) 7
5 FALHE < SRAT B8 o I 100 0 AT o 52 2 I S R VA A 2 YRI5 1) 7 X BT B L3
Wit A R A A T B S P ER , A 2R Y 1 52 4 s S BRI N FLT 352 A 1% 2 IR
P o £ —ANT7 1, A SCA T B G = R B9 A 20E ] DA/ 5 i B0 41 i 1 i 4 A
(blast) M &  7E 73— J7 T, AR FFRIARSCA T S P el e R (1) A 2o o] DL b 28 3%
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B HE VR AR R ) B AE S — 7 T, BEFE MR Ak I R o RE A A MR L B e Y
A SR SR AR VR R PR ER TR AN i 3G 2 5E (HES) Bt e « LRI « 5 2008 L CNSH& 245 e
B S IO 9 T S PR i L A P 0 A O S0 TR iR i T 1 e e M
JURgeE /N et e o R TP I e s SR RU S HEOIR e 7 i R T s P 1) 2 /b —
[0109]  FEARLNTFI 55— AL TT B, RN TG P e e pb i o AE — LSt 7
W, BTIRAGE PR (S) -5 il e A Ak o 78 HAR St 7 2, itk &8 (R) - Wi 4 4 o 72
— ST S, (R) -8R (S) X B S A A A B ] BLER 8 245 BN 43 1 o AR HAR S T B
(R) -8R (S) - KT B S e AR A B mT LAANTR € 4590 1, IRE AT 1 0 B B 3 ) A 4 A B
B AEHAD ST B, A AT A YR LR (+) B3 () KB TR 1

[0110]  RiPRME, i A R A OFEEAR L TN, BFE IR G 0 RAGE P56 X,
DA °T DA E B Z A4 Y B335 i 2 Bl s A 2 o i SR &0 A BRI B e 288, PR 4
FEHUE AT LR A A B A 28 . pr A B A T Ut 6 A N o A — LSty 2, ]
LK M 2 Bl e A4 B 48 58 20 B 931 o AR Al S8 it 77 =, I Bl s U4 B T DAAN R 78 45
¥ RE AT T AEXT I A AR ) 4k A AL B0 B

(01111 3R 1. Bl 40 74k & Y r AEBR f PR~ 1 B AR A 38, BA F PO s filik
B AR A B IR IS KT L T A AR ) A1 T VR G40, 37 HU BT 4 e A7 R 285 B4 T B S A
HRAEA K BH B Ja B A

ID | M+1

~N

] H H 467

q ==

N, =

o o}
N Nm\

: Beasen it

N
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O O
3 H/\Q/O\)LNH 402
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(@] o]
T N N
4 AN 433
N N

N
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6 A g 491
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[0114]

26/47 1L
ID o) M+l
14 w & o 495
2eats
N H H /N\
N
15 o 0 416
H O\)kNH
B A
N. ==
16 0 521
. Ow)LNH
| -
N. =
N“w
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o : 0 s@
begpean
- H H
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o M o s )
begpcan
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O
19 ) 474
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21 o] :/OH (] 458
ACERe
| =
N =
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ID o) M+1
23 o M o 473

SO0
o N
N
24 o o 494
N N
Negacgper
N. =
25 O /OH (n) 553
OO
=
NI/ N O
26 o M o O 444
Nj\‘©)LN
H H
l\
N._ =
27 o 7 o O:P 521
[0115] H“@*ﬁ "
o °
N. =
28 o M o @;?. 519
H/-U)LH N.\
[ ©
N._ =
29 (o] :/OH o] 0 523
M\@/‘LN'@,}
H H N\
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Nz
30 o M o 495
N N
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31 o} E/OH o | 495
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ID Zhikh) M+1
32 L 509
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H H
=
PJ = N
33 P 509
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|
34 ’\T@/‘i 526
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35 515
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~C
36 Q = o [ > 413
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N. =
37 A o 508
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H H
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38 o % o 416
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H |
| s
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N N
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D 2ty M+1
50 o :/OH fo) N~ 459
N/\@)kN/O
H H
N
Nz
51 (o] _/OH 0 431
NERTS
l N = H H
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= N N
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N N
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H H
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N~
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| =
N~z
?3 [e] :/OH &) O/ 460
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N o
(01231 S 40 5.5 4 SO ROCKKBIG 4T3 b S50 2E K 3 7 ey 40, FIFL TS
TTDFAE (it B o B 81 TR A0 7 R SR 230 11 B A 5%, T T
S TR (1 250 (R ZR251 (0 £ IARIB) o B A1, 7532 TR b A5 i e L L s P
ROCKH IR pasud i 158 3 HIROCK 1 , T AR pasud i 1A A 5303 B (ROCK1 1, =
51nMAIROCK2 1C,,=19nM)
(01241 AR A FFOAL AT LTI 2 B 77 V5 0 6 EL SR 1277 0 o 16 T 46 Hh 0 7 2
bl T B A
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[0125]  m L@ A HLA BTSRRI 8 v &AL &8, Bk 75 558 43 Hu i it DL & ek
77 RG] A o A2 T TR B 77 S, B PR AR AR AR 4 — MR B Bk 27 A DR b 21T, SR B
R e A S I B ] () R 4 2 AR A A WL I B T VR R DR 97 2 (T.W. Greene Al
P.G.M.Wuts, Protective Groups in Organic Synthesis”, =} ,Wiley, A Zj1999) .fi#
FARE AR AR N D51 2 WL 7 FEAL G W06 B 7 (R M B 22 PR X Se L[] e 0 72
DA S s 87 S5 A BN TR St o 18224 15 X DA P ) o) % A — 2

[0126]  ARAUIHE AR N GO AN T &Y 2 S AL AR O PR, AR AT IR FE AT R
ISAR T BRAEE A b e E)  FF A HE SME A4, 38 A0 355 B PR 56 Bl S 4
AN/ BAR T B S A AR o 2 B R AL G AR D B A X B S A A B XS B e A AR I, T DL JE I ST
PR FEA RO IS 35 7 4 P2 W EATAR 7 8 1) H (R SR 3845 Bt iR Ak &4« o] DLE I A 4
B AT AR & 0& J7 V5 5 M 28 7= ) R AR BGR WG M R R 73 - 2 WL, Bl an,E.L.Eliel
S.H.Wilen#fIL.N.Mander]”Stereochemistry of Organic Compounds” (Wiley-
Interscience,1994) .

[0127] AT IR AL G P mT DL EH T B R g iR £, 5 A8 O A1 A L e HL A/ Bl
B 7 V5 o

[0128]  ARAFFM H—AT7 P & —MAET ZH B 523 697 S5Rho- g (4 4nROCK -
1 ROCK2) 11 1 5 AH I B2 908 (1) 5 V2% o BT IR T3 90 Je 1) 75 2298 97 5 Rho - g (91 WiROCK - 1+
ROCK2) 1) 1 15 AH 2 1) 9 13 B R 1) 285 Tt FH A A ) ST & Y o AE— AN St 7 S8, vk
P59 1] DL AR AR PR T8 0E SR8 A0 P 05 « PR R B 5500 « 28 R BN E B e B S g AR
PG IV 995 B Co I A 0 o

[0129]  KRAFFI 7 —AJ7 P S — Fh#lIRho - FEE (1 WROCK - 1 \ROCK2) 11 J5 12 . Fr ik 7
TR JeIn) g B A 52 it A & E R AT E Y.

[0130]  ARNIF MG, FLREUS T (9140, 30 H]) Rho- HliE (1 4HROCK - 1 \ROCK2) Fi
P AR A TIPS S IX LAl A PR TT I

[0131]  RAFAEYIR— MG yT & G TT BE5E YR B0 BORAE , QJehE o J e ml DL 2
i 9 BB 3 R PN IR SR BN 2 AT B A AR AR G, FF HLRT A ALFEEAS PR T il O B0 | 3L
Jeit < AT 1) e R M < P 0 g < B Jes R0 3 L 5 G Sk B v 1 O R S R R 4 T I
T3 o LA ) e E 2 Y 0L T A ybk C 087 (f9) 2, Rz JBR T4 A vk 28 9 0 i) T 44 ok E2L 99 - f 7 4
95 REAR AR A1 22 R 1B AR

[0132] AR ATHALEWVIR — MG TT FHIE IR TT #1205 T8 BIOP RE BRH 22 288 4 o 4 8 32 T i 3L
filE RS R G (B G , oG FIVEBE) 19959 o P 20 95 I B A 48 738 A 95 9 1T DAL (EL AN FIR 98507
TR TR RS (ADD) B 7R % M BRI 0 <8 AR 5 S W  JUL 25 4 () 2 A RE 8 8 12 UL
Y5 VR R YRR A U 5 R TR AR RS R G A0 A B G T R S o Bl Rl R AR
P, A2 R AR .

[0133]  ARAFALAE N 73— FiGIT IS RIGIT P K B I W« 4 K B 0 il LA FE(H
AR T FrLE A1 Rett syndrome) .

[0134]  ARATFALAE PN 73— Fi6IT FIE 69T 9 1% 908 BOWIE - 2 0E AT LARE B 15 &
X JER 06 45340 BB G () I o 9 0E FRPRE IR T DAL FEAE AR T A 21 I i 9 0 - R TR T e
5o SYE R LA AR 28 40 B [R5~ (L - 18) ) L IR FNFOXP3 % 5 [Kl ¥ 1 2 IA 34 iy 5182
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[0135]  ARATHLEWIN 7 —FhiadyT FIRIENIGTT B B S M 8UE - B & stk
T R L rp g 3 B I S RGN TR AR N R ARAFTE I 2 SR o 7 A N TR R
H & G e M50 T LA FEAEANER F- 28 KB DG 28 VA RS R VIR B RE R T R 2
RAEREAIE  RA ML BORIE RV A PUE 2 BT A4 n PR
95~ LR FRO5  J0 92 FAR 8% -

[0136]  ARNTHALEWIN 5 —FliaTT FIE TR T B YL P 5 973 BOPTAE o 8% G a8 G 14 97 72 FH
AN AR TR AR B NAR 51 L 1) o S T DA Fhy 451 40 0 T 50 T8 0 7 51 0 n , 2 T R e mT DL
KIF# E.coli) T,

[0137]  ARRATHLEWIN 75— FhiayT FI& R IT AR 2 I3 BOPTAE o 41 5 995 1R R 41E 7T
DA SR A7 e B 1 77 20 5 o AR 55 v DA FEAEANER AR 25 A 41 B JR 97 I
JRESEE  re ML Ao ) 22 v o

[0138]  AAFFAAYINI T3 — PG Iy B IR T MR o 30 975 =5 B2 520 I 94« LY
P99 B DA ABLFE (E AN R 2 0L bk 2980 R0 1 L

[0139]  AATHALEWIN 75— BT FI&IE IR T O 0L 998 BT iE o «Co 1L/ 26 975 52 M)
P O R IILAE o 7 A51) P 5 R 0, F5 AR AN PR 00 ML 785 28 T 38 7 A A8 Pk g 0 e I, A6 2 -
FEFEVE 30 « ML Sh KSR REREAL &1 F Sl k6 R0 1 08

[0140]  FERELCTT T, A B HR AL —Fh an A SC AT A FF B4 & 4, H H T-1697 5 Rho e - 15
S FIEEE I VR SRR & .

[0141]  FEHAB T I, A KBRS B —FieyT 2 1 B & e e i 1) 5 v, HAHE %2
RE VAT A B AR ST AT AP AE—AJ7 10, Brid B 5 52 M50 o 28X
TR L R MEREAAE - RGP (SLE) AR JE 0 - 50 2 U V5 M B 4 BB Bl R 1
Yh¥ifE 3299 (GVHD) .

[0142] 7 —LLsTjiti 7 =9, AR B3R AL — P o7 32 6038 000 LA B0 1) 5 32, Fo A4 - 1)
AR Wt BT A BRI AR SCA TR B o 18— AN 7 S, B o XL 5995 A e I
JE SRS RERE AL A O M AR K s HR S I S L o L 65 3 28 e D R R 1

[0143]  FEIAh ST T R, AR B3R AE— PR IT 3260 00 SORE I 775, FAHE « () 2 i3
Jite FR VG T B R B AR SCA TR BB W o 75 R S8 T THT , BTk 98 i AR O I 98 96 5 48 B
Sk AEAL, o

[0144]  FEREECTT I, 48K R R A —Fhif o7 2l I R B 2 R GUBE A I 7325, FLALHE < )
AR it IR IT A A E A SCA T G AE— N7, Frid A RGN 4
JCARVE B BE 51007 o £ 55— AN J7 T, BT A AX R 48 ZR G0 5 3 9 7 SR A 46 AR5 < B R 2%
VBRI UL 4R M R AR ALAE (ALS) 8% 2 R PEREALE -

[0145] AR IR FE AL — PGy 7 5233 100 h ik A% FE2 e 99 1 7 v, FL AL « 1) 523803 it
FEIT A BRI AL AT A  AE— AL 7 S, BTl 20 ik A% % 10 9 S I /N AR
RENAMPERE.

[0146]  FEILAh T TH , A S BRIV Je — PR TT 52 A\ I AR e AL i 18 7 7, LA HE < () 52 A3
it VG IT B R ARSCA TR o A — AN SE 07 S8, Bk 41 G- A5 i 9 F 41 4 Ak it
AR AN AR A

[0147] AR BRIEWS J— P e 203 F iR TT 5 GHR B TR ) 1) 5 v, o AaFE 52 i
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it VG IT A BB AR SCA TGP AR — N7 1, PR 5 6HR  J5R T A OGIR =
PEM AT IR B R OEIR SR PETOUIR I8 IR M O IR b R 1 IR .

[0148]  fE—RLSjtiJ7 R, AR BHPE I —Fhia o7 52 18038 10 e 1 e i 16 7 v LA < 1)
A it VR IT B ORI A SCA T BB W o AR FE LT TR, BT 3 T Jeg 14 92 99 0 bk XL 98 e
995  PR) YR B VR 4 B R o A A 7 T 5 T 3 e A 2 o D 8 R 4 PR 0 00 o i o
Jeb BT SR TR A0 RLIRE L B ZH A PR AR /DN A it e e i e e T AR R L
¥ < IR U s B ol R 24T B JRA 5 20 B SR o  J D e < B4 B R (hepatoma) LR 9 |
Silm A E WS T E NIRRT S ET AR L A B g IR IR
i (hepatic carcinoma) «ides ¥ 5 PRS2 hu 0 RS e IR 3R B L R R H 5L
[0149]  FEHAB ST R, AR BRI —Fhiay7 52 15038 AU SR A AE  JR B AP = ik
B R IMAE 2800 JR 9 B8] A Bl AN 52 10 773, HAL 4 1) 52303 it VG T B U E AL AT
LG o

[0150]  FE—ANSLiti 7 R, AR BHPE ] — FhAE S22 VR 97 & BB A i B2 2E B T% i)
7732, HAFE M) 2 it VR 7 A BB I AR ST A T I & -

[0151]  FE ) —/NSETti 7 b, AR BHP I —Fiia s B 1 8 A2 il dH 40 I IR 50 1) 7 7%
oA 1) 2403 Tt VR 9T A AR I AR S A TGS P A0 LS A A 1570 o 76 F2 L8 7 1, Pl
T HIR 95 998 D A % A DG MR T B AR 4 (AMD) ik 2% 15 3 AR I35 T2 B (CNV) 4 B s 1 0 B 7K T
(DME) , T JL30r A2 ML 7E7 T2 i~ 8 46 L 98, 387 LB PR 7 B IR L B 7= LA I i 6 (ROP)

[0152]  ARAFFH A — AT LA ARG EH 255 Erl 2 09 3 KE) i 7
1A HIT 24 SEAR e R Rk B AR S A A, e TR 9T B IIYT 5 Rho SR 15 AH S 1) 95 9 (1)
I A —SESit T R, BTN I N EAE AP AR P I AR R B R ARE B E B e
PP G AU A5 0 TV i B3 ML A 505 o AF — B8 SISt 77 S8 b, BT id Ak & 44 il Rho
B A B — AN B, TR S WAIHIROCK - 1o £E B — AN S2it 7 &b, frik 4k & 440
#ROCK-2.,

[0153]  FE 5 —ANT5 1, AR T AN T I D 255 BT 4252 10 3 K& T
A I 24  STAR e A A B B AR S R AR AE i 2% TV T BRCTBT 5 Rho e 8 15 4H 9 (1) 2 7 1)
25 I B o AE — STt 7 S, IR 500 e | A4 AR T PR K B IR AR E B
H B G2 1 0 B G AU PRI LB I 3o IS 50 I o 7 — BS STt 7 =, ik b &
YA HIRho I o 7€ 73— ALt 7 B, Frid A A H1IROCK - 1o 78 3 — AN St 7 20, ik
WA VIINHIROCK -2,

[0154]  fE—RLSIyt 7 S H , BT i oA 52 JEK T 40 AR bR EEL 98 & Jo T4 AR ol 28 g f 7 B % Bk
B A T2 PR AR 2R 22 O R  F ML /R v Pk KB L bR 2L 9 it B9 SR LB
FT 20 e JER R e 40 B e B3 B i o A LA S i T 22 v, i ot 28 28 A 5 g ] K K T R
o5~ SR I 4 AR L2 40 140 R 00 2R A AORE B REVE L 22 4 o A2 H A S 77
FITiR 48 K B 00 N TR RF SR B IR FIC Y J& 2 I o FE AR STt 77 S8 b, BT 48RE Bl H &
PS03 S IR P DG 1T 98 AR 98 P OG0T 28 VAR T 1 00 15 48 VIR B~ 2 R MEREALE L R
PELLBRARIE  RAE Wi B T P AE 3200 RS R e BT A5

[0155] W] DAL it A A T RIAGE ), LALE 2638 e o7 BT S7 92 93 A1/ BT 3
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K&

[0156]  mTLAZe B A T-¥6 97 7 BIAEAR] it FH 7 2058 A A FH IR AL & P it o 31X 26 77 0 A4
2 B Bl R, 0 R S W B AN R B IIIE | O L e R i O 2
[0157] AR ¥ HASE 1 it FH 77 =X, AR A T B 4L A9 mT DA A T AR | 2F ] A B A 77 2 5 iy 5
AU TR AR TR AL B R T 2 Tt 7] BT 7R LR B R R R AR IR BN S A
I S BT ) B I 2 S B — B [RIRE, e AT TR o] DA LA DK P (HEEVE A ) I A
B s TR it FH A X S sl FH 24 2 e e RN R R T K.

[0158]  JRBIVERI 2520 & W09l AU R IR 3, HoB & AR A TG WA 22 bl 452
(R, ana) FoREFR, B anafi b K, H i = iE i, S EEE 2 S EY R G, |
KV HORE T8 < 1) H 259 208 T F, GnEPABRDHAEY B AT 1A Be s H v = e s R &9, o -
M W BR BT AW FUBE A e RE | e H BREE (L BRI AR 2 N RRG E BE AN/ B
HZ R s b) W 7, 45 a0 — S Ak T A BB TR IR L L8 3 Bl 3 L VR A A R IR 4 A TR TR
B RHRAN . TR SAL AR/ BUER & R s X0 T A an SR TR 22 38 o) KA 7R, 5 At IR
FREETER R B RE BE IR SR A R 2 R SR AT A BN IR EE L R SR L A R BB - L
B KBRS SRR R0 B A J n B A A1 AR Je 3 388 2 3 R AN s A/ B 3R 2 Mt
W E I s d) AR TR, 9 e Ry IR PR R AR AR 2R I | R RS | R L A R B TR
W5 e) W B 77 5 B30 JRR TR RN R 77 s £) LA SR B4 HRGR) it IR 80 Labrasol JHPMC,
DOSS,caproyl 909.labrafac.labrafil.peceol.transcutol.capmul MCM.capmul PG-12.
captex 355.gelucire 4EAEZRE TGPSEH AR AT 4252 1 FLAL T s A1/ Blg) 38 9m 1k & PRI i)
A, WNERIRG 2 R 2k - FRRIA L PEG400 . PEG200.

(01591 W] LA A51] drvied sk 5 At 73 H5 55 il 2 AR 2HL 5 ) (R A& w51 1R o 510 8 A A T 1)
WEMEIRT 255 Ll 852 Wi 77 (oK < 3R 7K B #THE /K H il LB 5) a5 22
AT SRR A 5 AT TR B AT 3 S 1 SR B T R B T DU SR A Ban a3
JE SOk B LI 2 1 o A AR A TS 4

[0160] AN TRk & Wt mT DA Fc o) stk 791, 3 mT DA e g 7 2L 70 B R A2 1 i % s 158 FH 2R
P e J B AN AR AR

[0161] & m] LLLASG B A i ik 224 (/)N B =2 390 K R 2 300 N 2 S 380 1 7% =Xt AR
AT E YD N8 BRI LA B 22 Pl NS T2 18, ok Tl I /60, 7 JIEL 2 7 S R T e g s P L
Bl E—Be s it 5 Rrb, inSE [ K ] 5 No . 5,262, 5647 ik , A Jii 2H 29 16 5 5 25 W 1K) 7K
WK G LA A3 25910 I8 o2

[0162] & m] DLIE {5 FH 5 v B B AR Dy B s A R B I AR A TG E ), A AT HIGE
V55 BT IR B e B HUAARAB B A A T A 38 RT LS54 D n) 2590 AR IR R V1 5 A A
I o 1X L6 5 S W)T DA AL FEAH AN PR T 58 0 R v Ao T POk s e SR 470 SR 360 A 5 R 5 A D P o
My SR FE OB R A BRI Ky (polyhydroxyethylaspanamidephenol) B AR AR A 2 BUAR Y
B LER B2 R (polyethyleneoxidepolylysine) o AL, KA HIM A FTLL S —K
A] T SE3 25 W4 R TR mT AR W I e SR S AR TG AN SR LR R e - N R VIR B L T
PR B DR R T SR AT SR — UM g SR Tk A A T T AP 7K s R P 58 T Bl SR R B AL B 7
— N7 B A AT EMA SR EY Bl 2 TR IR R & ER WG TR ER) JLih &5

I
= o
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[0163]  figg B A1 ml v S5 it B 3E s FHF 52 1 VLA PN B ik o v S AR A v o 3 B 70 m] DL DL
T 2 4 5 BT 3 i B0 TR 2 A VA 7 AR VR B Y B33 T 70 VA S5 T 9 A A A7 v 1) 38 A 7
Ko

[0164]  ARNFFH 5 — NI e — M2 &9, HA S AR AT &R 2 2 ]
SRR o BT IR 24 27 b ]2 B AR AT DAk — A FE IO 77 6 86 1) 3 1 3 2 77

[0165]  mJ LA AR 4 ¥ FL TR A R SR AR 7 vk & 2 69, 3 AR R B2 &9
AT LA & A DL E SRR 290, 1% £2999% , 215 % 2 2190 % , 8211 % 2 2920 % [ A A FH)
tEY).

[0166] R 452 Fl A LB AL HA AT B 2577 5, FTiR R R B 48 B 1 2 8
P  AF 0% B PR S RN R TTOIR AL, 55 V697 B9 IE ™ B AR E, i A%, R 1 D RE BX
JH-Zhe s FUET R FH B BRI A A T AL G4 o AR A3 35 3 125 T 528 12 mT A 25 & St A e AR
TR ek 1EpehE 12 R B 75 i 29 W A Rk

[0167] 4 FH T4 /& I AE FHBF , AR A 8940 & 90 10 A8 3000 =36 B R 96 T 0 0E BT 7% 19 24
0.5mg & £15000mg Y A A AL &4« F T 9 B A8 FH 41540l L5 £90.5.5..20,
50.75.100.150.250.500.750.1000.1250.2500.35005%5000mg [{] A< A FF H4k-&4, 86 , N
FIEFIRF P —ANEE D —NEIVEE A — A5 e, Frid 21 &9 80T LLZR I A
AR

[0168] A7 BE 52 BIAEAR] R o8 BRI SR 45, AR A JF I A& 47T AT IR ho ¥ anROCK - 1 AN
ROCK-2.,

[0169] St 5]

[0170] e it DA T S it 451 R - ol SIS Tt 97 33— 232 (8] BH AS A T, B s I Ttk A3 P05 5 2 e 451 A
iR A A R B ) S ) SR PR S T A ST O () FLAR AR P o I PR A, 2 £ S i 5] D, 15 B
FELESI T 56, FF HLR AN B FERR 6l 4% 2 FF 96 B o 3 33E— 20 BR AR , 7E AN 2 AR 2 FF I RS
1/ B R B AR SR A Y0 B A AR 000 AR SRR AR N DR DASK A HA 2% A A S it 7 58 VB e
FEEFD)

(01711 SJtafoll . A P IDELI & B

o) o N-N  N—
L~
N N
[0172] N
N

ID#1
[0173] 15

O O
H
[0174] N
N .=

1A
[0175]  [@4- (ERE-4-3L) ZXHEE (100mg, 0. 50mmo1) F13- (Z 3 F L) 7% FF R FH /S (99mg ,
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0.6mmol) HIDMFYA R I — 3 2 % (DIEA,0.26mL, 1. 5mmol) A11- [ XL (- H 5 3E) W
FET-1H-1,2,3- =M [4,5-b]MERE - 3- A /S TR £k (HATU, 247mg, 0. 65mmol) oK 2
I E 2 0 FE 27N, FF KRS B R IR A ik e Rl it C- 184 e i vk a4k, LL1S 2 1A
(141mg) »

[0176] 25

O O
H
[0177] x
=

|
N

1B

[0178]  [\]1A (141mg,0.41mmol) FJ THEE R H IIAL1IOHIE M (IM, 2. 0mL) o 44 J 3 7E = I 3K
PR, FF FHHC TV VR R A0 R VR B ik 4 18 i C - 18 e iy atifh , LIS 2 1B (97mg) -
[0179]  Z535

[0180]  [f]1B (7mg,0.02mmol) FI5-FH -4 ,5,6,7- VUMM [1,5-a] iEEE-2- % (6mg,
0.04mmo1) FIDMFE W H AN — RN 2 4% (DTEA,0.007mL,0.04mmo1) FHATU (15mg,
0.04mmol) o 2 W 7E = i F FE 27N, FF KM R o TR A Wik 4 i C - 184t il vk 4l
1k, LLAS 3 ID#1 (8mg) .

[0181]  SEJfFl2 . (AP IDH10M] & Ak

A0
N/\@/H\N
H H
[0182] =
N. =

ID#10
[0183] 15

g 29 g
[0184]
N~

2A
[0185]  [\j4- (MERE-4-3) ZKH S (50mg,0.25mmol) A13- ((1S) -1-FHL-2-F L 3E) KH R
FREEHC] 25 (75mg, 0. 3mmol) FDMFVE I H I — 7 A %% 2 % (DIEA,0.13mL, 0. 75mmo1) Al
HATU (123mg,0.32mmol) o S NAE = S A FE2 /NN, 35 FH KM B R TR & W0k 4 I 18 C- 18
M2, A 224 (68mg)
[0186] 235
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_OH

2 S 0
N"\O)LOH
H
[0187] l ™

N =

2B
[0188] [ 1A (68mg,0.17mmol) aﬁTHFiﬁiﬁzﬂlﬂﬂn)\Liomﬁiﬁ(lM 0.85mL) o4 S5 8 7E 8 it 18
PRI, H FHHCT I H A KR S 0 IR 4A 18 C - 18 M (v alifh , LA 32B (40mg) -
[0189] 35

[0190]  [7]2B (5mg,0.014mmol) FIF K fi% (3mg,0.035mmo1) [IDMFVA R HH I — R A Jk & Jf
(DIEA,50L,0.028mmol) FTHATU (7mg,0.018mmol) ¥ [ N AE 2 iR P k2 /NN, I /K BB o 4
TRV YE - IE I C- 184 e iy atith , LA1S 2 1D#10 (Bmg)

[0191] st f5)3 . tb &) ID#3 I A ik

O @]
Yy
[0192] i A
N. =
ID#3
[0193] 515
@)
N/\CrOH
H
[0194] S
N =

3A
[0195]  [aj4- (MEPE-4-2E) K HER (50mg,0.25mmol) FI3- (I H L) KMy (37mg, 0. 3mmol)
FRIDME YA T N — S P 3 2, 1 (DIEA, 0. 13mL, 0. 75mmo1) FIHATU (123mg, 0. 32mmol) -
I E 2 0 FE 27N, FF T ZKORS B R IR A ik 4 ol i C- 184 e i vk 4l 4k, L1 23A
(62mg) -
[0196]  ZE25

O 0]
ACHRAS
[0197] | =
N~

[0198] ﬁBA (62mg,0.20mmo1) FIE £ 2 . Tig (25mg 0.20mmol) i Z 5 TR & Wb In N BR R
B (33mg, 0. 24mmol) K I B ANFAZES5°C , Bipt i 4, I M 4 o R AR ) iE I C- 184 3k
44k, LA15 213B (55mg) »

[0199] 535
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o}
N/\‘@/O\)kOH
[0200] H
=

I
N. =

[0201] 3C

[0202]  [7)3B (55mg, 0. 14mmol) H THE R H A LIOHIE M (IM, 0. 7TmL) o ) B AE = 4 FF
I, HF FHHC LI A A0 o P TR ik 4 il ot C- 1 84 e iy afifk. , LL1S 313C (50mg) -

[0203]  ZE425

[0204]  [713C (10mg,0.028mmol) FIFAPG % (5mg,0.084mmol) ¥ DMFYE I FH I AHATU (13mg ,
0.034mmol) o S M. 7E 2 I i FE 2 /NN, FF FH /KW R o R TR B W0k 4 71 8 C - 184 (i ik 4l
1k, A 2| TD#3 (10mg) o

[0205]  SEZjitif51]4 - ROCK 1 FHROCK 238 il #1141 1ok 56

[0206] DL i385 & FH T Wl & K4 (FAM-KKLRRTLSVA-OH, H A FAMAZ FR I 't 37) 1) 1
B AL o 8 I B 405 LUK, KA 40 2> 98 %6 o IR B 1 BB ROCK 1 BRROCK 2 PR AL o K ROCK 1 8},
ROCK 2/ « JEE W A1 PR 1~ (ATP Mg ™) & I 1 0B 8 B A L L I AE AR AE BURFEAE B 771 £
GBI S TE25 CHF & 37N o 7EIT B 25 AT, 3l 3 0N 5 A EDTAR) 22 i ks e SR 2K
ffifiCaliper Life Sciences (Hopkinton, D §¥ i 2€ M) (4 3 T MR 74 1) LABCHIP®
3000Drug Discovery System, & JEEA)AN =488 i v K 79 55 Fl 8 & o

[0207]  RECVR W53 -

[0208]  100mM HEPES,pH 7.5

[0209]  0.1%BSA

[0210]  0.01%Triton X-100

[0211] 1mM DTT

[0212]  10mM MgCl,

[0213]  10uMJEELESEN

[0214]  10uMB- L H

[0215]  5uM ATP (%FF-ROCK1) B{7uM ATP (% T-ROCK2)

[0216]  1%DMSO Gk H 1k.&4)

[0217]  1.25uM FAM-KKLRRTLSVA-OH

[0218]  3nM ROCK1EK2.5nM ROCK2f

[0219] i F LABCHIP® 300041 HL Ik AN #5 , W B A i -R A7 TE I I A = B ad il v
VKO B o AR P K 43 B IR, L85 1) AN 7 DI U o JER AR 7 Vg ER) A 2 't o B2 R AR AL,
& S e TR P 1R N B S . 8 FHHTS Well Analyzer®ff (Caliper Life Sciences,
Hopkinton, &% 1% ZE M) 43 Hr T 408 L vk K] (RDASKEESCIE) o B BEANRE B 1K) Bt 15 ME A o N
PP AL (PSR) <P/ (S+P) , He A POy = W IR 06 1 i, S SR IR PR U v i o o T B A &
W, AE25 U L (LA X005 8 1R 8 B 1) 1214 5 A ) DN 2 g v 12 o 6 B A 6T HERE oy (FEAN AT
TEA ) 7R INF £/ 0 %6 - F 1)) 01 BH 14 % HEAE i (FEAFAE20mM EDTARSF 7100 % - #lii1)) =1 & Wi 4
(assemble) PR, I T 1T B AE ML G W AERE PRI FER % - I HIME 8 FH L T 58080 0E B 4
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FE ] (Pinh) :

[0220]  Pinh= (PSR0% -PSRinh) / (PSRO% -PSR100%) *100

[0221]  JLHFPSRinh N 7E A7 7 U 7= 90 S FNLL , PSRO %6 N 7E AN A7 H 1l 7B (1) ~F- 1)
P AL, PSR100 % 2100 % - $00 il % RERE 5t o 1 S 38 P= 4y s RO LE o A HXLE it 4804
(IBDS) ,i8 34 - ZH0 ST A& - W 2 A i b 0L 4 ) it 28 (PinhAHLL T30 7R BE) SR
I IC, o fH -

[0222] 3% 5e wT DA FH 1 D0 26 2 A DA 1) A Ao s 451 12 A 5 A R 0t 12 o TR X 24k 5 ) vh
[ Ak — S 4 S A 1) 2 2 BBFROCK 1 F /B ROCK 2

[0223]  Sjifafsl5 . 4R ARG S0k 5e

[0224] gt F7E AN [ B[] st 70 A7 75 A [7) 94 B2 19 b T8I BT 210 46 & 0 st 1 40 B 7% 77 BAPE A 41 A
BRI AL SN A SE TE I A o R 2845 T AR A& P FEKS628MV4 1 140 i 5 (1)
I1C,, (BUE - bb i) Hdfs

[0225]  4f s 7715 - i it Promega (Madison, WI) ) CELLTITER-GIO™ 40 i i 77158 ]
HEAMINE 7). CELLTITER-GIO™ KOG 40 ML J1il 38 /2 — P8 577 v2: , BT ik 7 AR 3 7 A7
TE B ATPIR B 58 35 78400 h A7 7% 40 M ) 250, o 636 ARUHE MR 40 I 1) A7 4E B B ), 0%
CELLTITER-GIO® A R 4L HE FL 7637 CIRE o ff FiMolecular Devices Spectramaxfi
BRI & AR

[0226]  sEEG LT

[0227] BN KI5 - (6 4028 K =70 % B4, iR B4, 113, IERL2.5 X 10%-5 X
10° 40/ FLF 4k P 12 P T-96 FL PSRt (BE0K) o A 4R AE A2 KA TP 5 7 24/ o 76 56
LR T AR 77 sl b AE AR AL B , FF R 4272/ N o 75 2B T2/ NN ) 8] £, 2B 3 A
AbEE U _F BT A 8 CELLTITER-GIO™ 41 A i 771 56 52 235 41 M 250 o 13 X S8 0fF 70 1 45
RULTH AR ML S TC, fE G B FI50 %6 40 A K IR 25K FE)

[0228] G HRUSc£E - KT B AN AN A 0 50 , SR A/ SE B0 A B00H: , FEA8 FH DL 11 R
TR NAAK %

[0229]  ZHAAEK %6 = (Fy/Tay) X 100

(02301 e £y, SN IMBREIHE bt 10 K 5 £ 9 23 WD AR I SR I R o A I Prism 631
(GraphPad) i FH BL N 45 20 AR 7 & R 2 RN C, o fE -

[0231] V= (Iﬁ_ﬁﬂ—i‘)/(1+10((loglc50-X) ?E/D)

[0232]  HH X MUK FERIXTE, Y M o Y AVE (Bot tom) FH4R BASTE AR AE A 22 Thl (Top) o
[0233] Szt 517 . ROCK 1 ATROCK 235 it 411 1) A1 200 375 77 &% A

[0234] @, WER IR T 2 EEN NS 30, BRI A K S 55 T RS AR
it 5 A AN [) 11 T 8 FHE B - ROCK 1 ATROCK 2 1% 326 535 14 1 1) ket B0 1 ] R 5| e AN 28 1) il
(a4 10 e S vE

[0235] 4 { i i 5] 5 A6 Hh BRI (1) 77 5, AR 1 B4k & 4 A ROCK 1 FIROCK 2 33k il 417 i) A1
e AN ITE 77 IR 2T , A o H P ROCK T AMROCK 2 355 il R 4 6] A K () ok
[0236] SIS VPAL 1Ak A A AEF 1t 328 R Hh 485 i 5845 1 i 400 i A8 A () R B % MV 411
A R R IAFL 3 RAZ SR FL DR, BAT BP0 N B R BR & (ITD) - 2 WQuentmeiersdd A,
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“FLT3 Mutations in Acute Myeloid Leukemia Cell Lines,” Leukemia 17 (1),2003,
120-124 K562 — Pig {4 gl 14 2 I 40 ffl &, HARIAFLT3HE H - 2 WlGrafonef§ A,
“Monitoring of FLT3 Phosphorylation Status and Its Response to Drugs By Flow
Cytometry in AML Blast Cells,”Hematol Oncol.26(3),2008,159-166.# it 2 &F &
[FIK562/MVAL1EL BIRAff 8 I HHFLT3 - TTD B L 1L 5400

[0237]  FE2PEBEM: A I (AML) 219k B2 40 i F a9 (ALL) < Pe A 30905 4 060 400 B 19 L
(CML) (CML-CP) \ 232 #] (blast crisis) CMLYp i (CML-BC) iR P4 1M (CLL) 148
WA R SR A AE (MDS) 18k B AZ A M ) Ips (CMML) < 22 K 1t i (MM o 457 AR B g V2 Vi
AR 27 <R S R (NHL) il ed 5845 Bl % S S (PCR) AG I BIFLT3/ ITDHE P R 38 . A 1TD-
FLT3 ZPEBE T A 5 (AML) ) 8238 T Ja i 2% .

[0238] & NAmiFdh, Vi 2 AWMV 1140 B ) D2k T- K56 240 il , $2 7~ X Le 4k & 44 ] LA
FF 0B LT3 - TTD 8 , B 45 TTD-FLT3 AML.

[0239] 2. ROCK 1 FIROCK2 it 411 1l N4 s 7

WEY | ROCK1ICsy | ROCK2 K562% | MV411* | FLT3-ITD &%
D (nM) ICs0 (nM) (uM) (uM) (K562/MV411)
1 11.6 6.0 =100 8.9 >11
2 2.8 2.8
3 38.8 14.2 =100 2.4 >42
4 56.1 18.9
5 21.7 6.7 >100 1.5 >68
[0240] 6 1.2 8.0 0.2 40
7 1.5 204 0.06 333
8 1.3
9 | 4 35 0.8 47
10 4.8 0.87 17 0.17 100
11 AN =100 12.3 >§
12 1.8 =100 0.54 >187
13 1.7 27 3.0 9
14 1.6 48 0.09 532
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[0241]

EY | ROCKI ICs ROCK2 K562* | MV4l1* | FLT3-ITD & #E M
ID (nM) ICso (nM) (uM) (uM) (K562/MV411)
15 9 =100 4.0 =25
16 3.6 30 1.5 20
17 22.5 >100 13.5 =57
18 19.6 =100 15.9 )
19 44 13.2 3
20 1.2 16 0.01 1585
21 3.1 1.0 39 P | 19
22 0.57 =100 3.8 >27
23 0.3 56 0.09 632
24 2.2 1.2 28 1.5 19
25 18.9
26 3.7 1.5 48 7.4 6
27 0.39 25 4.4 6
28 1.6 1.1 =100 2.4 >42
29 65.1
30 2.9 1.5
31 Pl 1.0
32 1.4 0.9 37 0.06 619
33 0.38
34 0.69
35 1.6 1.2
36 1.2
37 3.0 1.7
38 56 20
39 0.3 94 0.01 940
40 0.41 34
41 6.53
42 72.6
43 9.3
44 240
45 257
46 1.88 11 0.09 122
47 0.54 36 0.10 360
48 1.01 =100 0.44 =230
49 0.30 >100 0.02 >5050
50 0.33 =100 0.10 >1010
51 4.38 =100 1.45 =70
52 0.61 =100 0.12 >842
53 0.66 =100 0.22 >459
54 0.54 =100 0.07 >1443
33 0.47 >100 0.12 >842
56 0.31 =100 0.09 >1122
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WAEY) | ROCK11ICs, | ROCK2 K562* | MV411* | FLT3-ITD 3%k
ID (nM) ICso (nM) (uM) (uM) (K562/MV411)
57 0.63 >100 0.09 >1122
58 0.44 >100 0.04 >2525
59 0.46 >100 0.28 >361
60 0.53 >100 0.04 >2525
61 2.12 >100 2.5 >40
62 2.85 65 1.03 63
63 14 4.1 >100 0.14 >721
64 16.8 53 >100 1.49 >68
65 0.6 28 0.07 393
66 0.6 36 0.13 279

[0242] 67 0.1 41 2.67 15

68 104

69 0.7 52 0.15 350

70 3.84 0.9 85 0.31 275

71 9.0 34 0.91 37

72 0.5 89 0.10 891

73 0.6 27 0.08 337

74 27.1 74 9.12 8

75 0.5 33 0.16 207

76 2.4 1.2 58 0.48 120
L& Ax* 3.3 2.8 0.8 0.7 I

e

Bk 9.9 8.7 20 1.3 15

[0243]  %MV411AITD-FLT3 ,K562AR8FiAITD-FLT3. W0nish& A, “Internal Tandem
Duplication Mutations in FLT3 Gene Augment Chemotaxis to Cxcll2 Protein by
Blocking the Down-regulation of the Rho-associated Kinase via the Cxcll2/
Cxcr4Signaling Axis,”J.Biol.Chem.289 (45) ,2014,31053-3106511% 4 , A] LA#ERhoAH
I FHF YA 7 ITD-FLT3 AML,

[0244]  sx A A WIANYBHMEXT IR (W1 R s, 3 HEH SchirokZ N, “Design and Synthesis
of Potent and Selective Azaindole-Based Rho Kinase (ROCK) Inhibitors,”
ChemMedChem 3,2008,1893-19044#i&) .

[0245] s Al S HIB Y o — N B I (A0 R v, JF HofiCook %5 A, “RHO KINASE
INHIBITORS” 2 [ & A 58,697, 91 1444) -

3
F N |
Y
o NYN
[0246] X F NH;
<
H N
a4
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ey 1y O
N N NS
H H
[0247] N

I
N~

a1 B
[0248] Syt fsls. 24K 5h )y iE
[0249] 43 JKEHARR EAL A4 » LA 2mg/mL 1) R B 7E — B B P AR (DMSO) HH il 28 il 2% V5 71 »
TE - 20 CHEAF o I 4 i 45 5 Y AE HR I - 7K 502 50 (v/v) F R B 201g/mL ke 1) 45 T ARGt £ »
FH A e il 2R 1] 4% , FEAEA C AT o TEFE S A ER I [R]) — R, S AR A B /N RRI = A
1L 235 1) £ FH 72 B R b o O R R 9 I RE i (QCs) o X TR Fh 0 T4, ad ik T A6 2% VR 1) i
ZERERELL0.1.0.5.1.0.10.50.100.50011000ng/mL F 3¢ & S 1] £ bRt i : LLO . 75.7.5.75
A1750ng /mL AR H ]3¢ FE 1] 4 QCs o 45 I 324 i i A7 7F - 80°C EL 2= E A4 0T, AR 5 B T Uk ik
T AR ARFETIE LRI, ¥ — 1 (aliquot) BI20uLFE b , At i BRQCs 74 7% 31196 FLAE BUAR
o [ BN FL R I SRR A A AR (25ng/mL A 4 i K) ) S - B EZ99.9-0. 1, 3
EE A N HEBURE S o SRS A e B e 7 BILOMS K T, 45 B T 43 55 FMRMOKS: 0 ) 5 3 F A
AT 5307 o He TR AR M 22T H B S Ik B2, FF i A8 FHAERR == 40 B (NCA) J3 4 254K 7%
SH ARG T S HUNCmax  Tmax 2 FEHH L AUC (0- ¢ 28) JAUC (0- o) (A3 AR AR (Vss) Rl FR
(C1/F) »
[0250]  3%3.7.10F1367E /N H 1) 254380 1223 1t

7 10 36
PK Z% ¥-1 mgk PO -5 V-1 PO -5 7 L PO -5
mg/kg mg/kg mg/kg mg/kg
R-sq 0.88 0.47 0.90 0.93 0.72 1.00
A3 (hr) 6.43 N/A 3.86 232 2.59 2.96
Tmax (hr) 0.25 1.00 0.25 1.00 0.25 1.00
Cmax (ng/mL) 190.02 5.30 4179.80 | 13132.60 | 434478 | 2501.58
[0251] CO0 (ng/mL) 411.06 7001.17 5905.04
AUCgg (hr*ng/mL) |  234.71 81.60 5346.72 | 51413.43 | 5854.70 8887.72
AUCq.i(hr¥ng/mL)|  242.69 N/A 5367.78 | 5145994 | 6067.28 | 10491.23
AUC %Extrap 3.29 N/A 0.39 0.09 0.35 0.33
Vss (L/kg) 16.31 0.32 0.27
Vz/F obs (L/kg) N/A 0.30 2.04
CI/F obs (L/hr/kg) 4.12 N/A 0.17 0.09 0.16 0.48
[0252] %F" N/A > 100 34.58
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