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Lo — P 75 B A A o G B s A s B 280 1 77 2%, AR 6 AR L ]t
(a) abexinostat B{ILER I REIHT, & (b) B A& pii)

2. MRAEARER 1 PR 77725, Horp Prk B s A s 2 i e Je sl 26 .

3. MRAEBORIE K 2 Pk ik 7732, Hor Brid 75 v BEAICOG P i A8 A2 R B s (S8 1M,
BB R S I SRR UL A R TS PR R ) R AR ST A R
A M s VPR R Rk O R FE B A sl P e iR e i a7 A A B AE
T 5 4 T RN PO AR R R i R 5 2 0 48 B G Br a8 AR R B R 5 BRI A
A BGRE e EEAS .

4. RPEBCRER 2 Prk 7732, Horp iR abexinostat [ #h /2 abexinostat #hig#h,

5. MARBRNESK 2 ik i) 777, Horr abexinostat BUH 3 HHUMAE A B 7 FF - [RII BR
FHLETE A o

6. MRPRBOREK 2 Frdk () 7732, Horb 23838 b T A0 R PR ZS

7. WRARBRIZK 2 Prik i )72, Hod Bk abexinostat 8 £k 5908 A2 BRI 2 Al
L /NI B S 2 /I

8. MRIEAHEK 2 Prik i 7732%, Hrp ik abexinostat s EREI AN 5 K.

9. MRPEBCRNEK 2 rik 7732, P 7E ik abexinostat AR &F— Rt 2 0—14
FIE K] abexinostat B,

10. ARIEARELK 9 Frik i 7772, Horb frid abexinostat s #h (5 & 2 AR R 4E
FF abexinostat BRI A UM KA T 2/ DIEL L) 6 /N RIELLA 8 /M.

L1, RRARABUCRELSK 2 Prad () 77325, HAUFE TR R 4-8 /NNt 28 — R & 1) abexinostat Bk
HELDL KB —F &) abexinostat B H h,

12, YRR ELSK 2 BTk (1) 7532, HorAn i feshe 2 LV AR e Jes it SR 9R9 Bl AR o

13, MRARARIESK 2 Prik 18y 773, Forb P Jed e A2 S 4008 o

14, MRARARIEISK 13 JTad 1 77325, oA iR Jeg i e 4 1 M S A0 B 10 s 4098 o

15, ARPEAFIELR 2 Bk 8 7775, Horb BTl e oie A2 AR o

16. ARPEAFIER 2 Bk 87775, Horp Brd g iE 2 AL 2 AR

17, ARPEACRELSK 2 Pk (87732, Horb Brads e he 2 1 4 s s O S0 o

18. MRAEACHIE K 2 Frad ity 5 v, Hoadt— DA 46 it FH ik B o 50 10 ik 500 O va o7 3R
EARH G 2D —FhES M7

19. —FhER T ERAMAT I IER 77, JLARERAMASEF A (a)abexinostat
sl HER I I, K (b) P & AL R .

20. FRIBBCHNE SR 19 Fralk (#7771, o Brad Hi i 8 A2 son) 2 in mein Jé sl .

21 FRABBRZISK 20 Prik i) 77, o Bk 772 BT P 8 A s P it s i g2 i
I8 AR R TR PE R J 5 SEGRZR At A5 A BRI X V6 PR B iE I e A 5 i A A 1)
A FME s RVFER S KRS O 4R FE B P & AR sIP e e e i va T i i A=
SR s B2 T BB R BT A A ) AR e . 5 8 048 B T AR R R s BRI BT I A A
BGHIA SGH & BB ER S .

22. MRAEBOMEK 20 Prik i) 7715, Hoh iTik abexinostat #h/2 abexinostat #hIR#E:

23. MARRUREL K 20 ATk (1) 51, Himh abexinostat 8¢ H: £k 540 A2 54 1 <[5
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BAH 4R -

24. MRPFBCRE K 20 Prik 7512, oA 52 338 40 TH AL TR S .

25. FRYEBHNE R 20 Frik iy 777%, Horp frid abexinostat s Eh HHUME A %
BT L /B S 2 AN

26. FRARBORE R 20 Prk () 7535, Jorp Tk abexinostat B ER A 5 K.

27. WRAFEACRIEE R 20 Tk /5%, A fEAT IR abexinostat FIBAR &— K H 22 /b —
ANFIE ] abexinostat BRE Eh,

28. MRYEBCRE K 27 Prik i J757%, Horp ik abexinostat B3 #5182 A7EAS R
Yr£F abexinostat B R A RUM A BE 22 /DIESLL) 6 /N RIELLLY 8 /N

29. WRAFBORELK 20 Frad i 7%, AL HEIR] B 4-8 /) i) Jiti FH 25— &= 1) abexinostat
B DL SR & (1) abexinostat BLH .

30. FRIFBCRE K 20 Frik (1) 7775, 2o rp Bradene 2 MV R G S8 A8 sl 8 o

31. MRPEBCRIE SR 20 BTk i 7532 oA P g i A2 SE A9 o

32. FRABBUHIEL SR 31 Frad (#7715, 2o rp BT i s he A 5 7% 1 S 798 o S0 S 1k

33, MRPEBCRIEL R 20 BTk i) 773, i ok e it 2 e

34. FRAEBCRE R 20 Pra () 7535, Jorp v i e i 2 A 2R A8 o

35. MRAFBCRIEL SR 20 Pk i) 7512, oA Prd g i A2 B 40 o g sl om0

36. FRABEBMZISK 1208 Frak 1) 7732, Horp Brid s ae o il & A o A otk b
B RGN RA T oD B 2 B A A R e G TR

37. MRYRBCRE R 20 Pk i 752, SLiE— 0 A8 it 2k B B sm) ik 50) 80U 16 97 3R
EARAHE B2 D—FhESMTT %
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AT BB C B BsHE 5 SaMie e A S R EHIE

&bl
[0001]  ACHRIBFEIR 2012 4F 2 J] 17 HAEAZ MRS Hy 61/600, 491 (193 [ il i & A1) H37
K 20124 2 A 23 HAEAHI RS 'S N 61/602, 544 (1155 [ LR B AL AR, 1 799 g e
G BIEIL 2305 I NME NS

B

[0002]  #Z/MAZ T A CEACIR A IE RS R R I . 7/ IMAL R B I S BEAL Hh— 2L B FR
MR AN CBERE (HDAC) FIBEAEAL, X LR 11 Ao anp A T, 48 B S Wi 35
Peth FsEER , NI | AR5 S 3, 0 S ERAG AR 52 I G (AR X BN 35 F R AR i, LA AR /r 58
U M2 2 S M LA DA T3 %%

[0003]  FEhR 40 furh, A 4RIEFR, 18 F HDAC B i3k B tE I 3 2 S 2 B A &= S Wb
IR T 5070 FE DA R SRR, 3K Be I DR 61 22 g P A28 DR\ 9 % 4 e ) S04 il 4
M o> ZEFIPH TR R . dE—2DHh, L HRIE T HDAC P IFAE 7R P9 #D il e 2R s AR
(R0 Bl 5 21 d AR B R SRR, FF HOAT REW I 2 WL

[0004]  HDAC 4 il 311 75 4 41 R 44 1 359 BEL W o 400 B M9 5. N- 32 5 —4-{2-[3-(\,N- — 1
TGP ) AR —2- e AL ] O - R Pl (PR A PCT-24781 &Y,
abexinostat) J&—MH 657 N JEE 13 T 5 2l BR I (1) HDAC F 55 o

ZIPAA

[0005]  {ERELLSl 7 SR, AN SCA T T AR T B AN BN A8 A iR A A I
Ji i ARSI (a) abexinostat BUILER I (cycle), b (b) HULE AL
TE—SE S 7y 2 b, ZPUIILE AL 2 A JE (pazopanib) BUILEE . 752850 77 &,
&7 IR BRI A R B bE 5 R 28 B B AL A BUME I R 5 18 G220 A P & 2E pk
FHUREYE T R ERAE 1 R A s B P IE A2 R A R T 5 R VP AR I KRB CL 2 R JE i
B RGRI DU FERE (36 7 A A0 P o A A B3Rl s S AR 3 X BT i A8 A ) i i N 5 38
A RO = A | ANV o e 1 = | T R Sy = i Ao (O 9= e R ==
S %, abexinostat B Eh & abexinostat ¥R Eh, fE-—485)fi /7 &=, abexinostat
Bl R 5P A AR ) o I RIS BAR Gk o 7E— 28 s g T, 2l E A T AL e
KA. FE— 2850 &2, abexinostat B3 SHUMAE A RFITEERT 1 /MEEE 5 2 /)b
N AE— 2857 2, abexinostat B ERI I 5 K. 7B 285y £, 18
abexinostat JEIfRE— R H 2 /b — IR 1) abexinostat B #h o 72— 2850 T £,
abexinostat B{H Eh K5 E L IEME P YERF abexinostat sH R KA BRIk E 2 /0%
B2 6 NI RIESLA) 8 /NI o ANBCRIE K 2 BTIR I U7, AL G (R BE 4-8 /NIt H o — )
[¥j abexinostat B H £k DL A — 5| & [ abexinostat B #h o 78— 2852 75 2, Pk Jes i
e MLV R GEIRNE  SEARIRE BRI o A B85 T S, P e e SEA o A8 — S8l T 2
W, TR e i A e A M S AR SR S AR o A — S SiE 5 R P, BT e A AR . AE L
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SEHE T SR, Pl e iE R AR IR . FE—SES T SRh, PR e 2 AN A Bl N S
PE—SEST 7 S, 107 R B RE A 3 B PR kR U iR T BeE AT A A i A b
— MRS

[0006]  7EH-LLSE 7 R, AN SCATF T AR 75 BB A VR T RRE I 7 AL AR XA A
A A (a)abexinostat B Eh 1 HE, & (b) Hril & A pli . 7E— o5l 5 &4, 1%
P A AR BRI A ey Je B R o AE— BB S Ty, 147V BRI B A A )
VE s SE G2 P E A RGBT () R J 5 RE S 7 D i i 8 AE R oA M IE T RS AE 1R R R s e Kt
I8 AR R I 5 Fe VP AE B R FE B B 48 kR H o am 8 28 BRI B ME e RE ¥R 97 P
A8 FH B A A ) s 4 T AR 3 e A8 A R R o) 5 165 A48 S A A R R N
BB & 2R BRI A oA & s BEN IR A G . £ 52 )7 94, abexinostat [
k& abexinostat thg th. F 4852 /7 &, abexinostat B H 3k 531 M08 4= e 7 43
FE RIS BAHZR I FH o 7E—2e S 7 o, 2R F AL TIH AL R IR . 7B 25T Iy B,
abexinostat B{H £ 5HUIME A SFITERRT L /DN BEESG 2 /M » 72— 28507 &£,
abexinostat B ER I E I 5 Ko 78— 2850 5 £, 7E abexinostat Jil # i K it 1]
2/b—AFIEN abexinostat B dLEh. 7E—LE50 /7 &, abexinostat B L 5 & 2
LLAEAN PR 4E 5 abexinostat S £k (7H 2 3 FE 22 /DSR2 6 /NI EIELEZ) 8 /N
TE— 2SI 7 Zrp, 27 R AR TR RG 4-8 /DI 28— FIE I abexinostat B 3 DL AR
| E abexinostat BRI Eh o 7R SUSE T S, PTIRTEIE R MLV FR GUEAE  SE AR B A
o AE— RS SR, FTIAJEE S SER o A SRSty R, BT IR AR RS I S AR
B SEAARTR o AE— SO Ty S, T e 2 R o AR SESE T S, P 2 A
VNI AE—HOSL T Z T, P e A2 B 0 e s S . A B ST T FE i, ik
SEA P A2 BGR R AU s X Pl s A R HAA #7r Urk s B S U A sen e va T
()0 E—2LSL 7 22, 4 A RS i 2k B P ) kR O VR BB T AL A )
Z b — MR

[0007]  7EHELLSTE T o rh, RSO FF T AR T BRI T R RE 1 5 v, LR
H (a)abexinostat ( B I #h ) 1) & #, J& (b) mameinje (sedL#h ). 75— 285 7 &
Wi, abexinostat (BU L #h ) Hmin e (s ) o i . 75— L85y £,
abexinostat ( B H: k) StamMin e (S ) RN sk AHZE i H . 76 —2e52 il 77 %,
abexinostat (ELIEE ) MIAHI RS 1 £ 14 R GEL 2 5 14 R EL 3 F 14 KR ES4 5
14 RFES:H £ 14 RGESE6 £ 14 RGESE T £ 14 RUEL 8 F 14 RUESE9 £ 14 K&
B 10 & 14 RGBS 11 F 14 RGES 12 % 14 REGES: 13 8 14 K. fE—2szjis &,
abexinostat ( BRILEL ) MR IES: 2 R ES: 3 R JESE 4 R &S5 R.JESE 6 KR ES:
TRESE S8 R ELE 9 R GES: 10 KVESE 11 R GESE 12 KVESE 13 RolGESE 14 K. fF
— OS5 T Z 1% 7RI HEAE abexinostat (B EL ) A HHZ 51 abexinostat ( B
) RZGHT, fF 25t /7 27, abexinostat ( B ER ) FIRZHAZES: | £ 14 KR.ES:
2R IR EEI R I4RELEAR 4R ELF R 14 R EL6 R 14 R ELT R 14
RAESS P 14 R GEL 9 E 14 RGES 102 14 RVGES 11 3 14 RGOES: 12 2 14 RE{
EL 13 2 14 Ko {25077 S, abexinostat ( BUIHEh ) IRZG M2 4L 2 R GESE 3
RANTES A R EBE 5 R GESL 6 R T R ES: 8 KESL 9 K ELL 10 KOGESL 11 K&
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SR 12 RGESE 13 REUESE 14 K. fE—285LE 7 £, 7E abexinostat J& BAR & — Kt A
Z/b—APHER abexinostat ( B ) o fE—2ESLJJT &, abexinostat HIF) &L LAAE
AR YERE abexinostat (B 2L ) A BN KR E 2/ IESZ 6 /N, AF— LS 7 &
1, abexinostat (B ER ) 7] & IAEMAPYERF abexinostat (B #h) M &l
S/ DESEA 8 NI . AE— B T &, abexinostat ( B EE ) IR L LLEAM A 4E
FF abexinostat ( 8 EL ) A R KR T IS4 6 /N R IELL) 8 /M. fE— L5 Ty
S Z AR SRR K abexinostat (B EL ) FI5E 5 & 1 abexinostat ( 8
o), Horh iz s — BRI ) R R RS 4-8 /NI . E— e SE T R, %07 A
JitE FH 5 — 51 7 1) abexinostat ( B #h ) L 58 — 5| & abexinostat ( B £ ) FEE =5
[ abexinostat ( BRI ER ), LA %A — 3R & 58 ) SR =R & (A FE 4-8 /NI it A .
PE— 285 77 8, abexinostate (BRI 3R ) AL DRI, 7E—2E 50 7 &,
abexinostate ( BRI Eh ) 4 0 il A BURE TG 2 Bl 450k RS . 7E — 285 7 &b, 1%
iR A abexinostat (B AR ) 15— U CUIRF LA 5 abexinostat (B
£ B OB CIIRGR 2R, L rp 25 Ok IR B 5 58— JdORE U IRGAIBL AT R £ 4 /i &2
29 8 /NI ER o AE—2ESE T R, BTIR O RFIIAELS 25 5 240 2 /NI 22249 10 /NI (i 3
W 5E B abexinostate ( BRI #h ) o FAE—28NIHE 7 B, 1y AR FEAE AR A T i A
abexinostat (BEILER) o 7E—4ESLHE 7 2, %07 VR AR AR AR Ao =X 1 e P ik iy JE (st
#h) o FE—ESE T =P, SO AR R R AT /D IN B S5 P/ IN i H] abexinostate (B
#h) o FE— Sl 7 R rh R AR TR BT — /I B S /N e e (BRALER) .
FE— e S 77 S, 2T VRS — H W £ 30mg/m® 222 75mg/m” [f] abexinostat ( 5k
HEh) o E—2sjl 7 &9, abexinostat (8 #h ) M HFIEAN T 60mg/m” 224 150mg/
m* 2 [A]e FE—ReSE T SR, % AR 20 400mg 222 800mg [FIIAMEI JE . fE— s
i 77 %7, abexinostat [ #JE abexinostat #hEgHh. 75285y b, WM iE JE i 2h2
W e JE SR PR h o 7E— LB TT S 1A RG] 29 433, 4mg 4244 866. 8mg FRIE M
JEEREREL o AE— RSy S, FTIR ST 0 LV AR G E S SE AR B AR o (B LU Sty
o TR JEE A R o 2Bl T, TR R KA AN . 7RSSy o,
AIRAEE B FUMRIE - 45 W0 &5 B e B /N0 M e )N 40 B s A S B S | B 4 B
S B S B DO B T R SR R A A Mg | T OK 4 e | A 0 R g
REK &0 M 355 2290 | 52 A0S I 0 BRI B dRd A2 T 40 MOS8 B &0 bk 08 L T 40 i vtk R EE A7 &
PRERAEE AT S B8 SR B R SR g M s (AML) < 2t ek B 4 i
(M9 (ALL) B B384 5 255 1 A8 P BE 1 (1 a9 R0 B 4l g o AE — S8 S 7 =, ATk
TEIE L B - FLIE G5 &5 B A/ A0 Mo e s O S L S0 L O L R
FE SRR 80« B 41 bk B3 . T 200 O bR E 088 L 6 7 4 VbR R0 L AR T v B L e IR
B R ZRAAE (MDS) FHE 41 i o 75— 285l 7 S8 rh, Prdv et iE A2 5 40 M ges Bl O S5 . 7
— RO Ty ST, 7 VRS I B DU R RO ST B N A A R 2 b —
FRERAMETT ko A8 — L6527 B, ZOr VAR I 22 /0 —Fhik B IR RIEANEYE T |
DNA #5345 77 s 40 e ALl T B8 LT F0I5R) s oe A5 sPARP FiUF) 5 2 A0 57 sRNA/DNA Hit
RV s 22034 5 SR 550 s PO 2L m ) 7 B BEP0HIR s P 5 40 B g T
G5 5 S 5 5 5 OB PR s BT ELER b sABT-888 s Bl th (14 35 s BTt (1 A 5 BT 2k
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P PTRILE A BR 5 VRS EE 75 P i s 2 BT T FAL TR oty e s =440 e s R A Sl BT 4L
MO sAZD-2281 s RIRSEH)YT s VARER DT ; VIV BNT ka2 s K BST-201 s AVH
G EHE RS R s R RAEAEK (carfilozib) s RERNT s RERNTT ;26K
BT P2 BP0 R T BRETT U s o by e v s SUA R s ENBEIE i s B0 M 5 )i i
FHR P AR ER  HAER AKINT o BRI s RAER IR RAER HT
i ;Mo JB AN 3R ARG s 2 PO s 2 R WA 2 R WA A ; NIR e bkl ;5%
P KT o sJEig e sHESSRIVT BERRIKFT VA B KB AR VI SEH RS H] 2 R
PR OB PIIEE s R WERE G 4E =) B AR e o 3 VOAE 5 3 LB PR 2 R TR
EhAk B A 2Um AR FREEIR RS AR A R S RM LG s TR SR e s T
HE o -2a ;TR o -2b ;R RPN R ithme s FELPY SR ISR S N B Ak s A0
FEWK M 3% BERYT s AT IR P Hb 22 536050 SO0 o IS s A VbR s 22 3
a3 O AR E C oKIEH SRICERE ;2R NIRVE M s 2 P sNPT-0052 514 9B 3T 5 583 Fig
F 2 YDA RS AR E A S RO IR AR KB SRR B B A ST s
DI 551148 R AE R 55 s BE S it ZE A TR T S URVEIREE s RE R, EE ER b
Wy A8 5 TR R s 22 49 s AR sRADOOT s H AR N2 s 22 BB s YA H] 2 sk | = s R
AEJe B R RRET B e Al S S B R Mg R R SRR A I
WS s SRR VR R 403 K55 4BV S BB BV S BRPT /1131 BV = bt s i 2k
P 4E TR RWENE BT LR A s KB KFEFI  ACE B s R F) Al s ek B2
#h s DS R BT o

B (=358 BA

[0008] 1 2845 Gt B 1 FH W) JE +abexinostat (PCI-24781) HIZH-& X 786-0 N5
MR . T B S (AlamarBlue) HHZZH A ISR AT RRAL o

[0009] 2 2845 Uk B T i F A MR JE +abexinostat (PCT-24781) [ZHA %) U2-0S B A8
S0 ) 25 R o e O oy B WK A LA KRR T AL

[0010]  HLIME AE B F T 2 P IE IR YT o 5 HTIAE A2 BRIAH SC I — A8 I ) 8 7
TR I FR R AN TR 0 R 4 B 2R BT o R JE, — P AR R A
RIS FEINHIF . AE SRR VA 7 W TR 25 7 AL WA JE R I , AT FAARS T A i JE 1 2
R I ZAE BB TOVAE FH AT e 3 RO AR A I 29070 X el B ARG 1 e vk JE 1
P A AR R B I s e R VR T AP TR oK

[0011]  HDAC H TR g 40 g 2k DRI 4= AR AN TR] R SR ast AR A6 M o X S8 ] B S 8L
HDAC i) 77 8% -5 it FH AR AT AR R0 K D258 m o 481 21, HDAC #5538 i DNA X 2 ik 5%
HRTT IR BT, TR T 497 29 i 4 e w0 N- F 0 —4- {2-[3- (N, N- R EEH
) AFFMeg —2- IR R IR ] O - ARG (AR PCI-24781 B abexinostat)
J2 V0T N RIRE I 55 T U5 B8 £R1%) HDAC 5] o

[0012]  TERLLLSGE 7y e rh, AR SCA T T A0 75 BN B9 e i 88 A= B B8 280 1
J5 4, BFERAMASL R (a) abexinostat s b EH, & (b) HUmME k). (£t
ST FE TR AR AR R ki JE B B o AR SRS Ty S, %07 VR PR B

7
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A GRIPLTE I G2 P AE A R DR ) R e 5 RE SR AR AP L A BRI HME V6 T () Jes e 1
A EERHUIM A A2 BRI A T 5 R VEAEIE R R Rl O 40 e HH a8 A i) e 1k () e i
(IR S7 A ST BT AL B s $& T 7 38 R B a8 A e 30 1) o 75 15800 40 J 6o e 1t A8 A e 5F1)
N s BRAR BT A A R A RO & s BRI E R G .
[0013]  FEFELLSHE Ty S, ANSCATE T AR 75 B PR rp G Iy s sl G 28k Py 2801k
()55, RS RANMASL [E i (a) abexinostat sRILER T, K (b) wameiy e s Hi2h.
— OS5 FE P, 1% 7 VB A sy e BRCEE ER BT 5 RS b el 2 Bl R R BTk 1
RIE S JES7R A i M e B R M A PR R RE I R AR s IR e JE BL R A T s
VEAEIRYT T R RE Bl 28 % FEE HOR I ey e sl G 20 B 0 M Py e i 45 P iy e oy JE B BL 2
PRI WA R JE B R Ry Y 5 38 0 40 e e i 2 Bl ER R R 5 R AT M JE B
HEBMA SN E BTN EEAE .
[0014]  FE R 2E S 77 R, KL HANIE AT TR T AE R 5 2 B ()
abexinostat BRI ER I EHE, K& (b) HUMAE A 7E—LE50 0 R, %P & A4 plh) 2
AP Je s L B o AR —SBSl 7 P, T AR P A ORI B e g2 hi i E AR
FFNBUHE R A R s ESR AR A HUIM A5 A2 BRI HE 1 T s 1 R AR s SE P i 8 A= sl i A
PE s RVFAEIE W R R B O 48 ki BT & A2 BT ok s i 1R v o7 A A8 P e I A8 A i m)
PRI RN LA B A RGR ) i N 5 58 0 40 O B0 i A8 A R R N 2 s BTG T o 78 A s 1)
ARG E ;B eENREREA S
[0015] 71 L 28 Sl 77 b, A SCHE— B A JF TR IT R AE R 5 vk, A S A (a)
abexinostat BCH Eh 1M, & (b) Mamein Jeé s b #h o 78— S0 St Ty b, %07 R PR AR
WA A JE B L R BT S 22 0T e ey JE sl 36 R P 1t 1R i R 5 2% 7% kg i et Je sl L 2
MEVA PR AE (1) A A s ZERC A Ml JE B 26 A R s RVFAEVR YT IR R BB O A2 K i
Xof TP A ) & G 2 PRI P Ky e A FH ey e o G 2R 5 B T 6 X s o G 2 iy
IS5 0 XS i s B R PR R 5 BT s i e L B I ORI & S BT R
HeE.

SR
[oo16]  RIE “WAAY” Fadm ) (B ) 530 BN A 2 B o dn 8ok A e 1)
FRREF) S 3 BRI RV E ) AT AR/ BIBERIRVR G4 . 294690 B T 55 A it
WEW . fE—ATJ710, i HDAC D55 (FUT abexinostat) o 7E—NJ7 [, ¥ HEFIA
abexinostat HJERER L,
[0017]  ASCHTAE FHE “H58 7 RIRITAT AR B MBI SE (release profile) .
[oo18]  “A=4A H ™ 4 Jiti H i) HDAC #V il 7) (5 41 abexinostat) sk 25 % A 52 1
AL I 2 P S B BN AR TR IR & 1 o e AERRAK N 45 2516, 2510 S 2 iR
(AUC (o o)) TEFH5E SCH 100% AEMRH (F% ) o “ CUIRZEYIFI B4 S5 He ik e ST AR LE,
ORGP A AN, HDAC HIHIF) (4140 abexinostat) BY 224 [ n] #8252 1 6 4 ol 22 14
TREN IR AL
[0019]  “If K FE” ¥& HDAC 5] (44 abexinostat) B Zy: bl H52  Eh AR 2K &
MR LR B B o NS B A, ) T S AR IR AR AL AT/ 5 5 By 7 3 i AH B
YEF, HDAC #Ii5) (511 abexinostat) i2hse Rl 52 1) ER I MR P Be AR il & 2

8
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() 2 &84k . #E—NJ7TH, HDAC #HI51) (40 abexinostat) BRZ b Al 52 1F #h i M 2K
WP RS2 R A FT AR SBUHE, 18 W B K MR IR S (Cay) B B 5 K I 2% 94 B ) ) [
(T BRI IR LB [0] g 28 N SR (AUC,. o)) ZR(E W2 R B AN F AR . i FiXfhas
s FE— AN T ZE b, 74 % HDAC Hi)57) (511 abexinostat) BYZA% FRHEAZ IR “ VA
7 A BT IR R B SR A R AN [

[0020]  HDAC HHIFIF) “ A UMK E” T 1) 12K F BE 5 B0h RUa 7 i 1 2 8 K F 1)
HDAC #5711 & o

[0021]  “ 25 fie” B Wi ” — RO HE 20 AN 2 IR 4 24 A6 Bt AR R 20 N if. A B A T
WAL B LR, i, 9N B A IE B BT ) F K ER RGN

[0022]  “R] RSN FY A3 VR T 77 B < M AR I 4D A 2 R P AR T AR 4 24 s WA 3 g P 1 o
TE B MIREE, — Ll mg. v g B ng YGI7 5 /ml. dl B¢ 1 S TIE . Jndesbfdi fl i, w)
FSr I PR I 2R B — A ng/ml B v g/ml HEATIN & .

[0023]  “Z5R02E” Fa v B AR TR A Ak 1 25900 9% B8 B W82 3] 19 AR A i 3 () TR 2% o
[0024]  “ZjARF) 157 Fa voe FEAE F AL AL 18 BN 4E e 5 I G il ik B R R 55

[0025]  “PR 2417 2 458 N9/ B I b - 250 1 25 25— BEn R) o ARG A B ] LATE 2
REN 1 FZ A, AR UL, BHE 2 K3 K4 K5 K6 KT R0 K12 K15 K20
Fou28 Koi35 K50 K70 K100 K120 K150 KL 180 K200 K250 K280 K300 K.
320 K350 KM 365 Ko FEHE LI T7 S, PR 24 B R (1) 551 2 sk 2D A 29 10 % 2244 100 %,
IR, G 10% 20 15% 20 20 % 20 25% 20 30% 2 35% ) 40% 4] 45 % 4
50 %21 55 % 2 60 % 21 65 % 2 T0% 2] T5% 2 80 % 2 85% 4 90 % £ 95 % Fl1 4
100% .

[0026] “ZEArX (fast mode) ” B “VHALIAIHH (intergestive) ” & B SILH AR A H L
HIARATHER AiEs) (IWMC) K AIAMERS S A FRAS . Z A MRS s AN B R A T
W2 m AR, Rk 45 & 60 438D, R AR D AR BIAS K A s 1T DL AE AN FIL iy
() B A A R AE , JCUSC a7 B B B ot s 11T BFE4E 5 28 15 Z3%h, DL ERIRII 5 &%
B /N i VU5 138 PR R AR R AR AIE 5 TV DA V5 B0 8 0 i 2D 1R eV 0, R S 3 — >
Frafio SIS [ 2K 2 90 738, BRI, 75V AL AR TR, 5 ZUIR)G B & 90 7081
HE R ) o IMMC T] DA A i 0787 S 45 L o A TR K M9 T 0 Wb A T 4 22/
VYRR &5 iy, A% BT ATE A T — A A%, [RII B7 Ll p o BE AR C o THRIRFIE B 3 22 1 g o
GARVSEREBr S eavar] ) B W P 7 (57 N

[0027] “HEEEIK (fed mode) ” B “&J5 (postprandial) ” 42 H S W) HL S | A 1) AR FHAR
Ao HIFET BB IGIE RS A R, iR 54 30 #2214t Ry k4. B
FEARRR B 34 IR IE S IR PR AR 1% 5 T A T A e A AR ABL, AR SR SR
L—2F . LB WA BNE /D i v 2 71, JLF RIS R B R 0 B s 2 A28 Ak o AR AT/
ORI N B AT B BIE T 20— A SOV RN NIk T8 3 350 20 9T (R 1) 9 4 ik
o KT HAT TR LU AL BURGE [ (retropelled) JFuEd TH . R-P# 4 lem
(R RL R s B T R & 4-6 /I

[0028] QAR SCHTAS (1), BE S MEFR) (0o, B A8 ), B EL AR, i peia e ) A AL
PEALHE, PRAC W MR BB 5 GE G20 1E PEFRN I B e (R R & 9 92748 0 i MR SR e v M 1
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NE A AR SE TS PR A A ME s RVFIEIR YT 18 R R B O 40 Ik J HEOX 3 T 70 KT ek ) e
S0 AT PR 5 B T A R I R 4 e 5 35T 4 X Y e ) RS R 5 B ALK T R A
BofE s BUE TR ER 4 E .

Abexinostat
[0029]  Abexinostat ( BY PCI-24781) J&3& T4 588 £ i HDAC #i)F. Abexinostat HJ4k
EEARRN 3-[ ( R SE ) L I-N-{2-[4- (BRI FWEEL ) REE ] o5& 1 -1-283F
W —2— FRERZ .
[0030]  FEFELLSE T S, RSO I T AR T LA PR T B8 It i & A R B e )
7 BAEXMASLE R (a) abexinostat B ERFFEIHH, K (b) Prif & A a5, 7E—dk
S T FE S AU A A ) R e JE B ER o 7R SES TS S P T AR P
AR DL I G2 P 8 A R DR ) R FE 5 RESE AR A B ML A R HE VA T () e i 1
A TERHUIM A A2 BRI A A 1 5 AR VFAEIE S R R Bl LR R R R B 8 AL R B P ) e i
IR YT A s A UM AR B s B2 T A 3 R BT A 5 A s 30 1) o 7 5 365 00 40 e % e 1 A A i)
(RN s BRI E A R A 200 & S BEN TR 45 .
[0031]  FEIELESLE 77 S, RS T A6 75 S0 4 8 e me e sl 3k 1A 2k
B 7738, S ASL[E A (a) abexinostat sk iR, & (b) dameiy e sk ih, 7F
— BB 7 R, 17V BT A s ey JE B B BT 5 S S 0 i 2 B R 1R B 1
R 5 UE G A i AR B 2 R v R PR E R R A s R e ety JE Bl Eh A 5 AR
VFAEYRYT I R RE B L 2R R F HOGT W s iy J b G 5 B e PR e i o A P i e o JE sl G 2
PRI WA R JE s R e N 5 38 0 48 e i i 2 sl BRIV 5 BRI e JE R
HEBWA MG E  BENM R4 E .
[0032]  7F KL &S 7 R, KL H AN IE AT TR TR AE W 5k B A ()
abexinostat BRI, M (b) DLl AR, 7E—20sjti 77 S, i & A i) 2
AP Je B He 3 . 7E— LU St 5 A, 2O VEBRAR XS P S AR R b s e e i s A
RGBT A R 5 REGZ AR S PuIi 8 AR R HE TR T T RE 1 & AR s SE BT I A AR B R A
PE s RVFAEIE W R B O 48 ki BT & A2 BRI ok s i 190 v 97 A4St FH e L A A iR
PRI RO AE A R ) i Y 5 B8 0 40 O B0 A A BRI R 2 s B T I 7 A B 1)
ARG E B eENRERA S
[0033]  FEFELESLE Ty B, A — B AT TIRITEAE K 7%, B (a)
abexinostat BCH ER 1M, & (b) Mamein Je s #h o 78— SUSt y b, & 0 VR R
Ay e BlCHE SR BT 5 ZE ST M e JE B 3R TR R R JE 5 IE 4% 78 O i e i Je B R
MEVR T RIE R R AL s R M Je BCH Eh A M s R TRV B KRB D4 K R H
XTI M ) s G 2 R 3 P (e A FH e ety g e L B s BRI BB XA e e 2 sl 3 f e
JIARE i 1 OR E LA 8 e S R S VA Y e B ST B T S R T R Sy = e e W R =
HeE.
[0034]  JEE T] BE FH i 40 255 [R5 A0 FHER SR A0 Y a4 I i SR gt A i B i 9 |, X SIS I A R
SR I S R ) D RE Rt R/ Bl ZE R 1 Sh BE SRS B VE AL -
[0035] it Al v LA IR PN 4 25k DR 28 3 ] 1 2 AT R A O3 R REAIE o X e 5 MG 0 1 s
AR o J] S0 3 S 40 W U T BRI A2 Ak A VR YT I RE T« HDAC #5748 i/ H R
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T L X S o K LAY k52 B8 SR ABLT IE A0 A X
[0036]  AZRIERIZH Hh &R AR 110 2 R I 95 2 e, o A6 5 PR MR 90 A B 1) 75 Bt 4T P sl Pl . 2
PRI T BOC T  — Rl 2 2 AR B T4l A 2 Ae i . A B R Y R IR 4540 1 » FFIE
B HESE, FEZAE SR b2 BT DNA. 78 W5 (9 20 8 (1 B A e TR R IBE S BEAL
X A2 F AR A 2H 2R ) OB e R RN 2H £ A 0 IR R PO B SR R A R A
[0037]  abexinostat XJ HDAC Ffg (Pl {6 147 {5 ] T S BEARS—— P RF R R L
HPIRAS, HorT B B AL R “4T 7. 24 abexinostat ALFRANMIRS, — AN BT YT ER Y HE
RIFF LA T o IXLETL R A ) — 28 | B2 1+, S uE B e R R IE . 4812
ERRIEMAE (orchestra) BAF :— LI RIBEFT I, 1 HL & JE AR B K AR S
[0038]  FEALAZIGYT R/ BOUBCHIGIT Ja , AE 0 I & MR T FE I 52 40 Mo S0 T 1) — F e s
— LR R R RE AT T AR LE R AR 2 gmhE R AR R R O I — AN 2 DNA 2
F= R RADST I » M R T DNA $3 47 AL 25 16 97 BORUR VAT, s & F T DNA (2 R 2
(L5 RADS 1) A Ay B S, LA W i ed {2 52 3K 8 PRI 3R 1) DNA 4% o B Il PR TS
A1, abexinostat BEME S RADS L (FIILE DNA MBS IEEAL ) , M 2% BELUT i 9ed 15 52 L 453475
[¥) DNA (K58 7, ATAF e XAk 2 8 97 FUBUR 897 B
[0039] FEIRIKATHT ST &, & & B abexinostat A H 2t (4] 41 abexinostat #h R
HH

AA R E MR PR . XL B ISR T K T abexinostat &
abexinostat #+hEREh ) MASNIANFE MM EZE L, HifE T HuERERS e 751 P,
[0040] A4 :abexinostat M Eh (#]41 abexinostat ( B H #h ;4 U1 abexinostat Eh{ER
£h) ERIRER ) XF 2 Pl i Eg 4t B AR HCA I Ik, ELAE M S5 A o) I B A i e () /) BB AR
SEH U o
[0041]  B1K :abexinostat Kk (#ll1 abexinostat thgh ) 78k B #E B4y O,
JTFAAR 22 75 2R G i it 1R A8 2 1R B i Ml N SIS g b LA i ek o
[0042]  FEZFEhPF b CEAT T 780 2 AR 220 9T . #1917 abexinostat
M ICER (40 abexinostat #hFREL ) WIVEFIALEE, T KO0 e 40 M i) 2 S0y sp21 FHL
IR P A A R BAE IRL ) B i PR AR S R UL AR I S B ARSI O
FHIE OIS ER N3 sDNA & IR A2 00 T VAN ) DNA $34% I8 ZRT- 52 AR 40 f i T2 1 .
Feids S DR B R R0
[0043]  {E38 KA AN AR, BB U abexinostat LL 2mg/keg 7E 4 #— iR
FIEFNZ IR 2- N FRIK BRI ELS 25, BLAUC, . JU & 1Ak P R IR 2 25 1) 4 B 2 =
G334 5.9 w Mkhr T 1. 45 w Mxhr, KB IRAED R BE A 20 27%

LTS
[0044]  FEIELCSE T ST, AL HE T AR 75 B R T NG i & A s A e )
T, B MASLE A (a) abexinostat U ERF A HH, & (b) Hrif & A pisf), 7E—4&
S T T A& A A ) e e JE B ER o AR SRS TS S, T AR P
A GRIRIPLTE I S P B AL R DR ) R e 5 AEGR AR A P I A BRI HME VA T () e e 1
A TERHUIM A A2 BRI A R P 5 R VEAEIE R R RE B O 40 e DL I 78 A ) B P I e i
YR IT A S U AL B s $& T 7 38 R He A 8 A s 3 ) g 7 5 15500 40 J 6 e 1t A A e 551)
(RN s BRARPT L E AR R A 280 & s BB TR R A S .

11

ik (

&%) A
th ﬁu



ON 104244952 A OB B 9/56 T

[0045]  {EREALSIRE J7 G rh, AN SCATT T AR T BN AR A  n sty Je sl B i ok
B 7328, G XA SL[E A (a) abexinostat sk i) R, & (b) damein e sk ik, 78
—EUS U7 P, 1% T VR FR AR i M b JE B IL B BT SE SRR e JE B EL R F BT
R s 1E B2 78 2k opy e by J& G 2 X v P PR RE R R AR 5 e e e by e Bl R A R 5 e
VEAEVRTT 18 R e 8 28 O et ry sty J& sl G 56 Ryt 1 F i A A P i ety JE s L 2
PETFRR A XA v BCEL B Ry S 5 15 I 40 e e ey JE sl R R 5 BRI vk e B
HEMA G E BCENEEAE .

[0046] FER LSl R, KX HBAIE AT TIHITIEIER 7k B EAH (2
abexinostat BRI ER I HE, & (b) HUMAE A 7E—LE50HE 5 R, %P & A4 plh) 2
A JE B AL B o 7 — BB Sl 7 SR, 7 VAR AR P E A ORI P e g2 piam e A
AP R s RESR 7R AP 8 A2 B HE T TR TR 1 2R s SE AT I A8 AR B R 1A
PE 5 ARVFAEIE W R JE B 48 ) i BT I A R0 o PRyt 1Ry v o A At P e I A8 2 BT
PRI RSB AE A BRI ) i N 5 15 00 40 B i A ORI N 2 s BRAICT I  A ) 1
ARG E B eENRERA S

[0047] R FELESCHE 7 b, A — B A TF TR T RAE R J7 v, B (a)
abexinostat BCH ER 1M, & (b) Mamein Je s #h o 78— S St y b, & 0 VR BRI
I e ) JE s L Bh AIBT I 5 38 22 0 M s iy JE sl G 3 B PE FR  RE 5 SE SR AR DAy A i JE sl G 2
MEVR TR RIE R R A s ZE R M Je B Eh A TR s R FEVR T R R R B C 4 K R
X e e G 2 OB 1 A e i s AR ey S8 el G R S T BB X i e JE G 2 A v
I HE 0 20 et e s 8 sl 2 K A A PR i ki e s Eh A AR s s AT AR R
HeE.

[0048]  {E—2ESLE T G, FTidJed e A2 MLV 2R e e S IR B PRV

[0049]  FE—HeS i Ty S, Pk iiE 2 R o 6 — 2800y &b, BTk et 2 AL 2 A
P

[0050]  {E—LeSfi Ty Serh, ik it B - UM | &5 0 | 45 B AR/ 40 I | /s
o) PN BN N 171 S = SN I R N = N = 7B R a1 D e Y S e I S e
Jed  NEOK 20 i Jed b 22 B Y g8 AR 0 K 220 L S8 AU  Je D BR 41 e« AL T 40 e« B 4
LUK E 038\ T 4 B obk (080 L 2B 77 Ak L L A A7 bk 0 TR 520 B g S MR e At A
I (AML) SRR i Bt i g (ALL) B B8 3 A2 77 0 25 A AiE 18 B 1k 1 1 s LA %
' 4 e

[0051]  {E—28S50ti 7 Sy, vk i B - FLIRE 55 W0 | 45 B AR/ 40 i iz
Jei B0 BL0E B S0 | R SRR R RE A MR L B R UK LR L T A A RV AT
P AEEE A U LR i R RN AR R AR (MDS) DLACE AR e . AR SRS T &
o, BT JERRE A B 4 i s O SR

[0052]  FEASC A FFI 77— S8t 77 22 71, HDAC #fil3) ({5141, abexinostat B &,
Ulabexinostat #hiREh ) AMamema ) (s h s, trmehn je hig k) LA—Mpsn)&d (fi4n,
FUIRGRIZY ) i o AEASC A T — Se 5t 77 S b, HDAC #0157 (454, abexinostat
s, U abexinostat hEEEE ) AMamin g (sILEh s@lhn, trmen Jé shiedh ) 1 (B,
PLA3 8 IRGAAL ) i o 76 HDAC i35 (4540, abexinostat BiH:E, 41 abexinostat &
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MREh ) Jemmeinje (s s, tpmein JE EhEg £ ) 2 A SO0, EAT RTINS Bl 2k
JEF o AE—LESIE T Z2 4, HDAC Fil55] (440, abexinostat B &L, Ul abexinostat #h1R
) Kmamgema e CeELER s, mamen e EhEREE ) A P ARGR I . AR LSS =,
HDAC #P#I7) (521, abexinostat Bk, U1 abexinostat hiEREh ) Kufmeije sk
4, e JE ER IR ER ) 43 IF [RIB EA

[0053]  FEASC A HFI 51— 28500 77 22, abexinostat ( B, 5] 41 abexinostat
g E) Kb (B E st thmeinJé shpe ) DL A (it — P CiRGRIAY )
W o FEASCA TR IR — 25l )7 29, abexinostat ( B33, #40 abexinostat #h
FREh ) St je (SR o, el e Ehie £ ) 43 (B, BLar R IR ) A
f£ abexinostat ( B EE, B abexinostat ThEREL ) KMy e (s ER 41 a0, fameiy e
HIREL) A BEOT, EATFIN BAHGR R . 7E— 28507 £, abexinostat (8%
&L, B abexinostat EHEgEE ) KMAMEin g (BILER @ 4n, tomeinJé shig sk ) 7 FFIFAH
ki o fE—2ESL T S, abexinostat ( B EL, HUT abexinostat EhEREL ) A AWM
Je (s slhn, imeinJé shie &k ) 73 IF EIN i .

[0054]  FEASC A FFI 70— 2E St 77 22 71, HDAC i3] ({5141, abexinostat B,
Ul abexinostat #HhEREL ) F / siipmei e (B ER s, th ki jd Ehig £k ) LLEUORE R ZY
Wi o FEARSC o FEIR 7 1 —LE St 77 22 71, HDAC #fiFF) ( {521, abexinostat Bk, U1
abexinostat #hEREh ) A1/ Bupmsif e (B EL ;B an, thminJe hER L) ARSI A .
1E—Res il 7y Z2 b, HDAC FHIF ( 45 1, abexinostat B th, 41 abexinostat ZhEg#h ) LA
PR BT 5 i i e JE s LR (A, A JE R IR EE ) DSBS AL H

[0055]  {EASC A IR TV — 28 S 77 %, abexinostat ( B #E, 440 abexinostat
ERERER) A/ B e (L ER s, mr e JE R IR AR ) DATHURE AL i o ZEASSC A TFI
T — 2 Si 7 22, abexinostat (B 2R, ]l abexinostat R #h ) F1/ BpMLN JE
CECECER S, ki Je Shig £h ) DAURE R o 75— 2850 )7 %, abexinostat (B
FEh, il abexinostat EFREL ) DA AL A , mmamein Je sl AL E (o, i mens Jé #h
MREh ) LLsBE R AL H

[0056]  FF—UL5ji 77 22 H, HDAC #5057 (541, abexinostat i H:2h, U1 abexinostat £
RgEh ) A/ sebpmein)e (sl ER san, mamsin e EhER L ) i ik (i, T s
) i . FE—2eSt Ty &, HDAC #I5R ( 1, abexinostat B &L, 41 abexinostat
R ER) @ DRk (i dn, B R RO ) ) T . 7RSS Ty e e (B
i, ey Jé ER R AR ) i R (I, J@ kR ) A .

[0057]  7E—48500i 77 % 1, abexinostat (B #h, U1 abexinostat FhEE ) A1/ Blif
e e (B R s an, iy Je dh R ER ) 1@ Ok (A, B IR EE R TR ) MER . FE—
Su5jiti )7 22, abexinostat ( BiH EE, 41 abexinostat $hEg#h ) @it AR (F, Wi
TN A AE— LS T A, taeein e (el ER S, il e ShEg 2L ) i O
Mk (o, T R # sl sml ) i

[0058]  fF—LLsjfi /7 Z= b, HDAC $5H155) (454, abexinostat 8¢ 2h, &1 abexinostat £k
RREh ) H/ semamin e (sl s an, it JE ShR Eh ) I FRIK N o 7R 2B
&, HDAC P71 (5140, abexinostat B #h, Wl abexinostat FhEg#h ) ik i ik A
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FE— 285 77 ZE T, e e (sELEh s an, mamen Jé h iR £k ) am i FEAK P A o

[0059] 7F — H6 5z 77 % b, abexinostat ( 8% H £k, 44 41 abexinostat L g 2k ) F1 /
sy el Je CElc Bk 9, i bn S Eh R 2h ) WL ER KN i . AR — BESLE T B,
abexinostat (B, #il i1 abexinostat #hEE#h ) Wik Ff Ak N i o 7528t 77 %2, i
ey Je (B R Ao, e iy JE R R B ) B I E R K PNt

[0060]  FEA LA FF I 7121 — S8t 5 S8, HDAC #Piil55) (9, abexinostat (I EE,
Ul abexinostat $hEE#h ) FEAE A T . 7EAR SCA T B 7 10— SE St 7 22, p e
e (BIEL) EZ BTN . 782850t 7 22, HDAC #Hi7) ( {5141, abexinostat
g H 2L, Wl abexinostat #hREL ) FEAEEBIA A

[0061]  FEASC 2 T I J7 V2 — 28 SEjli 77 287, abexinostat ( B #h ) ATl
o TEARIC AT 7 — 25 77 22 b, mamgin Jg (sdLsh ) A MM . £
el 77 2, abexinostat ( 8L EL ) Alipmin e (st ) ST .

[0062]  FEANSC A FFI 7V —2E St 77 22 71, HDAC i3] ({541, abexinostat B &,
Ul abexinostat FhIREh ) E& AT /DL /NN EVE f5 2/ DAYW /I TEH o TEARSCTAFFRITT
RIS T S, tameia e (B3 fEEAT R DA — /N R S /DA N A
AF— 2852 77 22 H, HDAC #105055) (14, abexinostat i H:Eh, U1 abexinostat thigh ) F
i e (BHER ) R AT R DL — M EE 5 2 /D AN TR

[0063]  FEASC A IT )T VE R — S8 SE i 77 %8, abexinostat ( B #h ) R AT 2 DZA—/)
I B 5 22 /D29 /NI T o TEASSC A I TR — B85 77 S b, e Je (k) 78
BRI R/ DA — /NN ECE JG 2 /DA ER o 7E—L8SEE T &P, abexinostat ( B EL)
Fomamgsin e (EHER ) ERAT R DL — M EE 5 2 /D AP TR

[0064]  fF— L5 7 Z2 v, AN SCA TFI T s — H PR A 24 30mg/m” 2244 T5mg/m”
) HDAC #J57) ( %1 &1, abexinostat B{IL#:, Ul abexinostat #fRER ) o 7E—LLSIjl /7 &
HR K SC o FFE R T VTR i FH 29 400mg 225 800mg F Mt e (s IiEh ) o fE— 2zl Jy
S, RSO T AR — H K FH 2 30mg/m” 2244 75mg/m” [¥) HDAC HlHI57) (451,
abexinostat B H £h, 41 abexinostat ThEELh ), PA &2y 200mg 24 800mg HIMHMEA JE ( By,
HEh) o AE— ST B, ARSCA TR — HR i 29 30mg/m” 2247 75mg/m” )
HDAC #1055 (#5401, abexinostat B Eh, 41 abexinostat EhER L ), DL &4 216. Tmg 24
866. Smg MM ML JE Eh R 2 .

[0065]  {E—HESZli 7 S, A SCA TG 7 R ARE— H W9 IR 29 30mg/m® 224 T5mg/m’
[¥) abexinostat ( B #h ) o fE— LS T; Z2 91, A LA TF I 7 AL Tt FH 29 400mg 2224
800mg MIMAMEMAJE (B 2R ) o fE—LBSLJli 7 Rrh, AL A BSE— H IR 2
30mg/m’ £24 75mg/m” [¥] abexinostat ( BRI #h ) , L& ZY 200mg F24 800mg (M (5
HEh) o ST B, ASCA T AR — B2 30mg/m” 224 T5mg/m’ 1]
abexinostat ( B R ), DALY 216. Tmg 22 866. 8mg MM J& #h 1R Eh

[0066]  {E—LE5li 7 B, ASCA T A IEEFE RIS 5 KR— H W IRt H 2 30mg/m* 2
#] 75mg/m” [f] abexinostat ( BRI #h ), i J5 2 KA A abexinostat (BRI #h ), 78—k
SEiE T Z b, A Sy I T VB RE E 2 400mg 24 800mg A mH M JE (s AR ) o AE
—HOSE T E, AR SCA T TR (a) FREE 5 R— H IR 30mg/m” 224 75mg/
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m’ [{] abexinostat ( B H: 2L ), B 5 2 RAHEH abexinostat (gL Eh ), L& (b) M4
200mg 222 800mg FyMA Ml Je (BidLzh ) o 7SSy b, A SCAF TS (a) #F
425 R—HPKEHZ) 30mg/m” 24 75mg/m” [f] abexinostat ( 8L ), Bl fF 2 KAV H]
abexinostat ( B EE ), LA (b) JiHZ) 216. Tmg &4 866. Smg ()i Mer JE 2hEg k.
[0067]  7E—U5ijit 7y &b, FRELAT FH AR SC A I 7V B IE el o 76— LESt Jy &,
SFEAT AR SCA T B 5 BRI 1 0 IRV 2 (R P B T Nk fE— sk
Jiti 75 G, KA RF AT A SO A FF I i

Abexinostat
[0068]  7E—4L50)i 77 21, abexinostat ( B #h, )40 abexinostat TR EL ) 1Y JH 2
PSR 14 RGEEE2F 14 RGESEIFE 14 R EBA4F 14 RELLSF 14 R0EH6
B4 RELTRIARELESR 14 R EGLIR 14 R GEE 102 14 R ELE 112 14
RS 12 2 14 REGES: 13 2 14 Ko fE—250 /7 £, abexinostat ( B, 40
abexinostat $hEREh ) W HAEIEL 1 & 14 KR, 76— M5 7y &P, abexinostat ( B 3k,
il abexinostat EhFREL ) M HIEEL: 2 £ 14 Ko fE—250j 77 £, abexinostat (8%
S 2, B U abexinostat B ER R ) BB MR E S 3 £ 14 Ko £ — 5L 77 &P,
abexinostat ( B EL, B U1 abexinostat #hEREL ) MIEMIEIES: 4 £ 14 Ko 7B 25Tl
Zh, abexinostat ( B ZE, #U abexinostat $hEgEh ) W IR ELS:5 5 14 K., £
SEE T %, abexinostat ( BRIL L, 40 abexinostat FhEEEE ) M H &L 6 & 14 K.
TE—2850Ji 77 2, abexinostat (BRI #h, 4] 41 abexinostat TR Eh ) KT ZELL 7T & 14
Ko LB 77 2, abexinostat ( B EL, B U1 abexinostat ThEREE ) W JE 2% 4L 8
£ 14 K. {2577 &, abexinostat ( B #h, 40 abexinostat #hREL ) )2
SR 9 14 Ko F—H52jl /7 %, abexinostat ( B L, #]U1 abexinostat ThERth ) [
JE AR S 10 2 14 K. £8P, abexinostat ( B H:£h, #1 abexinostat EhEg
) BRI ARESE 11 2 14 R AfE— 252l 77 24, abexinostat (B £, 5] 4 abexinostat
IR ER) WA R &L 12 2 14 R, fE— 250 7 £, abexinostat ( 8 £, 1 A
abexinostat $hg#h ) WM ZiEL: 13 3 14 K, &5 iy %, abexinostat ( B H
£, B abexinostat EhREL ) MREIHAE 5 2 9 K. fE—LESLjE 7 %9, abexinostat (B
HEh, 40 abexinostat #hEREL ) MIFIHZ 6 £ 8 K.
[0069]  FE—4Lszjfi fF =, abexinostat ( B H:Eh, 41 abexinostat thE21h ) A9 A
VRS 2 R GESE 3R IES: 4 R ESL 5 R IESL 6 R EL: 7 R GESE 8 RVIEL: 9 KL 10
FRESE 11 R ELE 12 K ESE 13 REUESE 14 K. 76— 4852)li /7 %7, abexinostat ( B H:

£, Bl abexinostat hEREh ) WEMIZELL 2 K. 7B 250 /7 &P, abexinostat (B
£, Bl abexinostat FhEREh ) BRI LL 3 K. 7B LE5LJ )7 £, abexinostat ( B
£, Bl abexinostat FhEREL ) BRI LL 4 K. £ 257 £, abexinostat (B
£, Bl abexinostat ERER ) BEMZELL 5 K. £ L5 7 &, abexinostat (B
£, Bl abexinostat FhEREE ) BE2ELL 6 K. E—LL5J /7 &, abexinostat (B
£, Bl abexinostat IR EL ) BISEIIZELL 7 K. f£—E5LJ 7 £, abexinostat ( B
Eh, 4 abexinostat thIREh ) BRI RIESE 8 K. fE—2E5I /7 2, abexinostat ( B H:
#h, i abexinostat $hEREE ) HIIMIZIES: 9 Ko AE— 25T %2, abexinostat (B
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) BRI R IESE 10 K. L850l /7 =297, abexinostat (i
) BRI R IESE 11 R fF L850l /7 =97, abexinostat (8
) WA ESE 12 K. fE— 2850 /7 %7, abexinostat (B

I

b, U abexinostat $hg
b, i abexinostat $hg
b, U abexinostat $hg
Eh, B abexinostat $hEREh ) (K FIHASLIESL 13 Ko fE—28SLjli 7 &, abexinostat (Y
HEh, U0 abexinostat MR EE ) B FHHRIESE 14 Ko

[0070] fF — %65z 77 &, 78 abexinostat ( 8¢ H h, 4] 41 abexinostat £ #& £ ) 1Y
JEBA VY, B K — IR il ] abexinostat ( B(AL &, 5] Ul abexinostat #h R Eh ) o 7E— 4L 50 i
75 %, 1F abexinostat ( BY L 2k, 1] 40 abexinostat £ #h ) 181 & A P, 4 K 9 i T
abexinostat ( B 2h, U1 abexinostat EhgEh ) . 7E—LE5Ji 7 22, 7€ abexinostat (B
L EE, 4N abexinostat EH IR #h ) I A I I, B K = & il ] abexinostat ( 8 H: &, 1 U
abexinostat #hEREL ) . FERLEH UL, fHEL T — R ZIRG 2y, — RWIRES 245 18 /b I /)N ek
DER R AR

[0071]  #F—4eszjfi &7, 7F abexinostat ( B H &b, % 41 abexinostat h & T ) 1
W, BRI abexinostat ( B 2L, #U1 abexinostat #hiR#h ) o 7E— LSl 77 &
1, abexinostat ( B EE, U1 abexinostat EhREL ) 1I#5FIE I FE 4-8 M HEH . 7E—
LS Ty e AR A SO A I 7 i B AR e 25— SR B 1 abexinostat ( BUHER, )40
abexinostat $hEgZh ) FIEE &1 abexinostat ( B H h, U1 abexinostat thEg#h ), H
PR — R S S AR 4-8 /NN

[0072] #F—4eszjfi &, 7F abexinostat ( B¢ H &b, % 41 abexinostat Eh & T ) 1
W, &R =k ] abexinostat ( B #h, U1 abexinostat #hEgEh ) o 7E—LLSLJ 7T &
W, abexinostat ( Bk, B2 abexinostat #hR£h ) A5 & RIBE 4-8 /N FEH « 75—
WO 7 S AT AE AR SR A I 7 AR i B — ) &R 1K abexinostat ( B ER, 1 0
abexinostat $hEREh ) L5 51 abexinostat ( B H 2k, 1 abexinostat thEREh ) FIZE
=FHIE abexinostat ( B Eh, 41 abexinostat ThEE#h ), HrbiZ s —FH& 5 —FE K&
B = AR 4-8 /NIHiE

[0073] 24 T IEEEIT AR, 7R 25 H, AAWN abexinostat (178 R KR BE W 24 4 ¢ 5F
RE DB 6 /N R DES T /N EL AR DI SE 8 /NI . FEZE 2 HYERF abexinostat
MR FE LY TE L2 6 /NIy 22 203458 8 /)N I B 568 ) i3 48 . A= A 40 ) %) B 288 A8 ot /AR k2>
i R A R 2R .

[0074]  FE—LBSLjl 7 0, fE45 25 H, AMAN abexinostat WA UM KR4 Fr e R &2
DIESE 6 /I FE—HES T 2, abexinostat ( B EL, U1 abexinostat FHRER ) (1)
) B A2 ELAEA 14 4 FE HDAC HHIFH) ) 250 B 22 /D 2935 582 6 /M.

[0075]  FE—LBSLjl T 2, fE45 25 H, AfAN abexinostat WA UMK E4EFr e R &2
VRS T /NN AE—HESL T S, abexinostat ( B EL, F1 U1 abexinostat EhRER ) (K]
) B A2 ELAEAN 1A 4 FF HDAC HIHIFR) ) 28R B 22 /D 23 22 7 /i

[0076]  7E—LBSLJl T 2, fE45 25 H, AMAN abexinostat WA UM BKIRE 4 F e R &2
S 8 NI, AE— Sl T R, abexinostat ( B 2, 4540 abexinostat FhEREE ) K
) A LLAEA A 4 #F HDAC FIV TR A5 B2 22 /D 2935 282 8 /It

[0077]  FE—2BSLJl 77 &, /R4 25 H , AMA N abexinostat ({4 R K B 4 477 22 /D 3%
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426 NIHEAE S 12,13 514 /Do 2525 HYERF abexinostat KA BUMK KA £
DRESE 6 /NI AHANEE I S 14 /NI BG 5 T R 20 1 A A I R 2 A8 AE /AR gk 2D hE R
R HE 2 AR,

[0078]  fF Sy 38 B X 5 B 1 IR W it FH 1) abexinostat 78 A A& A 1) O R A= ) F) B
2008 AL 27 % o 1E SIS B A Hh M 8¢ 30 A8 RS R 1 R 2 TR K 254880 0 2 Xl
abexinostat FILHALICLE T N R

[0079] X A Jii I f¥) abexinostat ¥ H 51 & i [l 4 £ 10mg/mm” 2 £ 200mg/mm’, {F—4&
SCHE 7 &, abexinostat (¥ H 5l & £ 30mg/mm” %2 £ 90mg/mm’. {F — $E 5Ll 7
abexinostat [t HFE A% 60mg/mm* 4] 150mg/mm*, £E—Le5L i 77 2, abexinostat [{
H &4 27 20mg/mm’ £ 30mg/mm’ %) 40mg/mm’\ %) 50mg/mm’, £J 60mg/mm’\ £ 70mg/mm’, £
80mg/mm’\ ] 90mg/mm’ £ 100mg/mm’. ZJ 110mg/mm’, £ 120mg/mm’, %] 130mg/mm’. £ 140mg/
mm” B2 150mg/mm’s {E—LES T S, abexinostat 1) H & A4 20mg/mn’s 7E-—LE55
7 %, abexinostat B HFE A4 30mg/mn” 76852 J7 =4, abexinostat 1 H
N2 40mg/mm’. {E-— U5 77 %, abexinostat [ HFE N4 50mg/mm’. 7E—LE5E
J7 %, abexinostat [ H 5 E N 60mg/mm* . £F—LLSji /7 %97, abexinostat [ HF &=
A2 T0mg/mm’e {E-— U5 77 %1, abexinostat [ H & H2) 80mg/mm’. 7F-——LE 5 7
ZZrh, abexinostat [ HFE A% 90mg/mm’, {E—L51ji /7 22, abexinostat [{ H &N
) 100mg/mm’ s 7E—4E5ji /7 Z 1, abexinostat 1 HFIE N4 110mg/mn’s 7F— L85 /7
Z2h1, abexinostat () H & N 120mg/mm’, £E—2852)i /7 297, abexinostat i) H &
A 130mg/mm’s 7E— 25T /7 &, abexinostat [ H & N4 140mg/mn’ s 7F—LE5L
J7 %, abexinostat [# HFE A% 150mg/mm’,

[0080]  7F &5y =, abexinostat [ HIf & A% 40mg 24 60mg ] abexinostat,
[0081]  Jili [y abexinostat ( B, Il abexinostat #hE#h ) i HFIEFEE NiAKZ=
AR 4K, AE A FE BR il M 1 2 481, 12 DR 22 A0 45 A0 FH PR ol 0 1) SIS 2 L Je R PRy S 20 B L P B R
BFRHIE (1, AR RS ) R/ BEE 2y dt.

[0082]  FEASC A FFI T — 28500 77 22, abexinostat ( B &, 5] 41 abexinostat
IR ER ) CLEBER R o FEARSCA TR 7RI — 2850 77 2, abexinostat (B EE,
# Ul abexinostat ThEgEh ) LAIRRERI AL H

[0083]  7E—LSIjE 7 &, ITIRFIBYAELE 25 J5 20 2 /NI 2224 10 /NI RSN A Py 5 A R
abexinostat ( B H:Zh ) .

[0084] 7F— L5 /7 &=, abexinostat ( 8¢ I #h, f41 71 abexinostat #h & 2h ) i
R (o, J@ ke 2 sk ) ) i . 7E—LESE il 7 £, abexinostat (B &, 1 W
abexinostat FhEg#h ) 18 I HORE CUIRGHIZY (o, B g el 7)) i 7o 28sir &
W1, abexinostat ( B L, U1 abexinostat #hEREE ) W08 OARFIAY (o4, ok e 8
B T

[0085]  FEASSL 2y R 7V — 2B Sl 77 S T, 1% U7 A4S i & abexinostat (B
Eh) WS — OB O RGAZLA & abexinostat (B EL ) F5E R O ARGRZRY, A58 —
OB C1IRGRI Y 55 58— H0RE IR L TR R 20 4 /Nt 224 8 /NIt

[0086]  fE—4Lszjfi 7y £, abexinostat ( BRI ES, 41 abexinostat #hER£h ) 18 o i Ik
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[0087] AF—E5ji /7 & H, abexinostat ( BILER, U abexinostat ThEEh ) 2EAM A AL
TARERIN A o 75— 285077 %, abexinostat ( BRILEL, U1 abexinostat FhRE: )
TEBEAT /DL L /NN o 75— 28577 %2, abexinostat (B #, 41 abexinostat
ik ) fERG R/ 2 R .
[o088]  {r—4LSiji Ty S, i abexinostat (BRI EL ) HLRSAEGAR . 78— LS 7 &
o, i abexinostat ( B ER ) ERIWHEEE & HILGEIEZ B MBS T Ndk$E. 78
— 2Ny e, KA abexinostat (B(IHER ) .

Abexinostat K25 8j
[0089] 7t 4bf I T, I /)N A 9k 2D i A A 5 52 HDAC # il F)Ak & 9016 I I N Hh B 8¢ 2]
(e R o 4 2R /s KR k20 ik — 60 5 9 L/ AR 250D F 25, 000/mm” (4 e Ifi /)
R /9 T I i PRI abexinostat [ HR) & M 49 DA 808 f e 72— 28 SE T &2, A
AT T — SRR TR abexinostat ( BUH: £, ] 41 abexinostat $hg£h ) M2
J5 1Y) abexinostat ( B¢ 3 £k ; 49 W1 abexinostat h 8 £h ) K245 B8, 7F — L& STl 7 &,
abexinostat ( B £k, %] i1 abexinostat ThEEEh ) MK GBI A = 41E abexinostat ( BYEH
Eh, 14 abexinostat FhEREL ) WHIT T R T
[0090]  FE—HE5zjfi 5 &, abexinostat ( B #h ;U1 abexinostat $hEREL ) IR ZHE
RS 1 B 4R GES 28 14 RVELE3E 14 RGES 458 14 RES 5 2 14 RE8L6
RUARGESTR AR EES R 14 RGESLI R 14 R GES 10 2 14 REL 11 2 14
RESL 12 2 14 REGESE 13 2 14 Ko E—20500 77 £, abexinostat ( B #h ;4
abexinostat ThREh ) BRI EELL 1| £ 14 K., f£—H5Ljli iy X, abexinostat ( B¢
&L 5 1 40 abexinostat #h R ) MR G2 & 422 2 14 Ko fE— 2052 77 £,
abexinostat ( B H: #h ;% U1 abexinostat shEREE ) HIIRZGHIRIELL 3 §& 14 K., fF—4bs
Wi 75 %, abexinostat ( B Eh U1 abexinostat EhgREh ) IR RIES: 4 & 14 K,
FE— 285 75 %€, abexinostat (BRI #h ;B U0 abexinostat #hREL ) MR HIEIELE 5
214 Ko fE—25 )7 29, abexinostat ( BIHEL ;451U abexinostat FhERER ) IR
BIES 6 R 14 K, s /7 %P, abexinostat ( 8{H £h ;411 abexinostat ThERZh )
IR IES: 7 & 14 Ko £ 2850 )7 29, abexinostat ( B L ;#5141 abexinostat
k) MIRA IR IELE 8 2 14 K. 250 77 £, abexinostat ( 82k ;41 40
abexinostat ThREh ) MR GHIRIELL 9 & 14 K., £ s jli &1, abexinostat ( B
R 9] W1 abexinostat Fh R #h ) MR 25 B2 1B 4L 10 2 14 K. £ — 2850 5 &,
abexinostat ( B(H 2k ;%1 abexinostat ThEREE ) MIRZHI2iEL: 11 £ 14 K, 4F—2bsz
i 77 %7, abexinostat ( B EL U1 abexinostat FhIZER ) R RIES: 12 2 14 K.
1E—HESLi 77 2, abexinostat ( B EL U1 abexinostat ShEREL ) MR 2ELE 13
£ 14 K,
[0091] #F — 4850 7 &£ 7, abexinostat ( B¢ H 25 ; %1 Ul abexinostat h /& 25 ) IR
IR B 2 RVES 3 RVESL A4 RESS R ES6 RVESLT RESE8 R ELL
O RIESE 10 ROESE 11 RVESE 12 RVESE 13 REUES: 14 K, £ 252jl 7 £,
abexinostat ( BELEh ;440 abexinostat #hiREh ) KRR IES: 2 Ko £S5 TT &
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H1, abexinostat (B L ;#1401 abexinostat #hEREE ) MIRZGHARIES: 3 K. 76— LE50)l
T &, abexinostat ( B 2L ;40 abexinostat #hEREE ) MIRLHIRIES 4 K, f£—4k
SEET7 %, abexinostat ( B 3L U1 abexinostat EhEEEh ) MIIRHARIES: 5 K. 1F
—HE5 i 7 27, abexinostat ( B H: Eh )40 abexinostat thlgsh ) K2y JEiEL: 6 K.
TE—2850 0 75 %2, abexinostat ( BUH: £h ;U1 abexinostat R EL ) MIRZ IR IES: 7
Ko LE—LESLJH 77 1, abexinostat (BRILEL sl Ul abexinostat ZhERER ) IR 21 4L
8 Ko fE—LE5Ljl /7 &, abexinostat ( BRIL #h s# U1 abexinostat #hFREL ) MR &%
:9 Ko fE—252E 77 =, abexinostat ( B2k ] 41 abexinostat ThRth ) K251
SEIESE 10 Ko 7E—2ESLji 75 2, abexinostat ( B #h ;U1 abexinostat #hg#h ) IR
RS 11 R fE—250 77 %27, abexinostat ( BILEL #]4 abexinostat #HhPREL )
IR IES: 12 Ko fE— 2850077 2, abexinostat ( BRI ;4] 40 abexinostat Zhg
B ) BIRZGHE RIS 13 K. 7 —2es0fi 7 &, abexinostat ( B H 2L 41 abexinostat
EHIRE ) MRAIRIES: 14 K
[0092]  FE—2ESTjl 7 &, AL AT LB EIES: 5-9 K& H A abexinostat (8
H 40 abexinostat #h R £h ), R f5 % 42 5-9 KAt 1] abexinostat ( 8¢ H &, 71 40
abexinostat FhR #h ). 7E—LE5 i B, R LA T 7L B IES: 5-9 R4&H i
abexinostat (B L EL, 1 41 abexinostat thfREL ) , R G IESE 2-9 KAV abexinostat (8%
H AR, il abexinostat FhIREL ) o 7E— 2T R H, AL AH W T EEFEES 6-8 K
H jifi H abexinostat ( 8¢ H 2k, 1 41 abexinostat #h /& 2k ), 4R J5 i& 42 6-8 K A jiti A
abexinostat ( B EL, 7]l abexinostat ThEREE ) o 7E—2ESLETT P, ASCA T T4
Fhi%S: 6-8 REFH it abexinostat (B L, #Ul abexinostat $hEgEh ), SR J5i%E4: 2-8 K
ANjti FH abexinostat ( B(H L, #U1 abexinostat EhfREL ) o
[0093]  fE—2ESLE J7 &, AR SO T T ARG LE 7 KA H i abexinostat (8
I Eh, ) i abexinostat #h & £h ), 28 5 % 42 7 K A i | abexinostat ( B I £, 1] 41
abexinostat EHEREL ) .
[0094]  7E—esjli 77 R, ARSCA I T IR IESE 5 K& H i A abexinostat (8%
HEh, Bt abexinostat # B #h ), 48 J5 1% 82 2 K A it H abexinostat ( 8¢ AL &, 4 40
abexinostat hEgEh ) .

A B
[0095] WMt 8, 5-[[4-[ (2, 3— —FI 3L —2H- W|m: —6- 3L ) ( FI3E ) &I ] memg —2- 3L ]
L ]-2- I IRRME G — SRR 2k, S —Fh AR NV A2 sl il 7, L8 ) 5 15 P R A KR
T A& (VEGFR) -1, =2 Fl =3 ML /MR AT A A K 7524 (PDGFR) - a H1 PDGFR-B LA K& 4
W BRI 752 4 (C-KIT) AH I 1) % 2 B v Mk
[0096]  #F LSl 7 Srh, mamkia Je (It Eh, B anin ety JE 2k iR 2h ) 5 abexinostat (8%
H 40 abexinostat E R ) BEA M Tk, £ S0sLE Ty b, pmeip e 5
abexinostat ( B{H £, U1 abexinostat FhEgEh ) BEA A TN 78— L85Ljl 77 &, h
el JE Hh g 2 5 abexinostat ( B H: £k, 40 abexinostat HhERE: ) BEA I TNk, £E—
OSSP, MM JE Eh R 2 5 abexinostat [{JEh (#9140 abexinostat Fhig#h ) HG it
A%
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[0097]  FE—4Lsijti 7y S b, w et Je ( BILER, 9 ity e 2R BR 2k ) S A A,
i, oK. 78— 28STt 77 2, e A abexinostat A (B, 7& abexinostat [¥]
LTI ) FEAE LA mein Je (st h, @ iy Je $hIR 26 ) o 7E— 285 £,
{EANEH abexinostat #[E] (B, /F abexinostat FIPRZHHN ) 45 1kt A mema Jé (sl
b, 4 ki JE AR IR B ) o

[0098]  {E—Lsijf 7y e b, i JE (sl ER, i dnirme Je Sh R Ak ) DL ALt A
FE—HESTilE 77 2, A e ( BRILER, i e JE 2R IR L ) DAFS R AL ME A .

[0099]  7E—4Usijfijy Zrb, WAy JE (AL ER, )t mety Je 2k R 2k )l DR (i,
W B ) . FE— 2SS b, i e (B, manma iy Je B Eg Eh ) dE
OB UG AL (an, @ iR B s R 7)) i . fE—2esity b, inmein e (B,
ol i ey Je SRR 2L ) B AR CUIRGRIZRY (an, @ RSO R ) A .

[0100]  7E—HEsjti 7y &b, ki e ( Bl Eh, iy pdein JE b iR 2k ) T8 I bk N it A
[0101]  7E—2E5LjE /7 Zh, Jti ] abexinostat (B L ) BHEPSIESRMR . 76— L5t T &
W, i abexinostat ( B ER ) HRIWELEE. BIGEEZ MEESE TN AR, 7£
— S T e, K] abexinostat (B ER ) .

[0102] 7288 77 ZE b, FEA M Ah T 25 B X e e T b ey Je - (sl 28, 461 iy e

JEHRREL ) o RSy R, R AT DL — N M R (S A, B e
JEHRREL ) o R T S (R DL M B R, S, i e
JE R .

[0103]  7E—485jti 7 Serb, Wi e (BILE: ) BR—IRVEBR IR R IR R Y
W o AE—2esi 7 ZErp, i Je (eIl ) BRI . E—2esil 7 S, fam
e (EdLE ) R =0t . fE—20sli )y b, amin Je (el ) R YA .
[0104]  {E—Husijli g S, ity e (sHEER ) RERPIREA o« 76— 2850 77 &, e
e (EIER ) A B IRBE 4-8 NI o A8 — 28 ST 7 =, [T EA SR A JT I T
VARE R S — IR i meif e (s ) FIes 5 E iy 8 (sELEh) , b iZss —
) R0 B 5 R (R B 4-8 /A

[0105]  fE—eszjfi g S, w8 (k) fER =R o A — 2B =, e
e (R ) (EFIERFE 4-8 NI . 78— s2 i 7 &b, TR A SO A IT IR
TR IR e (s R E Mg e (s R A =HIEK
e e (SRR ), Az —E B R A = RS 4-8 /A .

[0106]  fE—duszjfi S, tamin e (sEh ) MERDUREA » A8 —2es2jE 7 £, fhme
e (R ) (MRFIE R bE 4-8 NI . 77— 28 S2 i 7 &b, AR AR TR A TT I
SRR SR E R iaein e (sdtEh ) CGESIE e (s ) R SHIER
e e (ECHER ) A DU ki e (B , Bz sl —3RE L B 5 E R =)
R PUSRI = IR 4-8 /NSt A

[0107] 7 — & 5L i 7y %2, i me iy Jé 19 H 57 & 2 29 200mg 3 2 800mg. £ 400mg %2
800mg X # %) 600mg &= 2] 800mg., fE—L&5Z i /7 ZHh, MM JE 1K) H 57 & /2 20 200mg £ 4
800mg. {E—LESLyti 7 S, WML JE [ H 55 5 /2 29 400mg 222 800mg . 7E—2L5Lji 77 &,
A M JE 16 H 551 &2 20 600mg 222 800mg.
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[0108]  #F—Lbsiji 77 Ze iy, A JE i H 31 2 2 29 200mg . 2 400mg « 2 600mg 5XZ) 800mg »
FE—We Sz 77 22 b, mamsi JE ) H )R 2 4 200mg . 75— 77 g2, e JE i H )
FEZ) 400mg. 7E—LE Sl 7y Z, il JE i H I fE 240 600mg. 7E— L85y &, rme
A JE ) H 3 &2 40 800mg.
[0109]  7E— &5t 7 ZE b, W e Je R IR #h i1 H 5 2 42 &9 216. Tmg 2 £ 866. 8mg. £
433. 4mg %% 866. 8mg B 2 650. 1mg =4 866. Smg. £F—LESIili 77 2, w8 2h g 2k
[ H 7 &2 2 216. Tmg 222 866. 8mg. £E—LE5L il 77 22 1, MMk Je £k e £k 1 H 5 2 4
433. 4mg A% 866. 8mg, 7E—LESLJl 77 S, oMy e 2 IR £h 1 H 5 &2 4 650. Img 224
866. 8mg.
[o110] 7 — 285l U7 2 b, o M Je 3k iR £h 1 H 5 & 2 40 216. Tmg. 29 433. 4mg. £
650. Img B2 866. 8mg. {E—LE5L il 77 2, M JE #h e £k 1) H 5= & 4 216. Tmg. 7E—
ety 2R, TR B EhER R H R B A 433, Amg. AE—SESIE T A, MM B 2h R
R HFE 2L 650. Img. 75— LESE 7 S, iHMeip Jé £ 2 11 H 7 &2 2 £ 866. 8mg.
[0111]  Ji % abexinostat ( BRI #h, #4 abexinostat $hEgEh ) 1 HFIEREE NIk K 2
T AR 4K, AE A HE BR il e 1 S 461, 12 D81 25 A 458 A5 T P ol 350 130 248 28 e i P A8 20 e L P e R
BERRFAE (B, (R ER ) A/ A 2R tR

HDAC #5454
[0112]  FERLLLS 7 e rh, AR SCA T T A0 75 BRI A B9 N i 88 A= B B8 280 1
T3 BAEXAEIL A (a) HDAC PRI BREL 2R 09 3, & (b) P i A= sl o 75— L5k
JiE 77 ZE 5 1% HDAC #ilF1) /& abexinostat. 7E—S852J 7 &, %0 M A Rl A2 i e iy
Je s HEh . FE—2eSTil 7 e, 7 VE BT B AR N B PUIE s SELE BTN AR R BT
VER AR JE s RELZ AR S eI 8 A2 R M A T R 1R A AR 5 ST I A R A A 5 A
VPR R B O 48 R i P 8 AL s B M IR ie () 36T wh A B o am A A2 ) s 7 i
NPT LA RS R o) S 5 3 48 BT I A AR R IR 2 5 B ALKL I A R R A 2808
s EMPEREAS.
[0113]  {EREMLST 77 2 rf, AR SCA T T A6 75 B A (A A 3 m sty J& sl G 3k 1l s vk
(0773, AR AN ARSL R (2) HDAC PO B £ R, & (b) mamein e s dith . 75—
LE S 77 S, 1% HDAC P52 abex inostat . £S5l 77 G H, 1% 7 V2 FRAG i e Je
Sl R IPUIE 5 AEGEXT i M JE B R BT R R 5 JE 2R AR S i e JE L B XV R
JEIE AR AR s ST ey 8 BCEL B B M 5 AP AR VAT 8 R B LA R SR HA XS i
Je mk L B (TP (e e A i 2 sl S HR T R AR i M e 2 L R g Y 5 18
0 LT i WA B R R RV s B v JE B R A GRS BUEANIRME R 4L A
[0114]  TER-LES 77 b, ARSC R AME A T 1897 i AE B 77325, G (a) HDAC # 4l
FEER I A, K (b) P B A i) o 76— £e St /7 28, 1% HDAC #7142 abexinostat.
PE— SO 77 2, AZPUIE A ) i ety JE sl e h o 7E— SRSt 7 2 T, %07 VR R
UM A2 BRI BT s B2 B A A2 BT ME R & 5 JE 9270 S e 08 A8 BRI v MR Y
RE R A s SEAPT I AR BGRIA F IE s R VPRI 8 ke B OV 48 % e HH i A8 A e ok
(RJEIE I YA T RS P DI A R 5 38 T R 2 X B I A A ja 3R 10 i B2 5 385 o 40 %) e 1 A
A2 R R s BRI A2 B ) 80 & s BUE NI R 4L G
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[0115]  FEIELO ST 77 S, A SCRE— 2B A JF T8 7 S AE B 77 v, A5 i - (a) HDAC 1)
il 300 B3 B 0 A B, & (b) i et Je B AL ER . FE — 28 ST 5 2, 1% HDAC H) SR 2
abexinostat. fE—S85 T T, 1% 77 1 FRARON WA ki JE sl R B PT Itk 5 GE S XA ey Jé
B R (I IR A J 5 % 738 Sy Top WA ) J B L R v M R 1 R A 5 E Ry e o JE B
A Y s RVFEIRYT I R R 20 R O IR iy Je SR 3 R o ffp e w4 i
Wiy JE BSCEL 5 $2 T A R i e o i G R P o S 1 0 8 B XS ey JE B B R R
BALC by ey e B R A GRS BT AER A S
[0116]  N- 23k —4-{2-[3- (N, N- "R ) I -2- IR | L8 A )
KW (abexinostat) BA U451
H3C\N/CH3

N,OH
R H
O

Abexinostat,
[0117]  {E—ANJ71H, abexinostat fEARIL A I iEPE N 25% Enl 42 B AE . 78
—ANJ7 M, abexinostat E N thER ERAF H .
[0118]  Abexinostat [ 53 4M¥ 245 BRI Ee2 K #h 4045 : (a) 24 abexinostat (IR PEHT+
WO & EE e EEE T (8 B ) i S E E  CEEEE ) BURE T
B AR O R (NH,) B R 2L 5 (b) 1 abexinostat 5 2452%% B Rl #52 KB AL
Bk (ELFEREIENG, I WG . — CWERG . = Sl 2 T =B N- IR G . — 25, =
(ML) g ) ROV SR, PSS WO 28 1. 2 B 55 2 2R IR T i 2 5 (o)
i abexinostat 5 HEALER N AR (1) 25 2% b RT 9652 IR R N T T i) #h o 242 BT 52 (1R
ALHE IR SRR VIR IR BEIR I B IR 5 s BUCA LR, i, i, Z1RVINIR . TR IR K
PR CTETR NI IR  FLIR A IR IR HATR R R . Bk IR E SR — M LR VA TR
FIRIR A IR 3- (4- FRsE K AL ) RH IR WAEIR kIR IR . L T#IR V1, 2- &=
TR \ 2 FRHk LT  ARTEATR T 2R TR  2— 28T PR V4 FRIEXN0E —[2. 2. 2] =F —2- J& -1-
R HIBERETR V4, 4 — W EEX - (3- F2 & —2- 4% —1- HR ) 3- RENIR . —FELR BT
T ORI IR TR IR B 2R R IS ZE R KA IR Bl TR TR Rl B PR 2% o
[0119] S 4hIZ % B2 3 B /R T Berge 5 A, J. Pharm. Sci. 1977, 66, 1-19 ;
1 “Handbook of Pharmaceutical Salts,Properties,and Use, ” Stah I Wermuth % ;
Wiley—VCH A1 VHCA, Zurich, 2002 ¥ 2.
[0120] 7850t 7y 2, XPAEBLHEIR AL G4 50 07 B0 43 Eo6T 2 PR s VAU ) A7
SUEEATAE A, A 122 2 A A S N9 2 e 2D B B o IR BB AR TE D7 B 4544 ||
NI RS, 40, NSk U, 2= VUS55 28— 7 1, R 1) HDAC # i F)4k
EAEATARH S NV BBUR AL i BT AL
[0121]  TEULHER AL AP AFE RN R AR IC AL G4, Jo 5 5 Ak 57 1) 2538 2O g 44 vh
BT AN (R LA & AR E], (HE — B AN R O O IR 7 i E sl i 240 S AR SR
RIS R IR o AT 5 AN R AL A P 0 [R)r 22 R 490 1 A FE A ik
BT TR [FIAAL 25, 04, 43590 8 PHHL PCUCL NG P0G 0V PSR L FEBEIEAR
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B[R] R 2R AR A0 AL S0, 0 A S e 5 | N T TS A R 3% 4 PH A O B A, T HE T 2
/ BRI AT Mo 22D, AT GT CRIT, °H) f0 [R ZRIBARURT A AR RE 28 oy B g
RIS E T S EURIIA T 3 51 S m 6 P 2 30 S0 el B AR g ) 2 75 oK

[0122]  FIHI T~ 25 WAL &0 20 ) 24 SR 48 25 05 8 IR TT TR G iR T L E
HDAC il S s HAT X (1) St &4 -

O
JOH
e
R3
K

Hrp

X H -0-.-NR- 8 -S0),, Hrn k0.1 882 H R K& —CH,\ —CH,CH, ;

Y ANV LA 31— B L WP A L 2 B WP A L —CH (C,H,) CH,—+ —CH (CH (CH,) ,)
CH,— I —CH (CH,) CH,~ ;

R® 4. —CH, B —CH,CH, ;

Ar g 2R HE 2RI MRS 2R Mg 5L R IRy gL e K3 CH = CH- B X (R 5F
g —2— % ) CH = CH.Horp Ar AR e g — > s AN BRI BT AR, A2 BUARE A 7 1k B 3L
B R I I L3 AL OSSP EE 4SS OHL - IR SEURIE —4- FEAEIE
1-(2, 2, 2- =R LI ) WRIE —4— FAEE N, N- "R G L E N, N- 2B a A M o
AL S IE RS P2 2- W AR AU L 2 bk —4— ik AR AR NI —3— K AR AEUE
2- A G 2N, N- T IR G AR R 3 R A AR 2 L ek —4 - L PR
3- FRFETNARFE AL 2- SRR 2R L 3— JRUAR AR 2R P 4 R A 0 — IR 3- AR EE TN AR
FEFIE ERE —4- FEEUT2E 2, 4, 6 =R EIE L 2- SUARNENE —1- ZEF L2, 2, 2- =
CAEFEFIE A DR —1 - TR IR I 4-[1. 2. 4- = —1- 2% - RS L 2- KA 5
MM —1— S FR 2 IR IE —1— JE AP 26 4- =0 FFERIE —1- ZE I8 4- FRJEIRGE —1- LR E
3, 3, 3— =R N AEIE L A- SRR I 4 GRS W R O 4 SRR R T O
I —3— 3k AR 4 3k AR L DU &nEE g —4- JE483E .2, 2, 2- = J 25 3L 2- LM e — 1 - 3L 258 3
WRIE —4- FEAEFE . N- AL -N- FEREEIE gL N- AL N-2- ZRIL Z AL 3L . 3- LA
2 A2 3- PR SE T 2 I M I P 2 3 R R TR AR A IR — A2 W N- AR -N-2- g —3- 2
CHEFIEMIE 2-(4- ZHFPIEHEIL) 25 2-G- ZF PRI ) 23 N- BIEEIE
B - AEEEFE I 3- (2- BRILLILAF - L) ok

% Enl 21k,

[0123]  7E—2ESLfli 77 =1, Ar A 2R FFRRIR —2- 55 HAAE 2R Memg —2- ZE3 K 3 A7 B DA
LR AEUR N, N- LG IE AR N, N- AR 3L - AR L AL 3 FUORE L
B4 FORESE - PR RIE - FEE I 2, 4, 6- = FORSEIE - PR 2- EACHE —1-
FEEL2, 2, 2- = O — AR 4- ke —1- JEORARE - L 4-[1.2.4- = -1- - K
A FFE . 2- REL L3 3 RILN A I AL 2- AL O FE AL Vg b —1- BE L IR
W —1— FE A FE 4- =GR I FEIRIE —1- JE 3k 4 FREIRIE —1- ZEFF3E.3, 3, 3- = HNAIEH
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FEA- KT IE FIE  4- R IE W IEIE AL L 4- U IR R IR L AR JE (2- (3- = PR
R HE ), N- FIE —N- SR G P L N- PR —N-2- JEJL R R I L 3- LA - AP
K\ 3- BRILN L WAL IE — FF3E | 3- SR AE Y L AMESE AL . N- A3 -N-2- [k —3- 3k £ 56
FHRFR . 2- (- ZH PRI ) 2 N- BRERERE - FREIEFHRI 2- RELHER
SR,

[0124]  7E—2e5jl /5 P, Ar 2R IR —2— 3% B2 2SRRI —2- FEIRIK 3 {4 L
Ko B EUAR N, N- T SRR L. N, N- 20 3 F 32— FI4R 3% 20 40 36 P 3t L PR 4R 3t
AL 3 S T AR P bk —4— JE R\ 3- R IR T R0 PR 2L L 3 AR AR IR TR 483 P2 L ik mgs
ft —1- FE AL eI -1- ZE 2L,

[0125]  FE—LE5j 2, Ar 2R FEMENE —2- 2% HAE 2RI —2- 28380 5 A7 B4R CLR
FEFH B AR <1 PR SEWRIE —4- AL WRIE —4- JE4CHE DU AUNE g —4- 540352, 2, 2- =
LA 2- Mg —1- B A IEE 1-(2, 2, 2- =R I ) WRERE —4- B,

[0126]  #F—2Lsujli &b, Ar A FEEE CH = CH, Hrh i 8 AT s s e b a7 3k |5 A
He L HE AL LR PR TS - OH (H— e AN BURIE B, 7E— 2Ll
JEp, Ar A RAZEE CH = CH-,

[0127]  FE—2U5CjE 7 b, Ar HZEEE, HoAZZ R bt il — A sl A B EHUA R
[0128]  {E—48sTjfi /7y ZErfr, Ar A WEIRRIE , L i i e R SE AT 2 Bl — A sl AN IR EEEUAR
[0129]  FE—HUsjli 7 S, Ar SHWEMRSL, L AP aZme bk AT 38 s — A sl AN B R T
AR ZBUREE T ik B A IR P SE L O FARIE L LSRR AR O,
2- AR CEIE . 2- RIL L PEIL PR3- NS PR3- IR EILF I 3-
FIELNEERER 3, 3, 3- ZRARIETE,

[0130]  fE-—4bsjfi %, X 2 - 0- HLR A&

[0131]  7E—4e5jliy &b, X 2 - S(0), H R A&

[0132]  FE—HESjE 7 Srh, Y N &5 FE 28507 Zmh, Y O I &35 81 —CH (C,H,) CH,—
FE— 2S5 %, Y O —CH(C,H,) CH,—

[0133]  FE—Husujfiy b, X 24 - 0— R W& s H Y W 458k ~CH(C,H,) CH,—.

[0134]  TRHBFH T 294G ZifB)) ) 2000 45 24 07 2 IR T iR G 1R T 10 o —
4 HDAC kI S ERE IR B A (1) 45MLEY -

LOH
R® O H
A v

A0
Hrp .
XK -0--NR°- 8k -S),, HsnKo.182 HR NE.—CH,\ —CH,CH, ;
Y WL FE A FE . 1- BRIV A 3% . 2 A6 TA 2% . —CH (C,H,) CH,—. —CH (CH (CH,) ,) CH,
F1 —CH (CH,) CH,~ ;
R® & —CH,, 5% —CH,CH, ;
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Ar R 2R J (2R AL WA IRR AL \ 2R R IR M R B S MRy 2, L Ar A 16 b B b v Mk
W SR P EE 3L, 23 AR 28R R AR L —OH Y — A B AN B 3R AT Y
s

R = SE L, 26 NN- GRS AL N, N- R s 5L 0 2- A4
CARFE R R PR T3 RN P Bk —4- R 2 3- AN A
A - AR ERRE - A A ERRE 4- R E R - PR - PRENEEPE
g —4- FEA .2, 4, 6 ORI AR 2- SARNEE —1- P2, 2, 2- ZHOHER
JE A= BRI —1- FEORARIE AL 2- SRR AR VIERE e —1- SE IR VORIE - 1- R IR 4- =
FIREWRIE —1- JE AP JE 4- FIJEIRIE —1- FEF3E. 3, 3, 3- =N IE AL 4- AR 3L,
A= AR TR R T 2 AR A4 RS SR I P 2 L IE e —3- AR AR N- AR -N-
RIEFRE, N- FIRE -N-2- 255 LG I 33— BIL IR A 3k L 3— BRI TN i W el i 7P
HE3- BIL N FERREERE - L N- L -N-2- (Mg —3- R 2L L 2- (4- =F ALK
B LFE2- (- ZHPEIIRIL ) 45 N- BREERIE - PREIEE PR 3- - B L
A - FE) 8

Hog2k bz k.
[0135]  7E—HESLjfi Ty =, Ar 2R R It
[0136]  /E—2esijfi 7 b, R O N, N- SR EIE F AN, N- = Z R P kg
B —1- F I EL B RIE —1- LA
[0137]  7E—2850i 77 %8, 1% HDAC Ik B N- F2 3k —4-[2- (4 P4 Tk —2- 2k
B EEL ) CFRIKE ] EF WL N- BRI 4-[2S- () - WEEBEE L ) T 8% ] FXPEH ;
N-F2 28 —4-[2R-( Jx - WAEEBEZEE ) T4 1 2Rl N- 7k —4-{2-[4- - FEE S
SR ) WM —2- FRRRIL DL ] SR Y R WIIEK N- RSk —4-[2S- (R IFmENy —2- FRpRAE
I THEIE - RPN N- B —4-{2S-[ ZIFWem —2- FEBRIE RS ] TR ) K
Wi sN- F ik —4-{2-[3- ( AU ZE 3k ) ZRIFIRNG —2- SEpdbad gk ] £% 0k | 2R IEIL
N- 323k —4-{2-[3- (N, N- =BG E L ) ZKJFIRmg —2- EIRAEE L | C8E ) K BE
(abexinostat) ;N-F8%E -4-{2-[3- (RNAIEFEL) FIFems —2- BRI ] 28 &E T K
AW sN-F25E —4-{2-[3- (3- BRI N AEIE 2L ) 2R IFWeisg —2- JE R AL ] 58 1 - K F
PR sN- 3858 —4-{2-[3- (2~ FRIE CEIE AL ) I —2- FEt a0t ] o5 - 2K
AR sN- 58 —4-{2-[3- (MEMs e —1- FEFSE ) 2R IFRRIN —2- FEFRILEIE ] OS5 1 - K
A E i sN- 82 —4-{2-[3- (WRME —1- JE 3% ) ZIFRRIR —2- JEIRIE AL ] &0 - K
A E R sN- 85 —4—{2-[3- (4- FIENRME —1- FE 3L ) 2K IFRRmG —2- I & 5L 1- 4%
5 KB sN-FR 5 -4 (2-[5- (PUEMEIR —4- R4 ) IRk —2- BRI 24 ] O
5 - RF B N- R —4-(2-[6- (- MEms e —1- 2R LR ) R IR —2- BRI A ]
LRS- R N- 2 5E —4-{2S-[6- (- Mgt —1- 2L LA ) AR IR —2- ZE R
5] THEIE - R N- RS -4 (2-[5- (2- mEns gt —1- FE LR ) IR —2- S5
FEEHE J-1R- AL - L5 T R A N- R —4-{2- [ (3— (2R FFMRm —2- 55 ) —4-( =
A ) - T —2- M@k ) &5 - CFE T RPEG st 252 Bl .
[0138]  {E—4ESi 7 S, i% HDAC #filFRI2 N- F2 4k —4-{2-[3- (N, N- IR 2L 5 )
IR —2- SRR EIE ] LA KT W (abexinostat) o
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[0139]  7F—4b52jfi 7 %&b, % HDAC FHI57I%E H 76 WO 2004/092115 B WO 2005/097770
A TFI HDAC HHIF, —F AL NMEN S . TR R

[0140]  HDAC ##55] (%41 abexinostat) , fFEIL 252 b nl #5252 1 #h K H 224 b2
(R » UL 2 Bl A AE, AR EAS PR T J0 8 TEAH i 7 46 i e X 25 B XL BB i X
Figk ki . g BN Z BAY . 2RSS Y RIAR R TR 4R AS
] i AR HERAHE S o SRR HES T DL 25 52 e 49 SR T 5] () A2 BEA 2 L BRI T 245 L &
IR E . 2 I B ASF G X S SRR S T L L0 A e R R
b AR TE AR G 2R 25 PR i e e ME RV T o 22 P IR 25 L0 T 45 S VA R 45 o T3 R R i A7
RS SR — R A SR BT, R A TF B 2P ALA ) A8 45 & X
[#¥) HDAC 57 (440 abexinostat) o 7E—NJ7 [, EILAL A FF I 25 AL & W h A% 45 i
WA abexinostat I ER IR #ho 75— J7 I, 7E UL AL 23 FF B 25 W 2406 b A G 58 T 19
abexinostat. fE—NJ7IHl, TEHAL A T 254 &) s FH S 2 TR 1K abexinostat [ #2118

J%:]'j\_o

a4 A

b=

[0141]  (ERCLESIHE Ty S b ASSCA IE T A /5 B AR B Dni i 8 A plsml (A 24 0
T3, A FERT ARSI E R (a) abexinostat BRI ERI M, K (b) HUl 8 A misfl. 7E—L
ST S DU E AL TR AR JE B o AR 2SI T S T AR DL
RGP s A2 DT E AL psrI DU MR A Ji 5 A 92 A% D B/ A j ) XE ¥ 1 0 Jee i 1)
E IR E AL s A I 5 Se VRAEIE R A R B 22 e LI A AR BRI T TR A
FRIVE YT A A8 DT A PG 5 4 T 6 38 R T II0L A A FS ) o B 5 165 0 440 L o) e 1. A8 A B )
HIRE s AR AL i A 0N & s SCe IR R A& .

[o142]  FERCLCSIE 5 S, ASC A IF T AEAT 7 B A AP B8 e e e sl 5k PR A 2k
(K715, AR ANASL A (a) abexinostat s ILER I EHA, & (b) mramgin e skdlsh, 7F
ST G T VAR A M JE B ER PTG A e e s R TR I
K 5 S S O WE MR i s s A VA MR AR IE (VR AR 5 S M A JE RS B AT I 5 A8
VRAEVR YT I B Jre B E 28 5 JRe R OGS A Mt 2 s R (Rt M e i A0 P A et e Bl 2
ST R R I e mHL R A S 5 100 20 M S A R R PR R B AR R M i JE B
R Ao R s ER4 5

[0143]  (EXCLCSL 5 5P, AL G AN A T T AEAT /5 B AR TG 7 JRRE 1 7 i S
JtH] (a)abexinostat BRI, K (b) DUME Ao (£ LESLHliTy &P, iIZPUiE
ARG A JE B o AR 2E ST S, S TVE BRI A R DU E S ISR DT
A AR R R R 5 SiE 22 A eI 8 AR SR RV P PRI (1 AR S LI 2R B
A IV s R VEAEIE R R ER 28 O e H BUIALE A eI B M R E Va7 A P i 8 A=
7% 1| RE P ARk D E 7 W= N5 il LD FVARR: 1t b 7y = 6 92,711 ) s ey A7 | =4
BGRRARG R s SE NN EEA G .

[0144]  (ERCLCSC 5 S b, A — 5 A I TAEA /5 B AR TG 7 JRRE 10 7 4G
i (a)abexinostat sl (Y], K (b) MR e stk £E— LSt T S, i 5Tk
BEACNT i M A e B B DL 5 S 20T AW e s R DM RO AR 5 S 242 i el e
s SR X T B AE I A 2R S AR WA e s SR T 5 SR VR VR T R R R s C 4
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R J H XS T WA JE G 3 e R P A e s JE G R S 3R T R X i s JE s
R TR Y. 5 35 T4 B e e e G R R R s BRI i e JE s B ARG S AT
BERAS

[0145] A — Al 2 Al AL 22 b mT 2 B0 CRIARWE I sy ) DU 7 =X il 4 52
WNIFETEALT B0 E ) 123 A B35 A ) T AL A 0 T Rl 24 2 A P AR o ot e
TEFFIINF o A 18 A BRI 5 £ F5 7E 4 41 Remington: The Science and Practice
of Pharmacy, % 19 ki (Easton, Pa. :Mack Publishing Company, 1995) ;Hoover, John
E., Remington’s Pharmaceutical Sciences,Mack Publishing Co., Easton, Pennsylvania
1975 ;Liberman, H. A. F1 Lachman, L. %g , Pharmaceutical Dosage Forms, Marcel
Decker, New York,N.Y., 1980 ; Fl Pharmaceutical Dosage Forms and Drug Delivery
Systems, &5 7z, (Lippincott Williams&Wilkins1999) A&k KB LY, iX L6 ik 7E 4
FINMENSHE .

[0146]  BE AL TFHI 7 AT 205 87 abexinostat (s H 3k ), A/ sl mein J8
(SILER) , LA R — Rl 2 A« (a) K7 ; (b) BAK 5 () iR < (d) B CRRER])
(e) WEWEF ; () Bhus) (G ) ; (@) HilBhsR) < (h) Bkl ; (1) A ; (5) B 5 (k)
w7/ G 5 (1) BESR / AR s (m) JGORF 5 (n) ERRIISE ; (o) BBER 5 (p) 28 —¥R7T %
P

[0147]  FE—ANJ7 I, BEASSC 2 I 77248 TR 2940 -& 0B iE 157 (B4, abexinostat .
abexinostat FIEE PN JEAT / B JE 2L ) AMER S TR —MEi 2 Fh (o) IEIRIR
B (b) FUME 5 (o) PR AT4ER 5 (d) FEALIIOR AT 4R SR 5 (e) HEREE 5 (F) ek (E2K) 5(p) =
FAHE 5 (h) 4 ALEK s (1) BEIRER 5 (§) PRk SRVEHRy s (k) BHRE s (1) 1A 5 (m) FERE 5 (n)
By J5r 3 5 (o) BEARTRES 5 (p) ZRHENT ; (@) FURMLITH) 5 (r) FRANEEFIELTYER ; (s) OPA 1~
i CEARHHER ) o () TR PR ;s (1) BNEELTYEER ; (v) SEEAYEER ; () R
CBE ) 5 (0 ATERYENR 5 (y) Bl (ARl 5 (2) BREREN.

[0148]  {E— LSl 77 S, BEA LA TR TE WA &M & 2
2 RV HE A W) 23 A R SR BRI T 57 B G VR A W b i s T R 4 (9 4n, abexinostat,
abexinostat ()& M JE R/ BRIHMIAJE R EE ) R — AP 22 P /e L R IR i BT ) o
T R SO R TR B B A R AE AN R T 5% 7K BB K R B B K R B B AR s AR
BIELCE  ZRRE LA G . ZAMAGYIE ] DAL E IR R

[0149]  fE—2ESLE Ty S, B A ST A IT R 7 24 T A 25 ) A6 ) o W T AL A 1 3 28, 3
A0 B A BRI T R O3 AN — sl 22 s RO 39 RAASE R L v 2008 B 7 2 0 B S
X SHAT BA . IR U Al A F RS A 7 VA A vk sl TR R AT A 7, AT
X RIUREEAT Ry i 3 B o Hs AN 04 o SERE T VAR T+, #lln Voigt, 5 156-69 5.

[0150]  FH A6 7 IURL -5 ik () T 7910 Ay » 48] 4 A e s LA YR 0 845 P B AR IR B 78 711
ot A7 A Ak R, it Syloid® A (Grace) & G2 /K IERR, 40 SYLOID 244FP,
#lin Avicel® Y (FMC Corp. ) Tl ET4E %%, 4141 AVICEL PH101.102.105.RC581 B RC 591

A, Emcocel® £ (Mendell Corp.) X Elcema® %! (Degussa) ; Bk /K AL &4, Wi Bl
Wt Ky B A BT AR, 90 W FLRE A ERE R R AR L LA R ORI S
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K7« TARKVEHT « RKVERT /D ZZ TR B ST BEVE N B IR =405 I PR A4S B = R EE JRE &30, 4
A 2 e B I M VR TR 4T 4 25 E, 19 0 PR L 4T 4 22 O R PP R AT 4 R B N 26 B L 41 4
=, B O TSI E LR CRRE RAE Y 2. 0x10° £ 1. 0x10° AL 1. 0x10° £
5. 0x10° 4y T- 19, 4 i i Bkl PolyoX® (Union Carbide) FIMLIEF ) B8 2. L W& Joe i

BRYER CRERZ B 20 1000 [1°F 143 3 120 500 2244 2500 FIZEA FET ), DL R B IR B
I s TG AR, 191 e S 1 5% 2R 91 8 7 R TG e ), 49 B BB P
Je SRR IF - PUBEFEBRIR 56 IE /N R $h B E ) e S £, Jo S I 5 K
AUy, 1 BT B BB IE - U LSRR W L IE DR AU LR R IE R
e CFEBRERER BE 1\t 4k £ L0 £, SR AR 2 2K A1, 9 ey B R P I
JE R A I DRI 56 1+ /NI R B B0+ /\ T e, IR I 1 2 30 e e i 2
FV={E 139 2R O M) A L B 8 MR IG L S R G L P4 U R P A R T, I
KL B = T TR T VPR, I T PR %2 F S R K SRS L I 5 ), SR AR LA K
(LB T FE TR R AP G | S B PG S G  — T B R TG ol — o i, B 2 B
PRI BRI, 0 S 4 L T R R ING 5 £ it 400 T PR RIS L 5 £ ¥ 2000 0 BN, 5 71 A
&R L® (BW0) s Synperonic® (ICT) BFRE LKt / FREA LIk BEERY .
(01511 fE— L5l 77 5, B AR 302 FF (59 75 32450 FH (00 24 0 4015 W 0 ) o s A 82
FUA B 4B S P 1 2 SR 242 BT 32 1 B A BT 24 5 AR F s A I
— R & PRI . LA SR T DU B AR B

[0152]  FE— 465 i 7 S, BEAR S AT I 7 VA5 P 25 40 45 ) g LA SR 1 3
Tl 25/ GEIR R IR (KT, IR 5 LA D W5 AN D BRI 8] g 0. 5 /N 2 8 /NI 4132 45
Tk T RIR AL A IR T SR IR 25 AL B o R 2L B 60, 5 AL P B 153
il B 2 o 2 A 5 MR 301, TS 305 T T 0 Y578 A4 Wl 2 B0 R P
.

[0158]  fE— 45577 52, B AR SC 20 T O 77 VA58 FH O 25 20 45 ) P 3238 %
Rt 24 FR 028 A 20 £ B A B 43— s 22 L T B % 9 W T 59 i 1,
UL R 1) S JZ A %P 1) S N2 4 08 43 PR B R 37 W 43 2 3R bk, 9 LR
A IH B TAS e BT BN

[0154]  fE—4E5 i 77 2, B A ST 20 FF I 7 VA P 250 40 65 0 60, 25 s A R T 2
WEPER Y S 1 T DRSS 2 AR TR T

[0155] 7 ARASE (O 2 401 ) AT 4R Sl 200 0 JR T o T B T A B o AR ST M
7 500 B T T ARSI A2 R 4 20 A ARSI 9T 0 S A G S (0 ) 8 B R e
L) B A A DA A T S S AR I T I 9 A LA T 5 1 25 P 2
T o AL TR 2 ) A AR A ) 1 SRR HE . 7T 43 B LA B it D 0 5
TER o 2 BRI 2R ELEAE A — 208 PR AT LA 4385 e 2057 50 B T 2 24 5 22 A A D B B
s . 2R 5T A SR M T

[0156]  Z5A LT L& b 7 AT WL AR, I 7T DASRASE 2 Bl 2 W0 JSCiR , 0 o L 5
FIORE R I S0 N 1] A T BEBLAE 25025 24 ) 0 2 0T, 1 28— s ik eI
Fo CRIE PRI ) o LAZEFIE (9 1 160 SR P9 SR A6 B AR b 326 8 (R0 ( RIIRESERR I ), AR AL
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Zies 25 Ja B S RIRE I CRIL, 3R ) .

[0157] LU LA TR T R IR < 700 JBHE L FUF S ORL Bk RORE L FCRE 7)o B4,
W AL G S PEIR 7SR/ BRI an 25 2 bl B2 ek (B an oK B4 E R
FUERY ) B IE TR ERIRET e R (g AT A 4E R ) R B W IR SR KR A
Yo R IE G RIS R BRI R T VA RS, TR 242 b nT 5 () A R
TRl 7 TR R 0 AR SR T e M) (CRUE SRS MR ) BRI ERR E R, AR AR
TUE IR B IRIR I A1 T B FE IR RN P AT 4 35 R PSS AT Y 285 3R LG s dt
i B B v R R BT AT I B SR IR AT AR R BN L B A R Eh TR IR A  H 2R RS L R L
FUBE BEIR A I RS  FLBE L S1UE o H BRI SR A TR AR . 7E— 2B
SErP R AR ORI, AL G R B - B 25— 3 i ek ) o A9 G, 2 i e PR B AR AH AN BR A
WV 188 ZRFL AL Il PR R EY « Sl b iy T\ S VG T FLAL IS WK (L AL AR L ek — 4R
HEE 7 N S LI B L S Sy U L8

[0158]  FE—NJ7 10, 75 LR IA PR 1R it 35000 FH s o 1) 3B 38 3 B 8 il SR 5 A vt ME Ak
E RO

[0159] K& FIBaE kI 7 fEe S ), DL IR A e il 5 IR EF e 3. A@ ks &7
a3 R AR AR TR, B KT S48 e M PR AL IE R (1201 STARCH 1500) ;
BHIRS s B, Qe 0 ) 250 B A e B Bl S MR s AR S Om e, T v AF B g R TR i
PEIR 2h A SRR Panwar IR\ (ghatti gum) AKYH DI (isabgol) 41 Kz fRHY
W R PIELT YR P AT 4E R R LA el (PVP) VEEIR BEER (Veegum) « V& A2 Bl $7
R FLERE VIS RO ATUR IR 4T 4E R, i CHE AT R IR AT 4 R R PR AT 4 =45
BRI YE RN AT QR R CHRELT Y%= (HEC) RN LT 4E 2R (HPC) (R TR 2k A 2L 4T
Yz (HPMC) Tt 4T 4E %, 1 AVICEL® -PH-101. AVICEL®: -PH-103. AVICEL®
RC-581. AVICEL® -PH-105 (FMC Corp. ,Marcus Hook, PA) ; & HIR&W). S @RI
FIFEEA PR TIE A IR ERAES I 2T 4k 2= R IR ET 4 22 T2 PR &5 650 el b H BRI ik
R (BB R IR A Ve Ky R VR A . fEMLERAE 1 25 46 RS A R KP4
50% 4] 99% H &,

[0160] i@ RGBT RE(E AN PR T- B IR — 45 R RS - FLBE « (L AL e 0 LR 4T 4 25
e e H BRI SN T UE R ARG

[o161] & () AR AL FE AH AN R T B 5 2 1 s 4T 4R 2%, R IR T 4 AR AL 4T 4
AR A s RARUTAR P B ACHe W G s M R IR S WIS, i TUR IR R BRBE B HV s M A
B ACRET YRR, AR P AT R TR AW, WA R AL AT HRVE ¥ sk ERES s Tllib 4T
Y22, IR I CTRVER BN ZE S STARBR TR, 10 T oK UER « 4% BE B R EE M TR Ak
VERD AT saligns s KRG 7R AL AL R 25 W AL-E M T i g ) () SRR R R AL T A
7], HAE ARG AR N R 75— 07 M, R I 2y A 5 549 0. 5%
L 15% 8L 1% 224 5% & & 1 i) .

[0162] A3 IV R AR AN PR TRE R RR 4 BRI S5 s Wi s i 0l s Hov s
BB R T, A0 AR R A B 2 T (PEG) SBENE TR A REEER RGN 8 A A
=R/ PR SR A E SRt NG 1 1IN 2 SEMEE Nl 7 et I /1 BN S N B NPT =L 28 =
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B W s HEERR O B0IG 32k Ak s AU EREEIR, 1 AEROSIL® 200 (W. R. Grace

Co. , Baltimore, MD) FICAB-O-SIL® (Boston, Ma [¥J Cabot Co.) ; RILVREY. fE—J7

1], AR BE I 25 A 5 2 0. 1% B4 5 % BB (K31 51 o

[0163] /E?iﬁE@@J‘Jﬁ%’]@%ﬁﬁ?ﬁ‘:/ﬁ%ﬁyC‘AB—O-SIL (Cabot Co.,Boston, Ma) FlJ;

AR A . B EFE R T ERUAE E KA M FD&C Gk, AB TR AE /KA EIK

ANEPE FD&C Bok), MIEE (color lake), MITREY) . CayE AR KE R G R It 22 4 JE

15 KB G, HFEGR AR TE .

[0164] [ 24 EEAR, RIS AE [F]— 578 A R 2 3 AR FE B T B B8 T 3 fg .

[0165]  fE— 8Ll 7 Z2 o, Bifi A ST o8 TF 0 5 A5 FH O 25 0 4L 0 e e o) g s ot 60 1 770

F R BE ) DR A 1) 22 5 1) A R S A A ) R AR R AR

[0166]  Jva A< ALt 52 B 1 FH B/ i N VS Al Bl M R 0 AR

[0167]  TE—4E50j /7 S, BEASCA T 5 AT I 254 G- W G s AC . s A<

FE IR —FhE 2 b ARE RIS BRAT 4 3 sTH IR IR S - R TG BRIL IR Y s BEFN BR G IR

SR AR T RN PIEAT 4 R S BEIRES IR N I P IE AT 4 R (BB IRE N

FETHER ) S BRBEIR L4025 — IRRS (PVAP) ; L% R G — I IR IR Y ; Pk

NG IR R Y, BEIR AT 4 5% ( BRI REAAL 25 — HIREE LX) s K LM Dok R IR Y

RFIENER / WIHIRILRY 480K — PR L0E LFE 4T 5% s DR FATRI, IR 2 A 25 1 L 47

Yz s VISR ZE — FIRBE IR LT 4 3% sTNAR IR AR 5 HUfke

[0168] s AC A2 B T 1 30 AU e 3 TR S BRORE Bk L Ok 55 1 LA, AT HLAE )

BN T A 2

[01691 A0 A< 19 1 )2 F B E 4 A L1 Fs o) 351, 6 mT LU ) 1 78 264 AT R I ke

RAES 7 TR

[0170]  JEREALAR K 1 5002 /K e A R ) 8 2 S 7 5 10 P ol P 7 o R A A 5L

AR TR LILATYE 2 R P IEET Y4 20 B8 £ T 4000 FIAR 25 — P ERES BR 4T 4k 2% . #Ef

AR 55 Bl A R — SRR Ik o 22 8 P o SRl ok 22 T B0 P SO A 1 4% 1

5, BLHE 53 2 19 TR s il A R BT B 3

[0171]  FFIFIAIR] B DAR B il 4% < S i) Bl —Fhak 22 Fhre Sh i it 2k sl 7 771 41

AR R R AR BORCR T 20 1 1 A3 i BUR BUR E B RS RS A 50 fE R IR RS

W ) RBEFIRT / B 0o YRR R AR LI R (1 s B

[0172]  {E—8LS il 7 &, BlAS SN TF I 5 VA8 T A 2 2 ) e B e e ol i e 28, I

FILAH IR AT 4 25 e B PR IR A5 4% o« W IR 3, AR A IR A3 (DFC) , 7

AR — B S — s B N se B ZEEE R . TR EE (SEC) 2K

PIERIR T, an B AR5, S I A H v L B AR L) 22 TR T 24k . IR ZEIET] LA

ST AR N B AR AT B, DL gk s M e s e

[0173]  ZEEFFRF W] T Bk AL

[0174]  {E—2Lszjl J7 iy, BfAR ST/ FF 00 75 A5 F 0 2 2L 6 0 ke T skt Ay S e i

TR, AR GEAR Rl | ikl 35 o L B0 1) AR R IO 2K

[0175]  fE— &Lzl 7 ZErp, Bt AR ST/ FF K0 5 A5 F 10 2 201 6 ) R ke a8 ) 7Y
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[T 3, B AR B IR RREE ik 2 i1 [ FURE PR B O 2K

[0176]  7E—4850jt 77 S, B A SCA T B 724 I 294 &) 2 s BRI K . an
FE U AR IR, AR “F 887 Fig— Fhom L, b2 101 ARES 21T, 05 1 o 20 o S 11403 2R s 7 B AN [
THOBEAA. BRI A ARE IR LM (extended) \HEK (prolonged) « FFEE. ikt itk
AR FRFPREI . R AL ) 25 AL A A FH 22 AR AR AR N B L R ) 5 R e B
TIVEBTH) 4%, AR ERIR T, JE T B B BB A E | 2R IR B B 1A e
RE WA 2 Z A R HL A A o i M R TR R 0 s mT LI b S8R ks K /A T R
[0177]  FE—85Jt 77 S, BHASSCA TF B 751548 FH B9 25 40 & 0w L 1l b Re 3R v M 571
(5, abexinostat. abexinostat [ Eh MM JEFT / BUAMEIR JE i & ) B2 2: Bnl
21 BRI R T

[0178]  SIEBA A WAL, FBEAA 1) VTR PO RS IS 78 1 1 8 — BEI 1] Pyt 24
FRIE A N AR I R FH 6 BE A A S 1 11— B () N A5 167 0K - I 24550, A
PR T () g 24 LA 97 3o o B R e i) 0 g S 438 TR 2 N FE I R A, IX 46 35 A A2 AH
IS (1) 05 A5 TR U T AN RE SR AR IR o A0 — el g Sy, B S TE K 1 — BU N (R P 42
BEVATT A K SF [ HDAC 304157 (45101 abexinostat) , M T 45 ik 5 K i) [ fr 24 3 24 0 K
[0179]  7E—SL5jl 7y ZE by, 0 I A i [ (500 28 mT LA Agt B8 ol Ay P A B A 1) B R R T8 1
JRSRIZEY , B, GnfE A ) 250 46 1 0 IRGRIZEY , LR s A ke 52 78 15 1 1)/ i
(RIRE T s AR 2R S s o) () BRABE S () BB HH R R 371 / B 7 (BAR I BOANVEL AT ) 5 L
Frim R A/ BRI S LA A R URE R R ROAL S BRRL BRARORE, ‘AT B B LA i K
AR ) o AE—ANJ7 1T, WA CUIRGRI B AT DL 2 [ AR 234 B A S 0 IO R BRI
(e A SRR ) MRE (BB ).

[0180]  4E BEAY FH U ARTE « LEIRRE T Fig RS AE I 1 A — LG 5 ] TN (1 47 B 5 PR i
(1363, AT B G R B SRR TS B 56 R TR A B AL T R o AR Se S T
S, SEIR BRI 7 VAR A o ATART A R R AR FH AL 65 1) )5 FE MO A B A AR AN 2 7E pH A
T 5 08 W rhHs il ABRAEL) 5 FITE 1) pH R A 7524 B IR SE e b P AT feT SR 30
H pH AR v A T 2 1 B 5 7 SR -G T T AR I A< LS ) F B i [ sk . 76
— S g S, T AR BRGNS T RIRE S . eSS &, BEW K
HAHBRRA Y, R —Le M 5T, B EA R T -

[o181]  HUEZ, BFR A AL R . ZEAREET plDT A

[0182] TAMGIRIE G . NIGIRE AWK ( LB CNITEARDBAA T IR ) vk
B BIFE BRI R M AR A, o 08 P TR I B2 2R 6 ) A9 A 4 FR B TR s B SL SR ) A e =S
FEIG RS 284 . Budragit &% E.L.R.S.RL.RS I NE (Rohm Pharma) #] ] T E1T
B KA A T8 41 . Budragit Z2%1 RLANE FlI RS 76 8 it Al i, (B A 18 0E M,
FEH TH 4. Eudragit 251 E 768 DM, Budragit 241 L. L-30D 1 S 76 A
AL TE Th SRR

[0183]  LFYEEAT AN . AIERITHERATEWNG Fh  CEAYE R AR R SMAE R
P T 1403508 2 Mo PR TS 1 S VR G o ISR W] B 5 AR () R P R S B T A4 o 4128 — R IR
FRA 43 (CAP) 1E pH>6 T ¥ fi#. Aquateric (FMC) J25E T/KI RS, /& — Pt %5 T4 1) CAP
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EFLI (psuedolatex) , HAUk <1 umo Aquateric H I s ] AL HE I B JE v iR A &
Wedk B H s . e AN f R ATEW AR il = RESIRAT 4 R (Bastman) ; FIE4T4E
% (Pharmacoat,Methocel) ;47K " FRRILNIE FRILLT4E 3 (HPMCP) BEIARR LA Fk R 3L 4T
YEZR (HPMCS) s MBS IR IR 2 N 2k L 4T 4E R (540, AQOAT (Shin Etsu)) » HRIW] BEE
H AR FE A A5 4k, . 4201, HPMCP 41 HP-50 HP-55. HP-55S. HP-55F 2§ /&4 idi ). 3L
FILAT B BRI RE RIS AT AR AL o 2, 538 2 0] PO B 3 BRI 1R 70 TR 2k FR S 41 4k 35
FEHASPRE T AS-LG (LF) , Ho7E pH 5 F¥H# ;AS-MG (MF) , Hi7E pH 5. 5 FHH# 3 F1 AS-HG (HF) ,
SLAE Sy pH VAR XL G MR A Uk B AL, BAE S 4k T 7K 43 BUi
[0184]  ERPEEFR Z A4 HERES (PVAP) o PVAP 7F pH>5 R, X T KV B H 5
KB IE M.
[0185]  fF— b5l 7y S A, A A mT DLl A 2 98 A 50 R RT RE i e A A R TR 5
FEF AR/ B IREREE, CAR ARSI O . A SN EATIARETER = LR
(Citroflex 2).=Eks ( =B&IE H MG ) « ZBEHEF B IR = 4 N5 (Citroflec A2) .Carbowax
400 ( FE L 400) RB2R — R — LR AT IR — T s SEuAG S H sl H i TR D R s
P BB — R T W R b, S R G IR R S il B8 10-25 % EE K]
TEAGTR), RER AR IR TR R M B R = S = IR o A A E R
U 55 B A A AL AR o DA TS FE L 20 LR £ 1 HRGRIZRY 1. 22 31T i P 3928 1Y) s
KA AR E
[o186] [Pk TR ] LA ) A i igs A €3] B R 77 2 T PR 50

THRF T B, s B sk PEG) , DAREES ol 2 BUEL A R, ek 60 4 SR I 1
AL i o
[o187]  H W 44 3& 1 2L TN 46 R 3L B M) 2 Budragit L®, ¥} 5] & L-30D®
Fudragit 100-55®, ‘&A1 E () Rohm Pharma 3% . 7F Eudragit L-30D® T, IF 5 &
SRR A 1 1. P, DAL A T pH KT 5. 5, B4 1. 5-5.5 [
B, B, — A7 AE 1 B W A (1 pH s E2 L S I A sl Vs A E KT 5. 5 11
pH T, BE, ZE/M R A7 4E 11 pH AE
[0188]  FE—4Lsijfi /7 &b, MORMELHE RIS NG IR R &40 A1 4 20 AR R IR IR L0 %
K R MR A . ARSIy &b, Mk 4 Eudragit™ %51 B L. RL.RS\NE. L
L300+ S\100-55. 25 — FIRER PR T 4E &= \ Aquateric A —MREGFRET 43 . LILET4E 5 40
KRR AL 42 DR B TR PR TN 28 R 2R 4 4 32 SR B IR L0 4R 28 — R R Jig AN
Cotterico
[0189] X F—LuS Ay 254, Ik LA “ i oy AR 254, Horb s — 50 B4R L 25
WILET &, SR 5 A2 o B (R R, 2 SRR IR 259, SR 5 2 — B AN ES R o R
T T B R 2R T3 k™ B, TR AT B 2 24 ) 1 — B IN () P9 B 29 R, 2 S BRI
— AR5, AR5 A — B AN ES M TR T35 IR 5 R0 25 908 T < Rk
[0190]  Jhkydr 24 4pst 1 45 G m FH - B A T 43 B L — Rt FH 7 R B = R I3 ) A
5V (presystemically) |7V AU 35 P 55 R0 R 4 47— 5 1M 2% K1 DL S 25 342
BRI TR o
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(01911 i3 284 e AE ¥4 il 1 i S T 70 i3 10 P00 B () i BRPE AR o2 BB AL $R A — AN B2 N T
BENK T A8 T8 A 16 22 A R et st 300 ok it FH A s R 28 2 ot R 2R 6o, B AR UL HE IR 1
HDAC 3571 (40 abexinostat) sRILZy24: bl #5532 i 2R A HIF0 o 40, 3% 28157 L FEE AN
W T7E2EEH LR 5 5,011, 692.5,017, 381.5, 229, 135.5, 840, 329.4, 871, 549.5, 260, 068
5, 260, 069.5, 508, 040.5, 567, 441 Fl1 5, 837, 284 FH IR [ LL . £E—ASSEili 7 &,
BRI SRR WAL (BE 2500 ) [0 ko ] 4 O ARS8, B[R4 &8 R SRR
(IR 28— LR AE R PR N S5 FEAS b 7RI AE— 2 57 &1 HDAC #0157 (451 4
abexinostat) B Zy2% F A2 I Eh . 55— 40k T DUJE AR AR 1) sl A & AR RN / Bl o
o B 2 R AR LA I IORE, X RO E T IR A P A i B E N E R 2% 2 Y
75% AIEL) 2. 5% B4 70 %  EARIEL 40 % £L 70 % 1) HDAC #1157 (4141 abexinostat)
B 2% BRI 2 (1 3, 1% HDAC I 5 — R ek Z ik & HNR & . AR & 2% bl
ISy, B R DRSS “RIE R IRHRN G 2 2 /M 22 7 /RSER . AIE A
A ALFE—Fh k2 Pln] 22 1] B AR AL A, 40 0, AN 289K Uk, pH BUR B (AR ), WA

IR (101, Eudragit® EPO.Eudragit” L30D-55. Eudragit® FS 30D Budragit®
L100-55. Eudragit® 1100, Eudragit® $100. Eudragit® RD100. Eudragit® E100.

Eudragit™ L12.5. Eudragit® s12.5 fi Eudragit® NE30D. Eudragit® NE 40D), 3 #

M e 2T 4E R AT A I SRR AT Y F TR, s T AR R R R AR AR, AR IR
HDAC #5715 abexinostat) s 22 1] 52 i Ek ) il 75 i 22 R I
EZUTNEATE S
[0192]  {E—4ESLjli 7 2, AT A TFI I3 VAL - 25 406 W) h 2 ki i B e L, 1
AFEZ 10 b m 2249 3im. £ 50 1w m 22 2. 5mm B 100 1 m 22 Tmm FLAR ) 22 FOR0RL | S0RE
(O RS EE 7 T i B U RLT A VAN e~ = 1VANE 71 an SR ) 1 I B il JR o 1 A o= N &)
A% S AT HIE . 20, 1, Multiparticulate Oral Drug Delivery ;Marcel
Dekker :1994 ; fl Pharmaceutical Pelletization Technology ;Marcel Dekker :1989.,
[0193] AR 7E b IA ) MR TR 50 BRE 1R 512 25 W) A& A 35 VR BURH ) I A i 2 ok
15 2 HRURL B AT LUK Bl 22 R0k 2 15 sl P DL 2% A A B AT A, s MR &
V) B KR IR TR R S8 . 20k ] g — 2 I TR IR sl 31l
[0194] R 25PN R Ge (IPDAS) & — 22 UKL FI AR, 0 i Hs il oA R 3078 i
R BRI A . BRORE AT R % R I A BOR HEAT il 450 ]l A AN R 2R A
WRGR BB BRRR LI . 8, Wik ] DIRE BiE M sk s B s b, B4
7 BB 2 kL . 58 W] Al 1 AR X A8 ST RURE IR 2 Bk BT R SRR L. — B4
IPDAS Jv, FLAE B H JGE i A 70 B0 290 BRORE, LR 5 DASZ 4% B ANz i i 77 200 15 i
BEANA 38, AR T EORE o T PR 2 R0 P BRI 2 1 B i T35/
TR ) 22 BOkE P B SR S AN/ SR G4 / WS T o PR T O AR 1T K 42 TPDAS 1Y
o D 2 i R0 ) 22 RO 5, FLORIE T 290 51 28 B B R )2 20
[0195]  EfCIR CUIRZS WU ZR S8 (SODAS) s —Fh 22 Rk £ A, L REME ™ A= 1T 50 8L 0 B 3%
M 2 A A 2 g 2 R SR o LT 3R A 22 ol il ) 25 R T80T =X, 045 25 ) OB AR 5 5
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SRR L= AR R O ERE A /D 12 /NI, A3 Hb, WIAS RIAH SO, 2 h 25 R Tk
TEIRET /NS o
[0196] R 4mFE L ARZGPW R 48 (PRODAS) ZRINA Ml B s i e vh & & 1 K &/ 7). 3
MIMERR P AE T H AR FINRZAE R 2w fe ), Horp g —A~ o
FC 1l - 2 7 R 72 B W T W AN R R T 2 ) K 8 20 5 P A S THORE | AE IR AR TEORT /B
PEREAN e BT GINASRL RN /N 300, DT e 28 24 522 T RE I HLOR/NEH b B4
1. 5—4mm,
[0197] ARSI W A AR N 52 ORI VF 2 H & SR AR 45 8 2R e dd T 70 S 0 17 1) 514)
IXLEH I8 R4 0] 1B, a0, BT REWRI RS, R IR E CFIR R RET R C
Wl s 2 FLEE G, A RE U THER G RS, AL FE BS BE, IR ] F | R [ e A5 0 s i R
s PR DT, Bl - = - M= H R KRB R S BRI RS R TIKRR S
W VR 2 AT AR kg ) R0 B A R R ORGSR B ) SRS . 2 WL, A0, Liberman 4%
N, Pharmaceutical Dosage Forms, %8 2 iz, 28 1 %8, % 209-214 70 (1990) ;Singh 2§
N ,Encyclopedia of Pharmaceutical Technology, & 2 i, & 751-753 71 (2002) ;3 [H
L | 5 4,327,725.4, 624, 848.4, 968, 509.5, 461, 140.5, 456, 923.5, 516, 527.5, 622, 721,
5,686, 105.5, 700, 410.5, 977, 175.6, 465, 014 F1 6, 932, 983,

R R E
[0198] {5 — 2L St 77 52 1, B A S TF I 7 VAT F I 2590 415 ) 7 A FH A T B R
N 53 B R o 4 R 2 L ) 3 O SO R TEGR Y (2, Takada %5 A “Encyclopedia of
Controlled Drug Delivery, ” % 2 4% , Mathiowitz % , Wiley, 1999) .
[0199]  {F—4bSli 77 G2 h, B AR SC A I 7 VA8 F B0 2590 206 WA HH oy e ) 2k o o
AT B, 1235 e A 3B K B IR )« 2 Tk ) Bl R T 1 KBRS 4 RS SR S R R AR A7 AL
W GIATAED, 2 BEFE E .
[0200] W] ] T 70 B & il 22k o IR A R R AR AN BR T LT 5T 5 2Rk ] ZROBE RN S REVE R
SR PR AT R AT P SRR A P2 SR AR R B T A SRR i 2 R TR e 08 i R il ]
ZEME S UERD, WOBDRS TN 22 ZERIKG s S A IR, an SRR W IR, an SR i s BEIR 2R I R TR A
TR W IRIEER A AR, WA g R (BEC) R CEA Y (MEC) (& AL 4F
Yr 2= (CMC) « OMEC. J2 LFL 4T 4 Z (HEC) (RN FRET 4R (HPC) (BRI 4T 4E 2= (CA) \INIRET 4k
% (CP) VT ERET4E & (CB) JBHIR T MR 4T 4E 5 (CAB) \ CAP. CAT.FRNZE F I £F 4k 5 (HPMC) «
HPMCP \HPMCAS « ffi < = BRI R F2 N A L 2T 438 (HPMCAT) AN ZFEFe ZALET iR (BHEC) 558
LIRS Bl (58 CME RERIR SR B s Tt e 0T R ER s A BEIZ (RNIGIR s L FE
RS TN IIERY CEUDRAGIT®, Rohm America, Inc. , Piscataway, NJ) ;5
(2- B OHE - PEAMERE ) FIK ;L- BRARM L- B2 R SERR LY T BRI
Mg - I CRILEY) s 5 -D- () -3- RET R ML E W IRATEY, W PN IAEE T s
RIENIGIR F s FRENGR O NGIR GlE - —REAFE LE) FENGIREE (=
PRz A T ) PEENIG IR R UL I B R AL R Y .
[0201] {52853 77 S P, BEAS SC A TF I 7 V245 F R 25900 206400 FH AR B e ) 25k o o .
ATECH] o 35 1 B SO AR Bl o BT MRS o, — BLge 24, - B0l 3 Ao s 1t 28 s idh AT
B 18T FHAEAE S ph i 25 U B M R FR (E AR T, AP TSR, WS L0 RN |
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BRI IG BRI BT M BERENGR TR P RENGR TR SR
AN TNIGTR PG - FEENIGIR T ERIL R M - BEIR OIGTRIL R 4 / TR IR HE 5
Vi LA ) IR GRS IL Y R 05 SEE R LG BRI IL Y M — & L0 IR I
FEMRNE PR —TEEE T IR ARG O /| CIGBEILERY) . L0 / BER 06
B / CIGHE = e e RN I | CIRRIE ST R R A S0 BEAL Je e BB AL B 25—
AR £ TR R ARAG IS AR I L 38— R ek S e R SR e R R L SR 4, RIS KB A,
U FEET Y 3 B PR T 4 32 A8 SR A i RAZ TRV 23 AK R K SR B IR £ 04 B s IR AL &4,
TV B <l R =

[0202]  TERELUAERE R, WIE RSN )y 2 nT L ol anfd FH R 2R 2R R R &)
R KR A VRN BOE TR LA RLAR T MR 5 B A ) B L AL A ) v R L e IR )
SR AT I

[0203]  fE—ANJ7 TH] , SSCUERE O R I ok A ATk R AR N 57 50 I8 VA 2% L BB R
FE BRSNS Bk — 3RS R

[0204]  fE—uszjfi S, SIS R A AR A, MITTE S H 298

[0205]  {fE—Lsjl 7y e, BEAS SO G 7 VA AT F (0 25 41 & AT FH B B s R 2 B R
i, AR E RS WE RS AR A (AMT) FiHHZ 0 RS (BCS) . — il &, IXFE
(e BA 2 DWAAN : () FATEERSFIZL0L s (b) A2 gk O R E
J, % B R A% oA dat o 41 T I ) 7K A ASE FH PRI A PR 1] A0 BRI N » DA IR et 0 1K
15 HH T 5 S 29 R T

[0206] B TGPy LLAN 1B 3B 5 B I O A 583 ), 18 B 1) 40K 5h 7,
F A K AT IR B 5302 B B A D N . — KB B F BRI S5 K TR A4, 3
IR “BIEREY” AOKEIR”, BIREA IR T8 K M SR EERTN G IR &4 2 B 151
NP RS BN AR Lt (PRO) B8 2 (PEG) BT I (PPG) 3B ( FEAMGR 2- B &
B ) R (NGIR ) B (FERNGIR ) B LGSRl (PVP) JAZHK PVP 3 LG T (PVA)
PVA/PVP FL 224, PVA/PYP 5 /K 1t S A G FRJE PG IR T R A IR LA BR IR L SR W) & R
PEO ik B S5 K MEZR R G AT KR R SL 4T e 3l L A ORI R L FR AP YR 3% (HEC) VR FE4F
“EE (HPC) RN FE FSLAT4E 25 (HPMC) R AL 4T 4E 25 (OMC) FIR L L4 4 32 (CEC) i lR
B B EURAE (polycarbophil) « BKE  # JR BRI FR 5L Z R VE WA o

[0207] 53 —RBIEFRZBIEIR (osmogen) , H MWL /K LLUFE Wi 25 F&] [ 69, 4¢ Jf Bt (1092 0% s
R GIE R IE R ARREA R T IEHLER, B anmt BREE U 8E L &S UL B S BE L
TR0 T TR B o R VA PR B T R AL BRI B R BN 5 B8, 490 A B SRR L 0
JULTEE LB L 22 250 0 LT 28 B AT L L T R BB R I A HLER, 19 A B R
B KRR E DR TR Dok IR 5 T AL . C R VK MR (edetic acid) BE
12 4 TR R DR B R A R 5 IR & s e NI R A

[0208] W] LA ELA AN RIS HE 26 002 35 500K 5% W 70 AR I 22 DRt Py a2 50 s 128 9 7 ik
4% o B, AT LIAE I 2 FEHE , 6 i Mannogeme EZ (SPT Pharma, Lewes, DE) SRZAEE AT
/NI A B 2, DA BRI A BT R VR T R TR () R 8 R SR TR DA I )
B 8] PN 4 IR T SO 28R I BT 75 KO o ZEIXRIE 0R » 35 2 20 LAIK A F) T8 SR i LA
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AR A I FR 7% 1 i 73 BT 2
[0209]  FTiR A% 0o th ] DA 25 25 At 25 5 T A0 AR ST () HL & MR AN 2344, DL 2857 282 £
PEBE Bl mAs e s T
[0210] W] HI T8 e 0 M B A B G B AP S R NG IR - OIR AL 51 TBE L BRI 5%
BEANET HE AT A, EAAEA AR K ) pH F I KB 3% 1 UK AN B R, 80 5 Tl ad
2B CBIANAE IR ) 1A K AN PER o PR T8 AR 1) 6 18 5800 1R S 191 B, 455 15 2
() ARG S RRAL IO B TR 4T 4E 32 (CA)  ERTRET4E 3% —FHIRET 4 32 e TR TN BR 4T 4E 22 A
PRETYE 2R B TR ] FRETYE 2R (CAB) « CA 2 FE IR LMK CAP. CA 2 5: 1R I . CA BRFATR NS
T4 = IREE IR ETHE SR (CAT)  CA —HIRLEIE COIRIE . CA TRIR L I8 CA A LTRME . CA R &
Wi\ CA T2 F s  CA TR IR T s\ CA X FR 2T IR R B g L TR IR - ELREVE My = LIRIR L2 B 4
FHE =R B HIERE. QB WIE CRIEE R G I = SRR REML M - LR O
fis . EC. PEG. PPG. PEG/PPG 3L 24 . PVP ., HEC. HPC. CMC. CMEC. HPMC. HPMCP . HPMCAS . HPMCAT .
Z (IR ) M (NMIRER ) ME (TENMER ) MR (MIEAKRE ) AHILEY.
VERD SR RIORG L e SRR IR B RS BRI R E SR SRR R OR O R LA R ik
V) B LA FE R RIE ARG IS sl o
[0211]  iE B A] DUR B K AR LR, b fLEEAC B AR Fe 3T HAS 857K A B
KR, i3 EE RS 5, 798, 119 F T AT I XAE BB KA K] 32l i i —
FHBUK TR SR IG B OI6 TG TR DU 0 RN R TR AT AR ) SR TBE L SR 2R Tk
BRI O IR LR E s ) R Al — 9 M B A R R AR AR5 R 2H ko
[0212]  ~3E b IR 1A] AR AR S MR BB GRS FL I e #6536 1] DU i
J b S TR R ) 2E 1 s T B A AZ O PR T PR B ) A8 ST 2 T SR T e T
b, 3 Ca] E A R P TR R, WSS I A5 5, 612, 059 1 5, 698, 220 HH 23 JFISRAY
FRIAN X R B R AR DL
[0213] 5 P A d3 (AR TR0 B RRE 0 28 AT AT AR 3l i~ 57 M i) J5E ML 8 % 0 1
H Rl DA stk B H KA B AT R
[0214] VB3 1R BN 25 20 6 Wi w] A5 3 A1 B QAR ST Il 1) I T ) sl fs, LA
P& R PR BE E N T
[0215] &3 5 R 50 A ] DL 4% BEAC ST R R N 08 N i) 8 L 7 VR M B R SR 2% (2
I Remington:The Science and Practice of Pharmacy, [ I ;Santus Fl Baker, J.
Controlled Release, 1995, 35, 1-21 ;Verma 25 A ,Drug Development and Industrial
Pharmacy, 2000, 26, 695-708 ;Verma Z& A\ , J. Controlled Release, 2002, 79, 7-27) ,
[0216]  fEILE SEHETT S, B A IR B 25 A& W)L D AMT 2088 70 Y, LA & 5%
A RRIBIE I 1202 0B 5 TR B 255 ]2 O stk . 20
EHELHS 5,612,059 F1W02002/17918. AMT F25B 578 A] LUS% AU B AR 53 AN
TR A AR %, B0 485 B3 F i) VA HRL GRIE IR R IR
[0217]  FEIELESEHE T S, B A IR B 25 WA & W)L O ESC a0k ) A, A & 5k
WO B IE IR, 2% OB &0 TR Ry 32 3 A1 e 3N e 1 25 2 b ] 15 52 R T 77 33k
(S

Z =7
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[0218] 7485 77 Zh, BEASCA T RITEAEH I A a2 Z R niER. £
2 R s L, B 2 BRI O EARERIBIER] ) , ARG 2 iEac. 3R
BCE T A b, ARG R R A B A AR IR 25N —
J2 (RVRE T IR) By 22 21> 36 /NS (Y I ] o

R
[0219]  7E—2C5ji 77 Sy, BHASC A FF B 73248 F B 25 406 0 R 3 RE 51 28, %511 L e
W REAN DT 75 % VR I7 TE TGy B A, A0/ B e A A% O Hp &8 1R s YR 9T 1 B4l
B B EORE TR A R e HE T, 1 USP XXTT, 1990 (SEE 25 ) Al . SR 294 548
TR ) IR K 7] BRARL B IORE 55 55 o

W '8 A5 24
[0220]  7E—2LSi U7 S, BEACSC A FF ) 77 3240 F ) 25 406 Ay e ot e S v EORE N
AT B A 2, UL R sk R g 25 2. AT B B A1 25 2 FEFR I Bl A
P B O 2 Y PRI P B Y P LD N R R R 45 2
[0221]  7E—S85J 77 S, BEASSCA T B 7 V548 FH I 25 406 ) 4 B ol i & T i B 4k
25 IR B, B RE VR BTV LR A IR AR AR AR oK A 3 RO 5 AR S i
TV T ] SO VB BRI T AR 28 o KA PRI B M D42 ) 28 B2 AR AR N 52 L
B E T v 45 (220 Remington:The Science and Practice of Pharmacy, [d] I ).
[0222]  FRIAH T E A4 i 25 A -G WIS — M el 2 Fi 2 2 B R 52 I B0 AR MR
TEFR, ALFEH AR T /K MR 2R AR MR HE R PR iR IKHUU A E D AR K BT E 7
B3 8 301 R 0 T v A T R ) SV IR B2 R B AEA TR S TR SRR IR ) = R 3
) Y VTR B LA 4 55 HE R BB S R A R IR TR (eryoprotectants) IR T IRT
7] (Lyoprotectants) AR5 pH Y15 75 A P PE T AK
[0223] A3 7K PR AR BLREEAN PR T 7K EhoK S AR 3R K BB R 2% o Sh S (PBS) &4k
B ST B AR E I S R S5 T 2 B S VR TG T 9 I S R e W R L R R AR FG
ST AR ACHE 2R AL FEAEAS B T RE A0 5 AN 4 M e B2 BT S T DK AT A Yol S RO 9
AEAZ I AT T Z1 A 22 BRI K 529 S AR T S K S R R v 1 R B v =
BEAEERERF I o AKTRE A BISEAR T L1, 3- T TR GRER O (Fluk s —
B 300 FIEE & ] 400) I B H i N= FI2E -2 L oe i . — FF 2% e g fn — AR I
[0224] A IEWIHUTA A BT R AL R (AN PR T4 « M s ZR il 571 28 AR U T e )
5L R R IR P I RO P A P R AT R T A 7 R L U R R U N TR I K T R R 5 4
FREARRRANEEFLRR . GENEEHOREAR TS HmAcG e, 51Ems
MFEFEEAR TR BT ER . 518 P TE WA ST R 548, A58 0 1R
AR IR A . A IE I R R AR (AR T 3h i & R . 518 I BIF R 7
HORAE A A ST IR TR L, O FR 3 R IR AT E il R NS AR AT e = SR LG el &
T PR LA ) B 456 Gn A S il i A8 28, B B AR S0 K L A B H R R IS 3R AR S0 K
L AL B Y R PR 80 AN = LG BR IS . & BB i B2 & M B FE(HANFR T EDTA. &1d
(1) pH R AR EA R T2 8 R TR IR . &1E K46 R e EA R T2
RRS , UG o — FRRING . B — BOMIKS RN ZE — B — BOMIDRS (IR T 258k - B - IR AL T
FEmE 7- B - ks (CAPTISOL® | CyDex, Lenexa, KS) .
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[0225]  fE—LUStE Jy S, BEAS SC 2 T B 5 248 FH 0 290 2L 6 A0 e o) - #0551 2 e
Lt 2. B EHI A Tl MR SGER g . 250 E N B AR 250 A
240 e s L B R DU E R BT M 18 7 5 a6 20 T ) LE U AR
SR ARSI BRI o

[0226] £ L85 Ty S, BASSC A T (R T5AAE T 0 29 4 & 0 4 B B8 v v B
o AE—LBSHETT S, BEASC A T 5 A8 ¥ 29 28 S E D T8 BT 88 T 7
PRt A FEUR TR B TR AR50 e AT P R A o AR SN SE il S8, BEASSC
WIFRITEAE T I 25 AL A D RO B e R s e ko A8 30— ST S8, BtiAR 3L
WIFITHEAL B 25 AL S A 0 e (TR AR R i R AL, i A AT R A . £E
AT G BEASSC A T K T3 EAE A I 25 AL G AT O BRI RS E B LR R A

[0227]  (ERCLCSCHE Ty S P ASSCA IT T A /5 B0 B i i 8 A plail A 2
JiiE, AAEN AL FEE A (a) abexinostat BRI A, & (b) PriLE E . /5L
ST S DU E AL TR AR JE B o AR 2SI T S ST AR D
RGP s ST E AL psrI DT PR R A Ji 5 A B2 D B 8 A F XE VA 1 1 T A 1) e
E I RPN E A G AT HIE 5 SR VR AR R A R ol e 5 et et B A j s e P ) I
FRIVE YT A A8 P DU A PG e T 8 38 R DT A A R Ry v B 5 165 0 400 Y o) e 10 A8 A R )
HIRE s AR AL s A Roh & s Se N ER A& .

[0228]  {ERLLESIHE Ty S P, AN SCA T T AEA /5 B b 1 D e e sl 5 (A 2k
(K5 7510, AR XA A (a) abexinostat S ERK A M, & (b) Mm@ s dLdh. 78
RN T S VA R AR A e JE s SR DT 5 A SEXT A M JE s SR ST Y
I 5 S 2272 W PRI JE s 5 v R R RE AR AR 5 S A e e sL R A A 5 e
VRAEVRTT 0% R e s CL40 ke HHOGS A Mk 8 s G s (e A e o A5 P i e JE L 2
SR Tt A8 X T A e e s 2 PR WE S 5 100 8 R KT e WA R R R R B M B
HER ARG R e ER4 5

[0220]  {ERCLCSLI Ty S P, AL G AME A T T AEAT /5 BN TR 7 RAE 10 75 B
JEH] (a)abexinostat BCHER ], K (b) UME Ao (£ LLSLHliTT &P, P e
AR A e JE B B o AR BESE TS S, ST VA BRI A BRI I BUIE SIS T
1P AR R [ R 5 S 2% A eI 8 AR BRI R VA PR IRIRE (R AR s S BT 2 B
A I s R VRAEIE S R R R 2R R B A R B M B e VAT i A P B 8 A=
JRFR 5 BT BB REHUAE AE RSG5 B0 48 R AR G B B B A
BEFRIRAT RGN R S BCE TR 4L

[0230]  {EACLCS 5 S b, AL — 5 A I T AR /5 B R TR T RRE 1 T A
JtiH (a)abexinostat sk iR, ke (b) WHMEbAJE Bt sh. fE— L85ty S, 105 Tk
BEEACNT i M B B SR B 5 SESR A MRl e L R A UM R A i 5 A 52 74 D8 A Ak i e ¢
FCERMEVR TERRIE A L 5 SE i e Je sl sh 1A A s VR T IR R S C A K
FE R XS A WA 8 S S5k PRS0 P TR A FE e e i JE s s 5 SRR A X i e JE e B 2
FR A L 5 100 0 X i e iy S 5k R B2 B AR e 8 SOG2GBS e AT
EEAE.
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[0231]  fE—H850jtE 77 i, WA SO FH 7B - 29 A & F T 97 ARE9E. 78
— S T S, BEA ST A I OT AT FH AL S TR NI R G E. 16—
WO T 2, A SO T B 71248 FH B 29 AL G T8 AN SE R

[0232] 1MLy 2% 2 ik 458 01 30 B B o PR o » 20 1 L9 B 2089

[0233] kLR 2 A0 S e R R A0 M AR B e o IR IR A RN SRR . — R E AT
LR ER, HobR R E— PR Reed—Sternberg 41N AN, 5K RAEE DT LWE
9o, SRR PRI 2RI — 4L S R AN Mt o AFE T Sk R T — 2 o R 5%
Bk (lEdEK) FRAEAEEN (Pl ) R,

[0234] [ M5 A2 146 T M BE e A0 23 0 i e e » 3 SOK = i 40 ™ 28 FF gk 1
iR al

[0235]  FE—ANJ7 10, Pl i A S A e sk LU B I o A8 — N U D, P g i A e
PRI AR L8 I A T 40 e R4 iR (blastic tumor) BYCREAH AR

[0236]  7E—HESjl 7 L, ARSCA T TR TT SEARSR o 75— 288l g rp, A0
FHTTER TR T R e SEAe o A0 BESIf 7 Z2h, ARSCA I T TR 9T W s A4
I8 o

[0237]  7E—2ESLfl 7 =, AR SCA T TTEH TR A&

[0238]  FE—HUSjli 7, KA IEHATIRITE B MR FPREE CORF 8 (A
PRIJRE T 4k A R SOV AR IR 07 PRVIRE ) R VBORE RS 4T AR08 T D7 Jeg Mg i 9 i
SCOVE R (R0 M R 2 A/ A0 e R A R Al s s ) v (4ES0RE) e 3E
B R L RS R R TR B AR TR SRS B R (R A R R P LA
NI I E I NGRS O = 4 INSEEADINY 7 s =9 S N s TN R e N = ey
TR ST AY IS W JIRTRE ) /D W (e S VbR 0B ISR R R T AR P T LR L
NEWJEE AR R £T 408 LT 408 ) R (e B IRIRSRE SR B R IRe B A P LR ) s
PRA:ZGETE 5 (M 4E /R AR [ RRAn e 1 bk C8 s it ) W JBE AT R (iR 4 i
S AT AN B ) AT AURR CRRIE AR ) B2 RS R4 i sg « i i 980 « R IR T e« s s
S~ GBI | TR 1) D i« 2T A0 2T 4R e s g IR g ) I <R e (I
SN Mg ) JHAER b R T B A MR | A AR AN M R R R R R (B
TR ) AT Y DRIR TR AT o 2H 2R 40 R T TRV R T ERT PR SRR B (TR A L PR )
ZRMEE CEEE I BRI B EE CEREESMEEYE) R ERE R
REAH M8 BB R VAT 4B B A B R R E 40 e s R s (BRI 78R S TR 2
TR T A8 ) B O PSR o I PR RT e 2 TR ) W (2 TR 4N R L BE RN
Yo NI TR = R AR TR 4 e [ AR SRR 1 22 T T R T RR 4T LIRS | /D S Ak 8 BT
TR A R R D I BRI B8 SE R IR ) EE (AP AT A R AR R L A
B sEE - TE (FERBE) TES (EUE MEITE SR E AR ) VR (ISR
[ SRR Y AR B . 2 WA . celioblastoma. 7 BH 40 i di « R 43280 1.
¥ JZ — BRI 4 Jf )8  Sertoli-Leydig 40 Mse o Pk 40 Modsg e i it ) AT CBRR 4 g
Tt bR N R AT 4R R L SR B ER ) (I TE (O I 40 s | ek A g A R AR [
FARIRESOUL AR 15 BR % () SRS Il (BEFE A M [ SPEREHE 1. &b e
REAH M P 3 10095 152 1 90K E 440 O 1 I o 8 8 A T s - 22 e M i BB R R G A
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CEAIE ) ER S IEE TR A [ B ER ] Bk B R R SR A e |
DR A0 e SV R IS R B RS TR U R | INVENR L R IR AT 4R R 2 E VR O
R R BRAN R IR
[0230]  {E—ANJ5 [f, Aok Jeshi oA LRI | &5 e &5 B e« B /S 40 B i « /0> 4t o i g o
FFJet < O SR A0 0 M S0 B e« I P R TR s A A R\ R KA
FLPRT o 25 BRI MR R AN MG 2200 L 52 U0 e R4 Ry 2 A 40 PRy R R L R R
0 HER  2PERE AN B ME (R (AML) « SCPESR e 4N Bt IR (ALL) S RERE AR S S
TEFTIEPERETE (A M (CML) .
[0240]  7E—USjl 7 22, BT gt A B 4 g o
[0241]  7E—2USjl 7 22, BT dene A2 5P S0
[0242]  fE—ANJ7 1, FTIRJERE WK R . AE—ANJ7 T, IR ELR B 40 itk t0% . T 4 e
RSB FE AT AUk R AR A R L
[0243]  FE—ANJ7TH, TR hE 4 T 40 M vk B 08 3R 1 095
[0244]  TE—ANJ7TH, Frik T 40 Btk R A S0 T A Mtk 8 . 78 55— 7T, 1% T 4 itk 2
TR B I A T 20 bk L REG R PE A I / W R . B — 7 T, 15 T 40 MR LR B ik
T 4Nk I8 . 7 —J7 T, % T 40 Mtk LR 2 R AR T A Mok 8 . AE— N7 T, 14 T 41
PRELIE A T 40 B bk 8T VK B BRI B PR bk LR SR T 41 bk ELRE NK /T 40 bk £ 9 Bk
R T 40 A s/ RE R .
[0245]  FE—ANSEHE T A, BTN IERE A AR o TRIRE 2 R A6 T LD IR 4R 4R 2L 2R | I 5 o
SRR SCRPAH AP RIE . PR ELEE LA AT — B A R IR AR I AU
B IR ET 4k R 988 T 2T A 985 | &5 4 2 23 1 A /DN [ 40 RLSRs B S e TRVIRG i AR TRV AT A A
EENIRER N2 b NI R S N S e S P o I A DI =g A A D NGk = S P Y G a2
2R 20 M Jeq PP 2 T Y DA JRE RSV AR I PRLJRE L Askn 97 T ERIE IR M I A PN B R L
PESh 2 B8 B AR IR R AE RSl g R, BT AR D AL AR
[0246]  7E—USTjli 7y B, AR SCA T ER TR NIRRT
[0247]  FE-—SES2jil )y b, A SO TR 67 AR eI A2 i 5 A E (MDS) &
[0248]  FE—HUSTjli 7 A, AR SCA T ER TR NS EREYE (3 s (CIL) .
[0249]  fE—LsjliJy A, AR SCAFF I VAR TIR97 AWAEE A SR8 . 78— L850
T &R, R AT TR ANES &M
[0250]  7E—HESjt 7 L, AR SCA T IERTIRTT N2 R HE 0 -
[0251]  fE—SEsjli 75 S, A SCA T VA TR 7 18 bk L i (1 it o AF — 25K
W77 S, AR SCA TR 7 1R iRy 2 Ik A M il
[0252]  {E—HEsiji 7 S, A AR ER TR AR SRS
[0253]  {E—HEsiji 7 S, A SCAH R ER THRIT AR

L AN
[0254]  TERLLLSIE 7y R rh, AR SCA T T A0 T BRI A B9 N i 8 A2 ) B 80 1
Tk, AR ANASL[E R (a) abexinostat BILER I RIHA, & (b) Pk, /4
SEHE 7 S AT A AR GRS e JE BRI R o TE— 28N T S 1% VA R X B
A RN I BUIE s (S UL A R BT IR A J 5 R AR D HUIAL A A J ) A v R R S 1) R
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A FERPUIM A A BGRIA F I 5 R VFAEIE T &k e BTV 28 % R tH B A8 AL R B P i
Y67 A B A2 B s 32 A8 38 R BT A & A s ) 1 o 7 5 358 0 40 a6 e 1t A8 A Rl 551)
(RN s BRARPT L E A R A 00 & s BB TR R A5 .

[0255]  {RERLLSIfl 7y S rh, AR SCA T T AR 75 BN A B wsiy J& sl 3 R vk
W75, B AMAIE R (a) abexinostat sk H 3R RTHA, A (b) tamedr e sk H k. 7F
— O Ty P, 1% 5V PR AT i M BEL ER BT 5 G A i e b JE B B v 1)
R s JE AR A Ey Wk ) B 3 v PR IR E R R AR s A e el JE B E Eh A 5 e
VFEYR YT I8 R BT 2R R HOGT W iy J B G 5 (R e e P e i v s P iy e o e s G £
PRI WA M JE B R Ry A 5 3 0 40 e e e 2 Bl R R R 5 R AT e i e B
HEBMA SN E s BCETEEA S

[0256]  7ERLLLST T Srh, AR ANE AT T AR T BRI TR VG T AR R U7 2, AL
JEH (a)abexinostat BRI, & (b) PLlE AR, 76— 2850y 2, P &
A R e ey JE B #h o 78— S8 S Ty B, 1% R RO B A A R B s IE ST
M AR G BTTE R s 9 G270 B i 788 A BGRIXE VA T IR IER e I R 2E s SE R BT 8 A )
P FYE s RV R & R B O 28 R HE LI 8 A R SR BT ok IR e iy 7 AR A P /& A
JSFH) 4 T R R LI A R e Y 5 38 I Al T B A A GRS BRI B i A A
BRSO E BB R4S .

[0257]  FERLLLST T Srh, AN SCRE— 0 AT T AR T BRI TR T AR U2, AL
A (a)abexinostat B HER IR, K& (b) Mamkma e sk #h e 78— 288 7y 2, %071
Bep A0S ey e @ e 2R BRI PP 5 S0 2 6 i e i JE G 3R I M R R 5 S 9274 4 WA ki) e
Bl B XEVE T IR AE R R AR s A A e JE sl 3R A M s R VEAEVRYT IR RO A
R HORT I WA ) JE BREL 3 R0 P (R g R o A P e vl JE B B s BT A8 8 ki s i B
B e Y 1 0 2 R T i s e B R I R 5 BERAC R ik JE B Eh A A0R & Bee AT
MEEHAE.

[0258]  FE—ANSEHE Ty &, AR SCHER A AR TR 5 2 7 X BT T R R e A
BT IR LS VT B A AT o 38, TEERER A A4, FIAEAT FH B GvR 9T 1 St 7
S A AE R — 254G e R LS 2500, T SEURT A AR T AN (D 1 38 e AN [
BATHE o 75— NSy e, MR L BT IG5 25, AR T 2 TR B[R RER , A
B 2 2R 25 25 2R AT 10— P I R

[0250]  FEIELLSE 77 S, B AL &) B9 B AR R E e T 3= 96 B I K2 W MAAT T 0 28 2
s 15 TR DL R B Id R TT 77 &0 AR M ST =, A S IR (il Rl A B[R]
N ECAE R V87 77 2 ) BUHAREE 24, X B T hE () P 5T AR 2 IR G0 R BT A5 40 1
SERRERE . FEREECSIE Ty S0, 25 5T (R E ATV T 77 T RERR T R 25 I E 2 IR
IR TR BTV T IR AR RO PR o

[0260]  7E—ANSEJE T Srh, N Y BEAE, YRS TEAE (45 25 07 SRR 2 PR R AT I, 1X 4t
AT 25 A0 475 28 3 B AR K e R 2R 28, DL R AR AR 8 AR B VP X BT R O BTG, A
— AR TT S, KR 25 2577 AR AR KT BRI Im = T AR TR (45 2577 SR . AEHE
e =, AR HDAC FiIFR) (4140 abexinostat) F155 4RI 25 7 I8 0E L1k
/b HDAC ##057) (41l abexinostat) Fl / BUEE — 2550 H A = .
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[0261]  HRHfE R A B 7 S BN A8 I8 3 1) T 00 R AT It FH AR 25 25, L rp = FE AN A B8 25 ) i
PRARSL 25 257715 25 2 D R 2 R LA ol B2 A2 2 R 2= .

[0262] Py I A SR T 167 A R K HDAC 90l 57) (#5140 abexinostat) , H
REME A WA R — IR R R IR R =IRG85 25 AE— N7 1L, 94 S8t 1A 28R 1)
HDAC 3157 (4741 abexinostat) , HREMS —RK—IRLE 2,

[0263]  E—E5Jt 7 Srh, AR SCA TR 75— DB HE S abexinostat ( B EL ) A ms
e (EIEER ) BEA I A 2455

[0264]  FEHLLCSHE 7y e, @k A AR BRI, A5 A & R IR/ANRVR T 2 Ab, (HARBS
HEIRTT RIS, X A3 YRR G T an b A3 2G5 ) SRIG 9 A SO A I ERRIT ROR . 1B
—RES T Srh, i R AR IR s AL I S —AA TR IR EARRTT TSR ) HnE g
HHTAR M RAAL . FERR E 1 SE T ZE R, G I R PR A e YR R Bl R T VAT B 5
RI¥ETT an kb FEASIRI B ST 7 S b, A8 FHAAM 25 570 8 A PR AL 190 o fm e 1y 8 D 1) 2
Ak

[0265]  HZGY{EiG T AlE AT, W7 A RGN ER EA . (ARG IRIT 7 AT
IS, 254 A 2550 VR 7 A ROR & B Bk AT 7 KOk SEER . 9 4n, W] DR FH s
2y, RN At A B VBRI &, DMs s @ e -l R /s o AEFELEIE 00T, BRG IR IT A VEAE
A B A PR R LA B S FH A — A 2 0 It P A B BEAR R T A AR

[0266] R4 AEFR filME 5L, & a7 77 S8iias T — 289897 7 &, Hirh abexinostat ( B
LB Fumamsin e (BRI ) 25 25506 T B 25T 16T 2 T IR B S5, I B
S R RIS A 1R) (AR ART I TR) BRI AN R 250006 7 21k 2 a o HOE L FRIX TG
57 P IREAEH ) abexinostat ( BiH 2 ) Figmsijd (sl 2R ) KBS 257 /R T
LR P RV B AE AN [RTS TR) AT/ B DA ysk 2D s hn i) TRI BE 25 24 o e S iR 1E— 0 A dE R PR R
I, HoAE 2 AN I R US4 10 DA DT R I I R AL 3

[0267]  {EARATHE DL, 2 By 30 LU B WU 45 25, R0 48, 91, [R]INEo o SR 45 24 2 [A] i
(1), TR st Ty 2 rp LR — G — BB B LA 2 FB X (AUE R 7=, 7R A 55— I L) Bk
PR WA BEIALT) ) 32 MuasTml. fEANRIRSEE T Z2rb, 97 R — M L2 50 245
T, AR ES LA Z B 25 T o AR 2 AP AS R 45 25 B R LU Sl Ty S, 2R 2RIes 2
Z (A B TE) Ak AT B 2 e [ B S an A2 T 0 210+ 4 B [EREE AN
ZHFRIAT LA AR SCA TR T A AT H

[0268]  fFHELUSLE 77 A, WIGR4A Zie ik VRS 245, 9t FuF) B )T TR B TE
W, 55, A G . RS Ty S, ARk B s P e e R AR JE — HURTAT BN H AL
ANFFRITTE s FRRR LRI T AL T DA 2B ) — BN TA) o FEFELESL i Ty Serh, AR SCA T I 7 e 4
TR I RE T A AR R TR R, VR R R R I Mo g, s 2 b 2 J 2 L M HEE T
1 Ho

[0269] %A1 (K36 JT H)i% B DNA B3 4% 57 s 0 0 S A B T 280 T #0570 5 ¢ 4655 sPARP 1)
3R 5 AR ) SRNA/DNA S AR 2540 BT 22 93 50 s e B TSR S B A
) 5 0 B A R 5 PR R R S 4 T ) S R R v B DL B B
ABT-888 ;FilHh [ /2= BTt /22 P ERERPT BRI 4E A [R5 MRS 5/ i s 2 T T
B8 gty e s — SR AL A s R AT Bl BT HL M FF SAZD-2281 s 2RIR YT 5 DIARER B P s b

42



ON 104244952 A OB B 40/56 T

DT R EE 2 SIPEAK sBST-201 s EIVH 2 s BV 22 5 RS2 5 Rl s R4 s R aEE
K (carfilozib) s RERNT s RERNT (2R EAN s VT2 E BP0 2T BRETT W ; wohr e
VR SRR (AR PR BB M IR P IR R AR R S IKIETT a
RS s RAFRIRTUE s RAER (VIR e AN & AN INE 2 Tfhae . 2 x
LR s 2 R CENR A IR I ARMERT 3R A sHIATT o SJEigE e sHESE AT s IR IK
FEWH KFEWTH AKVESE I SRR T3 s UK s AR B R T G 4E =) B 5 AR
Je s VA ZER R PUAOK R BRI B AR BRI AL ZUm AR R IR SR BT
PIELL A I BENENL s PR S e s TR o -2a  TIE o 2b ;7B SR
F& s>k il s FREDU S0 F B2 B IR S TR B AR 5 Z0 e DR M sy& B m) 7T 5 FRRUTT s BE IR AR Hb 29 i
KL HNIENENS S TR AP 2R R O 2 RE R C KB SKITEBR AW
BRIV s 23 B SNPT-0052 s it FE B PT B 3w A R BybAEE B BB E RS
RIORE WARER B S oK IR 26 S IR bt 35 N le 8511480 s Ry 3E ) 5 55 38 il 28 0 g
T SURTEVR GG I REE SR OB R sIMW A TR EUE s 240 sa AR sRADOOTL 57 AT 57
M BT VbR R i R S s R AR BRI R SR LIRET BB B A By B
SEME N B JETRE SRR VDA B B SN B RNR FRIAE R B EK SR B R A
P FEPU S BPL /T-131 FEVE BT s M Z 2R BP0 4E TR S IRWENE ZT LR K
KB KBEIE R E b R IBRIR 25 s AR BRI

[0270] {5 —2ES5i 75 G2 T, I A A0 B 24500 Ay I e ) Bt 00 ) 500 B B AR ELAR
- DNA- 0 L1 F 35 DNA- AL IR/ SREAE8 540 o

[0271] {5 —HBSJlE 7 S, T i B4 ) 24 501 DAy B D M A 1 2 G At 1 i ) B S R R
(CPT-11) B LM | Fik hE sk BT T

[0272] P& S BRI AFEEA R T e 2 e 5 4B e hrind Je  JLEE Al JE R TR
Y ENE A RE= Y =W S 1 = e TR = 3 =W G [ = D N S (VA | (=N 7 o =N LD Wi L= (TN
P B e RV B VEET S R Z A JE Uit JE R soratinibs

[0278]  FE—ESjl 7, R B4R 2570) 24 DNA St duss A / BOBGH a7 -

[0274]  DNA i HuiE ARl / BUBE V6 TT LR AN PR Tl B EE 5 00 259« 5 Re bk
) CaTGEFERR PR R M AH R IR R Sl ) XUE BeRedbof (T 2888 3 CONEA ) PR
V) (1 5— FRPRWERE BRNERS (I ER R ) IR FD S A BEPD IR (9] dn = B AR FEIE 1
ZRWA) EHIFNEIF] CElanBTAERRR GRIER ) 40 RREEE /40 RPN PO A R
IR - A SR RSB EIR) L BT IS A TR IR i AR R R Al Mg TR R S
TRATS 0 A0 LA T T 0 T A A SR 2 U R £ s AT R A

I
| o

[0275]  7E—SLSLyf )7 Srh, TR AR AN R 24500 4 [ A 1 2 25501 (MDR) PRI ahil 551, 5 il A
IR F AL EACE A MDR. 3% 25 MDR #1555 p- B (P-gp) HIFMHIF], A
LY335979. XR9576. 0C144-093. R101922. VX853 Fl PSC833 ({%F#M& ) .

[0276]  7E—LLSpt 7 S, TR @A 1K 25500 0 1kt 55, DLV T e Kt , G Sk VIR
RN WG R P X ek, G AT R R H T A FH B T YR 9 A A HDAC #5451
Ul abexinostat) BT SEM. 1EMEFIELREMZEIL -1 2 AR50 5HT3 Z R4 P05 (&
FF ) B A% i ) B FE A6 ) B L WA F) BT zatisetron) o GABA, A2 KA EN ) (InELEEy) .
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F B [ i (kb 2 KAS IR AL VIR JERA B e, WSk [H £ )5 2, 789, 118 52, 990, 401 5
3,048, 581 ;3, 126, 375 ;3, 929, 768 ;3, 996, 359 ;3, 928, 326 1 3,749, 712 AT A TFH ) 2 B
FdE e (1 22 396 37 0 VR A 22 L R IE I LA R S T R L T P e s AR A8 U % ) Wit
A2 (H1 RS2 ARFE PR, anF8 s MR KM hr B 2R 2R B L 36 SR R R TR VFR R )
RBREEIE CANRRR o KRR SIS B ) AL e Cln iy 369 i A2 22 L 75 (emetrol)
PEM )
[0277]  FE—ESjl 7 T, Bl BN 25702 0 B TR -1 S2ARFE BRI BHT3 32 1464,
PUFRHNSE JFT S [ Tz Py i 551
[0278]  FE—SUSJE Ty Zrh, PRIR RS 25502 1] T30 32 1M 1 25550

ETE MR TT A, 0, S 2140 B AR sz AR R CandikynyT —a) .
[0279]  7E—2LSi 7 Sy, ik @A I 25 50) 52 AT F T 36 T W8 1 s 40 sk 2D hE 1) 24555
AT H TG 57 W8 i PR 4 B9 1R 245 70 481 A S AR AN PR T 1 7 g b MR e B AR
DhBe HaE M A R, i AR 4H g B2 7 3R 7 (G-CSF) » G—CSF I R A8 AEHE =) 22
[0280]  7F S8 Sl U7 2 0, Bk E Ak 1 25 50 O A2 b — Bl CYP il ) 0 A SR, AR
abexinostat ( B H:Eh ) skl je (s dLEh ) #i—FholZ Fh CYP BRI &, 5 CYP
FHIFR L R 25 25 FRAK T PR AR 2508 T 25500 254K80 07 24 i
[0281]1  HEBEAVEIT AT T WO 08/082856 FIWO 07/109178, —FH A LTI AIENS
%,

B IRIT
[0282]  fE—2LSLJlE Ty A, AN SO TR — P S UG TT o U IR T, AR AR
I7 5 A F S AR S VR T R L S o F BRI BE &, 1 e il i i Hoa Ay ik
P s B HE S VA T X ( “ HARALZR”) Th G40 i, 131X L4 B A B4kl b K. BARTR ST
[V IR il R 40 B R 10 40 R, {ELS )5 % e S A s e R I | S DhRE. UG T R T
TR R SRR, W R R T AT AR E B/ BCE SRR « e
TR TT E g AR EL R (20 A I BG4 B FH Ak B 2R G RS ) o
[0283] A5 1 128 22 P A 4 A PR 2 A TR A N L T I s s P o XA R
MBI TT (U EE B AT AL 2R 1) Fe S R s P U A2 AU VR T 2R L) o A IR
SHATT, BRI EE T T— AN, B T B2 AR . WG IRTT &I T35 75
B &5 i F0 S SRS iE o
[0284]  ORTE “THU VYT B AR A48 A T R T, AR EAR T a L B M v
R RIR NG o TR TT A BN B G (RTINS B 2k I 22 76 7 0 T3k 300 FLIR B2 kL I
S ST R S A S P IR Y2 I BB T AR | I AR Bl K R T N 2 2R A 4 A X
M & A T2
[0285] 78S Ty Y, AL A TR 7D T 2 bR e v T AL B B0
YERL, Qg 58155 3 10 1E F AR e B 223697 15 R A R0, ASCIR UL 7 ik 5
STV A B U ) 2 P R0 e e i AR

RAD51
[0286]  DNA #5115 5 B LR AR 8 P T T B 40 O A0 T2 R ™ B K 40 M Dh B R G . DNA &
BARGN THEAMM AR EE . 25005 DNA Wi 25 2 10 9 A 3= 22 DNA 2 R L2
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YR (HR) FHAERIYE R omiZs: (NHET) « FAZ M) RADS 1 & KT B (Escherichia
coli)RecA HHE ] [FYEA, ZE R 4) RADS1 £ A 7E R AL R HEZOAE o

[0287] AR Z yA77 M AL EE, 4o 7], 8 ik T 40 i 7= 25 DNA $34% 16 86 0 R R 5 677 3
o L S0 o i 4 LA VS BR ) DNA (& AL, IX R T7 G T7 RO T BE 22T 99, T e
7 B R DASRA I R T R

[0288]  FE—ESTjl 7y &, A SN FFI 5 1 T BRAR S E W P B 40 i DNA (5 RS 1.
[0289]  FE—HUsjli 7 SR, ASC AT T IEERC G167 P B AR 40 e DNA (& vEPE. #F—
WO T R, ARSCA T T ETPLEE & RADS 1 B BRCAL () DNA & S HLH o

[0290]  {E—SE5L it 7 S, AR SCA FF I U7 V9697 5 DNA 3 [R) 98 AR o & B B A Q11
fE o FE eI 7 S, RS TFI 7 v — 0 B K it FH BB A8 401475 41 i DNA (193697 -

[02901]  DNA 3 [FJ Y8 A v i B o M A & ik B T AL ZE P 5B :Ku70. Ku80. Ku86. Kus
PRKDC. LIG4. XRCC4 DCLRELC M1 XLFo 7E—NJ7 [, FridseshE it B A0 JE4r bk 8 A8 kil
1M R B 40 Btk E8F o AE— N5 T, TR e i o AR SC LR 1

[0202]  {E— 8652 5 &, ASCA IR T TR 97 ARk A2 2 K (ATL) PH P9
iE o

[0203] A fHHNHI RADSL 35 ({5141 HDAC #5111 abexinostat)) HIZRAMHIBE G 1A
J7 IRIT RIE S S AT TR E TR A5 20080153877 A1 WO 08/082856 ( & fEIL G| ALE
N ),

2k e ]

[0204] & T AESEACHEIR IS FHIGTT JriE A S, ESEIE R T 25 Al . X FER) 2
AR BB XA AR R BN — B A F AR N, B AR A
P AE S AR IR 1) T AT I — AN BT o Bl A A AR, 9 0, NI R
FAREE o FE—ASEHETT R, 25525 B 2 Piob Rl o 9 785 sl 38R E 1

[0205]  ZESEHRAERIHIS S MR . H T a2 250 5 I E M RS, B, £ &
F)'5 5,323, 907.5, 052, 558 Fl 5, 033, 252, i) ELEA B AR HEA R T B AR E
TVE VRIS VAAE T, AT T i R U gs 2 A T B R R B R T
FE IR AL S A2 A R K I

[0296]  IXAE (1) 24 AT Hb A 55 5C T L AE b A ATk 77 25 A 40 8 FH TR0 B R P 8 S b 42 R
YA A5

[0297]  ZE—ANSEZH T, bRSEAb T 738 Lk 2 MO fE— S0 7 &, 4 bR
SE T RE U B S AT I N B B ZIAE R A AR G NI, AR T AR b AR
B UE Ry BT TAFAE T RIFE A A28 2 8% (receptacle) BUEHE T, br2E 5 48
FHREE . 7E—N Lty &b, B T RN BV TRE G N o bR br e T
WIFE SEALRER [ 7732 A FH N B 48 5

[0208]  FERMLszii =, ZAMA S EN TS AR ED, ZREESA
AT AR AL S S IR A S 4R OB R, iR A,
ANSEHE T S, AR s R B AL REA 45 25 U0 o AE— ST P, AR el o) Bl e
Bt A 254 A A B 5 BN AT B B T X L 5 A A AH QIR IR 45, IX AR
T R TSR T NS EE B 25 25 (0 25 T A ke o 90 i, S ()0 5 A Hh 56 [
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B 24 i PRI RE T 2 1 B 8 B (Y7 A DT

Kt
[0200]  3X 2L AN D it WA AR A3, Tt O Al PR A2 St SR S R BURI ZER IRV o

Abexinostat &K

[0300]  Abexinostat iR 3E H LR 5 7, 276, 612 (St 7 A ik il 4% , 2 Py 2R 4E A 305
MENZT

SEJE 1 :Abexinostat Eh Sk B ER K NV R
[0301] ¥t Abexinostat #hFRERELHIAFENKAN (IV) W UL H T A4l K5 . TV
TS F 2532 ShOK AR RE I TR T30 45 25 K V050 o A — koA AN A
abexinostat h B £h 75 25 75 £h /K i 50mM ¥ B8 £k 2% i pH 4. 0-4. 5 1 ) 25mL 1 Smg/
mL (0. 5% ) F o Iia AR HIF A 08 B T 500442 2 R E 1, OF BRI Tl B AR . 3
L g TR e B A . HEFE AR S T2 2-8°C

LIV (5mg/mL) 7€ B2 AL

Yy Ao mg/g S EEIY
(% wiw) (w/w) (57.5 kg)
Abexinostat & 0.5 5.0 0.288 kg
e 0.45 4.5 0.259 kg
AN 0.665 6.65 0.382 kg
EHTA K - - 5, KIRER
IN A * /5, oo s
IN $hdg %, E8mE pH4.045+0.2 i i £F, B3 pH

ST 2 PR
[0302] it abexinostat FhEREE 5 1M0ah £T 4E 31 FLIHAIAE g R B VR & JF 4k T #1005
YN 22 T R FE PR L) TR I e (W3R 2) o BCBE LIRS 645 . 20mg 7 o A
FEAE 4 5 Ty M €0 1 B B e %8 P 1) 20mg 1 abexinostat #hEREh. 100mg 71 & 5if B AL FEAE
2 SVREEEME IR FET ) 100mg abexinostat thEREh . I EESRE N 30ce HDPE i I H
SRV B AT 2 B I LB AR Y IR E T 55 N 75 20mg 1) 5 58 A 4 BB 50 Mg fu e
100mg 75 30 AL 42 FR BRI 30 MRtk RoffiAr i (e =538 20-25°C (68-77° F) .

x 2. HEBERE

% REHRA Mg/ g ek
Abcxinostat # 8 # HEFHEE | 20mg® | 100 mg® FRGHARS
Avicel PHI113 —
() NF 68 mg 76 mg AR R
HIE, £k NF 157 mg | 17.6 mg A
R REER 4R NF 1.3 mg 1.5 mg plEi B )|
@ AR EEF abexinostat [ EHRHE K S 8R40 AT,
S 3 ¢ o IR it i e s

[0303] ¥ 80 e A ALENAN 24 v 28 L MmN M e i gt 1 1. 2 T ra /KA, Hirp &7 400 5ok

IR abexinostat EhRh,
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[0304]  FEVRALIK BA A 7, ¥ 400 soiEky / MM 1 (30/50 H ) & TSI S
abexinostat #hREh R — W 55 A H 2P T4 T I R S SRR -
[0305] 5 Mifi JI e 5 1) 5 TA B2 V5 W 5 Budragit NE30D (Rohm Pharma of Weiterstadt,
Germany) DL 2:1(FEEAEY MRS ) WILHNES . MmO EBREENES
W) I DA LR e e P A P 5 AT SR A — 2L BAL 1) AR o i i I (R FIORE IO % e 44
A PIIAAE 50CFH 2 /NI LU R 56 4 22 B VE , AR 2 B0 A9 o
[0306]  FHAN[AIAUAC )T T B A% RE 2 /b — b, DLSRAS AS R 5 I RV FURE IO 3 . 7EA
SEEEI R, dl e TR, — A E 10%, 541 E 30% . JHk LTS LL B I ALIR A
TE— S FF HVR -G W H 78 B I ol 2% SR A ) 22 o
[0307]  ZEXT A R A SR 5 5 38 — 4O A AR B abexinostat, HEI) 2-3
/NI BRI GG I W TR 26 22 S o S — O H H A R abexinostat, HHIZ) 6-7 /N
WU e B R 25 2 5 o BB ) P3RS TR) (2= 25 B R PO B ) ) A% 1 ]
F/b 34 /NI
[0308] ALK IR AUAK 25 A2 AR AR S 1T 5 ATt AT DA FH AR Ak g iy He e B A e £ A
o

S 4 < £ 39 114 0 o R i 22 Uk fok e el 5
[0309]  VEMEAZ LR SLH] 3 Pridk il & o F AR B A — RS 24057 55 Eudragit RS 30D
RELA T 0.6 :2 T B IR G . ISR 3K 2 AW BIRE TR0 b, Il £ 41,
TR H AR 8 A E DAAE N H IR K B B8 g (4 25400 1) g it I T R) MR TR 2.
[0310]  WIsKJEf 3 vk, VA AR A, H ARG WIH B EE

S 5 < ik T — e g e
[0311] A Fii ] abexinostat &g &k i ik ORI 2L @ ook LR P3R4 < (1) B il Py
SRR Hs w0, R A AN R PRI, SRS (2) FEX P Rb R B B I g v, AR
WA I3 IR #E . XA SR s R o

x3.AFLCEEL)

D%y ke fRHE
abexinostat $hFREE  [FEMEF 20. Omg
K E IR A =il 38. 5mg
TR iR 38. g
AL LIRVER N Ji 2. 4mg
T R TR Bk bRl 0. 6mg

[0312] I8 ik o BR 0 ) 24 ) UK 0 L %00 il A AT VRV I R e i) 2% 7 311) Gl Jd i ik
PRI&E RHLEEAT , BOE A IR G E R AT 6% i) LR OR AR A, HAESR 2 )G
1-2 /NI P 58 AR IS T o

[0313] B — P (B A 1 IR A A BEAT B A, LR R ) 20 A 2 B
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abexinostat hREh AL 245 5 R IAEIR 4y 3-5 /it o B — IR A FIH 2 5 iR A
HATAAC, LLIRAE A7) 3. A7) 3 % abexinostat $hR th7E 4524 Ja IR IBUEIR 2 4-9 /A
i FH R A AR g 25 — AR SR AT AR

Ta RAF2(HEK)

45/56 11

5% ik ER S
aEiln! AL ETEPERIR “FZ0” 100. Omg
Eudragit RS30D |ZEiRBEHCELA AL K} 8. Omg
CZe] BAE 6. Omg
R =l |BRE 2. Omg
x5 Al 3CHEAK)

% Tife £
R A ETEHERIR “ a0 100. Omg
Eudragit RS30D |ZEiRBECELA A K} 12mg
WA BAHSr Tng
IR =Ll BRI 3. Omg

[0314]  FeFEXT A8 1 1R 25 B 3 30 P A i BRI , abexinostat £ R £ (1) 4]
SRR AR A 2[5 40 3-5 /NI, abexinostat ThIREh M — A FIRT R & 4B AE4E 25 )5 4
7-9 /N,

S5 6 < fik et il T 5 sk S TP R Bk
[0315]  EEA SEJAA) 5 1K) 77325, AN IR 2 Ak A2 A FH 3 259 (R R RARE 7)o URE Bk e it 1
P VE SCEER R FLRES 25 AT AR H & o BB BRI H — 2 2 I A BT A,
LR AR 3-5 /NI DG 259 TE0W o 58 350 5 i BRIt FH 5K &2 R s A A s el el
FEERRL U AT HACR ) £, H2 DURHE L) 7-9 /NN I TC 25RO $2 RS 5 BT il & iy
AR AT IEFEA, , B 7RSI A7 AR T W e iy T e — IRk B T80 711

SR 7 RESRRE U F
[0316]  abexinostat FIFFELREIIU FIUTT Hil 45 < 5 Se il & R AR OB ). T8 7 m ik
REA /R TR T B R IR SR 242 TR (R B K 2 S R VE A
R 2 3 BhoR il B SR URUE ) o EIZAT R REAL / HHEC BRI DA OK, SRS YT 7
Gh 2 S EhEERL. RS ETALR TS BT R RR 2 E R (“LOD”) A 4-T%. )5
H 20 H 0t B AP SI0RE . RRELBETEUR B B R ot AR 36 6 Joms

* 6. FFERIBORTEFNRED
B %HEE
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FR K 10

RIBRE AL 10

RIPELT R |30

I B 50

7K 23%

* FE N it FE A 2
[0317] 45 >k, i n b Jr i i) & 1) FF 828 R 77 55 i 7% &£ 1 abexinostat 7E V A fii
FEHLF TR 10 4> Bho X TR 38 S0 N & & k) A e ) Prav® (BB IR B & IR
By, NF), I IR A WEIRG 5 0 bh. BiZm&IREMIER N AR, BAEAE 10% EEK
abexinostat. ;LR FIE 500mg ( BN 3/8 Je~ sMHAEY 2. 6Kp) o IR Eufsl an LR
K TR,

x 1. SR

D%y %HE

R 6 IFERBIRIETR G |88.5

abexinostat 10

Bt JE L = L PR AN 1.5

[0318]  SRJEXT FFRIEEAT S Hh S 56 o 0 HH S IR AE H B A USP W e (T AUy, pH 7.5
%M, 50rpm, 500mL) _EREAT o FrRIE] 2 /NI BRI £ 30 % 1) abexinostat, 2R i Fr4L
B, M Z) 98% 1] abexinostat £F 12 7N 45 o B 75 SR

SR 8 o AR [ R A 3
[0319] 4 b Py i i ok T VR P 0 o 10 i Do e ) AR O s R 1 e s 6 5 o) 88 e 2 B U T
o TEBSINES G BT 2 Bk CNINfEEkidt 4 7380 ) o FH CHEE Y 2K 5 Btk
B FIRTTE P RIK . FREIRE OB B A AR T3 8.

K 8. FRERETIORTER

%y %HE
R 12
RIBL G AL 18
I B 65
LI YEZK A 5%

* CHELFHEZOR IR 2 25 % EE AR, RS E (B 5% ) SO A,
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[0320] 7 V AU FEHL TR B SR BRI B S 10 43 B, IO N % 8 , VRS ) Ak 2k
S%WD%EmAaﬁﬁﬁim%%%ﬁ%ﬁm@%5\%mMmD%E%@%m§~
PR AN AE Ay i) TV TR A5 3 B RO s 10 A 7)o SRS D A0 SR AT 4 2 7K 43 BN )
HATAAR . J 9B — &, 2T 4% (Surelease®, 400g) 5K (100g) TR AT HK &
Wo RJ5,1F Keith Machinery ACHA ( HAZ 350mm ;4W4E 1 20rpm ;HIAEMTHE 0. Smm ; 5]
PR 40° —50°C ;&N 1kg s T4/X —Conair Prostylel250,60° —70°C ) Xt 5k
ITEA. BB RIEEL 5%, FFINEL 500mg. FAIILLEIWILLITFER 9 P

® 9. WARMEFSRIUT 7
By %HE

R 8 MIFERBIRIEHIREY)  |83.5

abexinostat 10
CFELA Y 5
BRI & SR AN 1.5

[0321]  7E H 34k USP %5 HE vees b DABERLIR I B i 0 7 AT S50 o FERT 1-2 /DI
PRI A FIANBTLZ T 10% ) abexinostat, SR & I 2 AR E R B abexinostat,
{E452) 90% 31| 100% ] abexinostat £F 12 /NI 515 2R

S 9 ARG
[0322] {825 E 25 $Li% 4% 1 76 37°CR1 LOORPM 75 3A HH i o 5 HE A T B Bk 1F) 25 4k, TF U6
0-2 /NIAEFH 0. IN HClo £ 24 /NI, AN CA pH 6. 5 [IBEIR B Z8hi, 75 4-24 /M, A
o pH 7.5 IR 2h 52 M o
[0323]  Bk#, ﬁfﬁﬁ USP III:ﬁJ<VanKe1 Bio-Dis I1) B $fFus L,

[0324] E%ﬁ FH A A AR AT VAl LB SE pH A R R 1 A5 1 o 3%
HSEE{# ] USP T1T %Y (VanKel Bio-Dis IT) W#HET. N T HiEN T R 55 BEER
SHEEEORAZ AT REAFAE 22 5, 16 578 30 % 18 A2 h BOVAV P HEAT (AR AN H szt ( “ 3t
7)), DI SR R e i 0 0 B il o 6 IRIE T AEAS S TR I S0 A (e P
A (“EEfr”) . pH- A7 58 (8 B ANER R AR DISRLE AL 72 ) Wbl R 10 fros. $i
4 15cpme PRI S AT A 250mL.

®10. e/ EERHITR

B AN
“HER “Ha” B 18] pH
30%7E & ik T &k 0-1 Jvi | 1.5
30%7E & T 1-2 /8 | 3.5
30% 7 & ih T i 2-4 B | 5.5
30%7E % ik o 4-12 0 | 7.5

[0325]  FUI A 771 L ) B o A e B (1 RAT AR5 BRI FrRaS T T8 25 AN R O H R 1Y
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Jrille
SENEE] 11 -1 HAGRES
B9 H i
[0326]  fffisE Mkt JEé #h iR 3 5 abexinostat #hEg 3k BE-A 16 M B S 1408 58 3 b i) 22 4 ke
R 52 11 A S s K 52 75 & (MTD) o
[0327]  SRAE abexinostat FhIREh . MM JE #h e #h L —F 4 & 2Rl 1%
[0328]  FfHIGIASZ %55 (Clinical Benefit Rate) = CR+PR+SD. 25 M Wi 5. Eb 4 A1 TG0k i A
123 (Progression—free survival) RyFAEH]1597 %%
[0320] 75 Wi B & R A Wi B A PR 2R AE LA R P Re () 4L 2R (A L BEAL ) R IB KT AR
b5 1f 2% Fh AL 4G VEGE | VEGFR. HIF Fl RADSL 75 I AR SR IE Z R K R .
[0330] FHREBEMIFFRL AN (SNP) b 5N A,
[0331]  {#H FLT PET (3’ M4 —3” —18F- ®WF IEH 7 RS W EHHE ) PP ThRERE , LA
N2 0 0 2 TR T AR L R 5 g o 17 R A D 1
57 v MR
[0332]  FENZFFJHPREEAERAHL ) B A J2 T WAL, LAV abexinostat Slfmei
SR A W2 Atk I 2 2 AL A HER G 11 #A7) &
[0333] % 1-28 K, B H—iR % Tip ey e #hEe 3h, JF W 2 /D74 HT 1 /NI BUE )i 2
NI EEANBE B A R ke ESE 1-5 K5 8-12 K5 15-19 K IATE], & H W 1R
abexinostat ¥R #h. S ANFHPEFELL 28 Ko — AR FREnT A& 28 Ko il 2k EHT
FE B AT .
N LRt
[0334]  Ta Jf] « B85 0 200 G0 AT 20 41 28 2 B30 R0 2 I M PR 5 A e 5 P98 (0 S M g o
[0335]  Ib JUf] « 35 WA AT 20 20 23 A% U T 2 I S 1) ) S W U0 1) AN ] DI ) Bl A ik
(%) PR) 96 B 4 i o
[0336] M4 RECIST 1. 1 HJ & (¥ -
[0337]  RVELR IS 2 IRATIGTT , G5 n] fe A B A 1 Bt Je (R S 8 T 5 o
[0338]  SEE AR ALMEIIMEL (ECOG) FRIVRAE R 0-1,
[0330]  BRMBE &AL, 4254097 BSOSO AR M B MEIR 2 1 e CEARR T EAR .
[0340]  FREEAAUEE b —IRFRUESSEE IR TY (BFERURGTTY ) 20 2 B 5 AP (L
BEFENE) .
[0341] ST CEE MM JE $h IR 3 i 53 B 3%, (R e L R W R %2
HEBR bRt
[0342] 5 5 0 SR A7 e B A R0 B8 1K) R PR A, B H B R VR YT B A AT I R R
g 1 R
[0343]  [REBHCHIAT IR ML RS (CNS) HERSIBI AL, R R G0 (ONS) %%
% 97 B0 590 9 1090 S0 B R IR 2 TR, IF HANELSRAE B I ot 259 2wt H 4 )
% [ B s H L R 25 9)
[0344] W] REHY N T HH afm RIS 1 R 2 5 1 1 S
[0345]  fi [ Friedrichs AU IERT QT [HHH (QTc) >480 ZF5,

ol
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[0346]  AfTH] CLoN4 3 QT KM 2.

[0347]  TEid 21 6 4 H W, BAAFM—DEEA T A0 MR DL AL
a. LI B AR B AEAR
b. LMULEESE

c. ATEBLEH

d

e

. TEARBIIK S R A
- REAR B A1 ] I A

[0348] & HIAMER mf & [ 2 X oA (SBP) = 140mmHg 875K & (DBP) = 90mmHg] o
[0340]  FEiL 2116 1 H I, HA AR B M sk i A /E (TTA) 78 P9 I I8 5 A0 it 2
R IR T R F Ak A2 T A (DVT) 9995 52 o

a. 7F I HEDLERGYT 2 /0 6 R AT DVT (R 2 G811 .
[0350]  AFAr[ ™ FE (R A/ BANARE F P 56 A7 A5 10 B 7 R A sl L RDIR O, BT i RO w] 4
AR 224 T [R5 I (O I TR ()3 5T
[0351] {5 FWIEIE 202 BT MU S R R 8 1) P, v sl PR 4 1 A T 28 R 254
F/0 14 Re 5 A2 (LUK A HE)

A5 3 O B R 7] s 34 Jed |
[0352]  AIAZGHRH T {F A abexinostat #h & &b 38 iy 25 H 0] BEI3 4% if 45 A Rl 0 w55
(LEABF T 2 Mamein Je Eh iR 2k ) PLMERINLE]. A T 1E N e fi:45 25 715 2] abexinostat #h
MR Eh AR E K, 78 28 RATHIES 1-5 K26 8-9 KA 16-19 KB H Ik abexinostat #h%
MR LE 28 RIS 1-28 K& HARAHMMEIEJE . B 28 RIFITES.
[0353] B ¥GHZ abexinostat EhERERAIMEMEN JE £h 88 £k 1 AC B e R & AR H Rk
ATHIEIBIE . Wt N YRR AR, SR, & R4 U8 W82 3 >2 4] DLT I fERT— 418 h
AMELR DLT, WP AR A R K (1 fF 45mg INEE3] T 2 4] DLT i 7E 30mg I A
HE DLT, FAT K2R A 35mg) o
[0354] Wi ZRAESE — A hOUL 8 B T R e S A el JE Eh IR AH O 1Y DLT, )1 5 FRAIK
Py JE R TR R 50 B Wt SRR UE PR % B EE PR W] BB abexinostat #h 1R #h T 3 WK
abexinostat #hR T FE 2 30mg (4K -1) o
[0355]  7E Ta PV, AAF DLT WTVPAL, 7855 — AR, S5 e 404 52 20 R me Jé £k
Rk (= 75% ) 110 K[ abexinostat #hfR#h (= 76% ). HHTHARAY M FEE —
FA P B6RTT 1818 D14 K, HA M DLT HAR A S, #2697 &l T HE R
SEIR IR, W BB W o e e
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% 1.4 F, %’%812/{ ‘%1519}:

FIsE. #60% BB

45 mg/m2 PO BID

7, **81272 % 1519 £,

$15%, 812K, #1519 %

0 & b2

-— MOOEIAE | e POEID S mpn POBDD
A%, RCC : -

i B1s5E B EIRI0F

a3t
Aok i’& L xxx mg/m’ PO BID

* LA =
[0356]  MFIEAKT | FFaf, 45 1 ZEE LT DLT (405 4. 5 Y e ) ﬂUi‘Z%‘J%%?ﬂ%Tf
FELLAES 2 B AR E . %M E AR HIL DLT, WhZm &y e~ —AKF. &
ZEE A 2 2 EBFE L DLT, S EE SRR -1 EREAE 3B, s | H
TEFRUE 3+3 Wil T I, 3 & HAERIEAKE 3 fl 4 FFTIRIT . &3 BEET 0 B &
42 )Ji DLT, W 3 44 B EAE N —FIEACE NHATIRIT . HE3ZEH T 1 LEFALT G
7 SRS DLT, W 46 3 2B (3L 6 ) BN EA T TR . BT
JEIRIF B KT AR IR T AR DLT CBE 6 44 7 1 & HILDLT) , WHEF B AT o 7245
EFEACE T HER 2 L4802 4 B TR i 2595 ) DLT, A s 3 201
FISEFEACE 5, WP A 6 3. —Hog T MID, AT RS @i/ 11,
[0357]  MgZE RAHBF R EEIE . SR IEHE AR 41 B R P IR IET sabexinostat #h
MR VAR | R B RO FRAE 28 REHHMEE 2-5 R4kak. NAEFHH 1 1) abexinostat
;IR BAEG, 58 2 Rey Tmmein e, AR5/ HE T, 35 28 Ko 4 IR #E X
A 2 A A SR X e N AT VA o 25 R SR R A T 25 H G AT VP
[0358] AN SRAEATATFRIE T, MELH DLT 1 76 57— & AT N AMWEL S DLT, WIFE 5 CHR.PI
R R FRAT AT AR A A )5
[0359]  TE[Rl—JWN AT 2 ZEBHFIAITHE - RG Y, F HAEBRAR R — 48
& C5EA DLT B2 A T — 5 Ml B A I i3 .

T I s A%
[0360]  AHIT 5T HH 55 1 3 MECKAE 46 2481 90 4422 1)

T PR PP Y e 2 i (1]
[0361]  {E1 RECIST 1.1 frsE X iaak i  tH IR 52 B8 Pk i SRR H Bl % i
WU B SROB 2 /T, BRI T .
[0362]  BEHARGEL (KAR6 A H ) Wby il AT IBER, T 508 b S I IE iR
7 e A A R . AT ERET S R >4
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IE 114 ==

[0363]  IXJE—THALAIRE, %IR58 v B i vl 8 ZhIR #h AT abexinostat #hFR Eh &
1 S B A R BB TR A A S EUNA FIEENE . R N5 18 R B 5 R EE
TR 1) D P A S A T VA T B I 55 i 2 4 R ORI 2 1 AR R R B B LR B
RERES TJUAIEIR Y252 . JEIR 25 2575 Bt W o0 & P pr vt o a0 Btk ] LA
i L5 R 2 AH SR, TS B G A P 25 53T ) B A 2
[0364]  AR¥E NCI A~ B 2345 FH ARIEFRUE 4. 03 Bz (NCT, CTC P4k http://ctep. info. nih.
gov) » SN K FA AL SRR AT VP
[0365] | PRI PR BRI (DLT) K4 e A 4 SR I ARSI — 30 23 BIATT AR B O] R
FEOCHS, 758 1 FHAN R BRI R 41 31 A R 34 A AT — I
[0366]  Ifi 777 & PR il PR E5 1tk

a. RUEAAKE TSR, 4 Hg R g0 i e RF S = 7 RIS B — R 2R 7
K n] it GCSF (RS A 52 ) 838 & 4k —GCSF (B AER% 715 ) LLALFH ANC < 1000, Jf H.
TE5— G RYE 1 B R AW TR P25 25 0 45 2, IXASHE i DLT

b. 4 25 Hh PR 40 I /DA R > 38. 5 °C R T B AR 2 s L VAT IR,

c. 4 Fuf/MRIEDIE (< 25.0x10°/L) .

d. PRIH T B2 240 KRN/ B8 R B4 /MR s i 3 /SR ki
[0367]  FE M 57 2 R il P B Ptk — A e o XA AT = 3 IR B v 2 25 M, e R A Ol A5)
G
[0368] DL F 4 IA A4 DLT -

a. AIERK LBt 2%

b. QTc [AHHEFEEIE N O H 2548 60ms F1 / 5L >500ms)

c. KT 14 REIHITHEIR

d. BT = 2 W51 ERE, 7858 — R P R Re i = 75 % Bk R h a5 254

e. [RIFREEIE LAAN I IR R 1M oK 5 e 3 — JE A I 3238 3 W g VA 2O B PE AN T VP A% 1 BLR
ek, 8 DLT & 0N ASBEREAT 7)ol

=, 'LM’IE

[0369] e K 5Z257 & (MTD) K 2 A e ik 51 & /K 1, fE i &K DT 33% 1Y
AR S — R4 DLT,
VAL [R] 26 FO PP 4G
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. At
R/ T A W
Wl ==
A B | A
?ﬁiﬂﬁ;ﬁ* x| xt

EKG'"" ExB | RAE | RAE
z = £

HHREE" | X

@R | X

NE
PK"
Abel))zggstat - X

’ 18
19, | X

FLTPET" | | X
HAiER” X

VEAE 2 RN O HOE B AR R AR, WIAESE — RS A AT 5 AU £ SR B A A

PR FEHAET 7 R AT I S A I B R G AR AR Bl

S GRS BTG BCOG AR A FAE Ay AR

EREAF RS CTCAE v4. 03 AT A

? 208 (A A0 Ff B 2 /AR 5 AR R (WBC) 42K

°BUN. JULER T B4 4 L 54k . €O, (HCO,) HiT 4 B A5 BT A e il 1 R IH 4 25 M
W T LDH (1 22 (525989 ) JAST/SGOTALT/SGPT i EE . WS B2 2 K T IEH A F R, D
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iﬁﬁﬁﬁ%%ﬂl‘ﬂﬁﬁﬂﬂﬁ%ﬁ’*%“ WA e, NAE B E PG AT A AR . R
WIS 2 FINIE N IRTG LET, HALHE S 2058 i e e IR i . LDH ( f FE (A28 ) « AST/SGOT .
ALT/SGPT

TR IRT BRI B 8 SR TSH, FT4

® XF T B FH A /EPI‘E’J*% L 5 A, 455 6 10 5D I ) 550 16 o b A LEAEL (INR)

? PR NI I R B R A T E R e

MUGA Bl i & (ECHO) RV 7EAEZe I FISE — J A oo (£1 ) 14T, I HANAE EF
Ak £10% I, AR fF 2L R E S

YRS R, A AE LR BN I TR) 4 EE B AT = IR BKG :abexinostat #hEREHZA 252
Il abexinostat thEREh 4252 )i 3 /bisf (4 15min. )

P RE= 2 RS 25T S — R BKG A BRI L, W) 3T — YK BKG

P HAETFRM LM w R R, WEE 2 AN S E S ARG A

ARG T AR RIS 30 KB TRZR VPG

MM JE PK < B 2T TR TBD, AV Ta #f

0 3R AT LE AT 30 23 Bh. 2 /NI 4 /NI 8 /NI 24 NS

98 K LAZyHT (Kl abexinostat #hIREh—H2 ), 452455 :30 43801 /N2 /NI L4 /)
I8 /N

%22 R GLENAT L ZN)E 30 73802 /NI 4 ANIRE 8 /NI 24 /N

Yabexinostat thigth PK : 2t a) 38 TBD, /Y Ta #f

1R AT ST 30 B L DI L2 /NI 4 /NI 6 AN L8 /IR 24 /NI

8K L #15

PD bR WA RS 1 LRk, VEGE ., VEGFR. HIF Il RAD51 [¥14635 , 2545 Rl 20 2%

Babexinostat thEREh 1 PD AWbri&

iﬁf‘ (IRECE-BFN]

1K :abexinostat thFgEh#525 )5 2 /MR (+15min)

'?ﬁ 8 °K :abexinostat thEEEh &5 2y R MZS 24 )5 2 /Misb (+15min)

R JE R ER ER 1K PD AREW BRI HSR AR M 2K

X ZgEE R 2 R I — R R AN

' R FNA

1R (2L 10 KAT) M 5 KRLE abexinostat $hERERZG 25 )5 120 70%h (+30 0% ) »

* JTEg FNA B3R VAT 7 2 1 R AT 19, XA e A nm il 1)

PFLT PET (3’ B4, —3” —18F— Ui £ IF FL T RS Wi E 44 ) ] IR ZR iR kAT, ARG 4
o9 R ATUEAT e S .

F—BAH(F 1-28 X)

PK B E &

RS P

(po)
PCI-24781

(po)
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M ) JE B TR) % <25 2905 30 2380 2 /NI o4 /N8 /NI L 24 /it

Abexinostat EhFR LI TRIZE (25 2501, 30 23802 /NEF 4 /NS .8 /ML 24 /NS

Wi 1S 33 P AZ % (A v
[0370]  EAHST P48 A ER SRR e NV DPAN AR it (RECIST) 2% 534 33 412 Hh ()57 1R fom b v %
Wi S5 3R R HEAT VPAG o DUMRI A i K EAE (— 4D ) OAR4LAE RECIST 1. 1 "hfE .
T AT DL SR AE AR, 99 22 A2 ] I S () s AN ] 0 1 o B R m T P PR T T DA 1)
PR L AN BE 4 FAE BRI 0 2 SORHMERf P 1 AN T A
[0371] X FABFFR H 8, 765 — A G 03 UM A 4G 2 07, &5 8 J8 RV AT 78 25 1y i) .
ATV o PRIELRFTHEAN, N AE B URAIE B 2 MR R 5 = 4 B 3REIRAEF 4

H bR 22 1 EAG
[0372]  SEAmN (CR) <A H AR R K.
[0373]  #i5rma . (PR) :LAEEZR i LD 1B A7, HARm LM &K BT (LD) [ f 2 /i
> 30% .,
[0374]  JiETHIEERE (PD) DL EAIT FFUHRIC R BAR G LD /E 8 225, B AR77AZ 1) LD &l
Z /0K 20%, BRI — A ERZ PR AL .
[0375]  JiitEtaE (SD) DL BRI HAAE R SBAR S LD 1B 275, BEAR 7870 4 LLIA B PR,
AR 7S B I EAIA 2] PD,

JiJRg A i I PBMC
[0376]  JE L4 (FNA) HUAS T dRa A o FHAE 9 40 o os PR X4 abexinostat #hIR
EhEE 255 VPAL N TR R IRAT o 0t R IR BIF 9 440 P 3 2% SO A Diff—Quick T2 (FNA)
DL RAEFR A P AEAE IR 4l i o P T A9 B IR ] S (R 28 4 e SO TAEXT i B
IS IR CT 85 R 1 FNA AL RESS 300388 I S v w F bk £ &85 R s P s b e
(7 IR ey CT/ B 75 51 319 ENA) 17 5 1T B IR R 7N 45 bk B 2 sl A8 o AR = vf s 2R 11
FIWT A S o AT CE LRI AR A o W SR BhRg /N & mT LIRIRT / slon] fi R (g sl b
S ST B, AN AT VA o
[0377]  HEF X PCT24781 X i fég Al PBMC 2H 25 (1 S WEAK 11 52 Wi 5o 2 2 34T PPl o 7 UCSF
[¥] Pamela Munster 236 % A, 48 FH e 8 26 Y6V Western EREE4r#T (IF) 2 ALEE PBMC i1
J YD A AR £ X HDAC B R IE AT Y i
[0378]  HEAHICHIT 7 V24 A0 Rl 5 AN I o

Hﬂ, i‘ti E/i/\[l
[0379] 2z AP VP RSt LR 4L - MR INRTIE S A3 AS B 5 R™ S AN |’ g5, o 300 1
I 27 IR AR 27 R0 R VA, A2 d PR TE, BCOG R IR » LA I 1) B (A4S 25 K1 ECG PP
[0380]  ARHEAS K FAFH FHEEMEARYE (CTCAE) 4. 03 R AN R FAFUT VAL
[0381]  JHEMA B IR E T RAEMEMA R AR, H .

a. E‘rﬁi%t,

b. Rfa AT

c. SEUEHFEBBURA MG EK YT EREM IR ARBERAE A BEAFRT
HEEM)
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d. FEUKAMBEZ 5% / REE ;5L

e. FECERMERE / HAEGE.
[0382] AR MR EFF W 5 K AEFTAT AN R (W PR AE ER B = 22 IR0 14 HE TR
SRR, B R iZ FAE SRR C o 22T ART I 2 AT A7 AR IR B 2R / 595 R
ACANHEFHIEI T G AL AN A R FF o 7 1 S50 =5 Bk 30 45 R A 4
TS R IR R TR SCER B A 7RI PR b B 5 S BEA 7 N AR A B 354
[0383] R AEAFSTHA ) ff AR o U R B 208 o o) 28 2 Ak 2 1) il ) R IRAS R B R 2R Y
S AE VTR R) 5 [R) 3 B4 HH e sl ok B AR A | S0 SR A sl AL e VR4 e m A 3
ANRFF RATEERIRT S R BT VP UL e ST E RS (BE VP EEE) 5,
(1-4 ) sE SR AMIRER (BERL/ AEBERL) o Rpalmta) ( FFasFn gl o 5 4, 8 an
FWFFORGE AT N S Ja R A iy ) s REUSE i (R RECE 77T / B BT 25977
A BB mK s TR R AR FH 245 45 TaE iR T e IR T / 4
KABLRTT ) s LA IR BB EA R 2 (SAE) .
[0384] AT AS R HAF N AZIE LI TIRTT o IXFERVA T W SRR 25 a T As 4k (&
FEATREM P B 2R 0l ) PR e 1 R BE VA T P AT B 3R A B AR A B VA T BT
EAEETY BRI — BAIEIAS B, gz T IR B BRI, JE N
RVARES (B0 B0 SN B ) ™ SRR T A4k SRFFE I B LG &R BT P
T I TR &5 AT VAl
[0385] G TPTA T EA R FOE BRI R 5% T oK.

9
[0386]  Kp il IS I KA 22 HE 0 S0 5 VP AN AR dr PR TE DN & . ECG A B A48 28 5 DLT
AT VRS o B ™ SRR EER AR Y 2010 4F 6 H 14 H AT NCI CTCAE v4. 03 BEAT 73 4%
B AEIT A KR P RS BT 25 ) B 0% ok S A5 AN R R B A T PR S S 56 S
(5 CTCAE 2 3 24 sk 5 FhrvtE ) o AT 4 FIRERIEAT 2 VP, ARG 5 4 BT .
] B R ME TR B T R b e JE 3R IR AR RN abexinostat $hIR h 04 AT E B
EE L .
[0387]  Abexinostat EhFREE M M JE £h IR bR HL 4 & 1 HE By & 25 R0 ) 2l ok i &
MHE AR (Vd) EVFIHE ) JEBRZ (CL) 3 (t1/2) Mg T il (AUC) =k
AT VP
[0388]  IfiRAZ %% = CRPR+SD, Bl A S FRUE RECIST 1. 1 FEATVFAL
[0389]  Z WML (Objective response rate) . Wil i EmaN G ( HAIRK R
AETERFE ) I E [ DART AT B SR B LA
[0390] Ttk @ AL A7 o B dF J IR I TR A v H B A N 1) A AT S5 R 5 | S 5
SRR T B R TR, a3 A R e AR R R RE RBET S, W B B i — B Ak T e T
[0391] A fFHH (Overall survival). OS BFTRPEAR o &0 MO AWFZE 3 AR R AL 5
ALHET N RIS ), B 4 SR AR SR T, T 81 e J — IR A Ak Y N (1)
[0392]  ZH7R 1 L EEAL AR TR PBMC A0 Meg 35 A5 4% 1¥) HDACL . HDAC2. HDAC3 Fil HDAC6 FiA 11
A
[0393] & PD AEWbrEY) 555 114, £F X VEGE. VEGFR. HIF F RAD51 31K,
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[0304] 2L INIA1 %2 o — VR AR M LA FIPAh SNP 2857 K5 # PR AP
[0395]  FLT PET (3" M4 37 18P~ Sl IE L AT Wi R4 ) (19224t

SRR 11 oM JE +Abexinostat [IRCE RSN BT
[0396] i1 JE +abexinostat (PCI-24781) 414 KIBURAE 786-0 NG i 40 Ma 1247 43
Bro SRR TE L. A=K A A, 2 )5 I By 35 0 7K o

S 12 WM e +Abexinostat [IAICR ) (A S 1T
[0397]  MMEMAJE +abexinostat (PCI1-24781) & AR AE U2-0S ‘5 A8 40 2B 4T 43
Mo SiRE R TE 2. EE =R AN ZAL & 2 )5 I BB A3 8 Kr
[0398] s ik ¥ 5 e 49 R0 S it 7y 5 AP U B 1 5 )5 o AR T AR N B S LA 25
{6 P SRR AT L 2 T PN 28 (RUR R B LA BT B ASCRI SR (O3 L Y o AU AR 57
P o B, LIRS RG] A R AR B o T AR O Thise BRI SL ey B R
AR A 700 I 5 SRR B A A
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Pk . 786-0F #9PCI-24781+ vk 44 k.
CHa)
90
30 -
70
% 60 ERE
u 6 : i EEEN
X =0 EEEEEENENE
ol — 4 EESEENEEENE
¥ 2 + R A BB EEBEEEEEBEEE BB B
59 EESENESEEEEENNSN
0 - E BB R EEBEEEREEEREERERERSE
w 5 o o o 5 o o o 3 B
R
0.25 5 0.883 05 5 0817 1 5 0719
0.25 10 0.516 05 10 0.604 1 10 0,526
0.25 20 0.608 05 20 0,623 1 20 0,408
0.25 30 0315 05 30 037 1 30 0373
3IXAERY, KRR EHABAR
K1
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MEBBUOST AS
12

0.8

0.6

- lllI
0.2 4 .

Bk A S

24

0.448

20 : 20 0821 1
025 30 0.621 0.5 30 0.598 1
0.25 40 0.704 0.5 40 0.805 1

SR&EGAR, RAFLARAES

K] 2
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