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[0092]  20. 5018819 J7 ik, Horh 2 T — R B FF 4R IT e A3 B0 A 4URE S b B2 (1 it
AR B

[0093]  21.TH18B19M 5%, ot AR 167 Ja 8 1 UM UL & Bt ALK ST 39 e 48— J] o
[0094] 22 T18EL 19/ J5 vk, Hoh ARS8 2 8FIL5 K I B FF 4e VA T I B2 (1 I R £ e fk 7K
[0095] 23, T 185 19 /7%, Forh BIridk 3 I 2910 % 229500 % .

[0096]  24.TH18B 191 7772, Horp Brak 3G A £910 % 2 £5400% .

[0097]  25. T 18BL 19/ 7532, Horb I iR N 2910 % 2 £9300% .

[0098]  26. T 18B 190 J7¥2:, Herb IR NN 2910 % 2 £9200% .

[0099]  27. T 18B 19/ J7¥2:, Horb IR NN £910% 2 £9100% .

[0100]  28. TU18BL 19 J7¥Z:, o rh Bk BE A 2910 % 2920 % L 2930 % 4140 % 2950 % 5%,
£160% o

[0101] 29, T18BK 191 J5 ik , Forb B iR 4 4UkE it i Y BEH L T2 B Bl A AZ A

[0102]  30. T18EL 19/ J5 %, Horh Frid FFUEI6a 97 FE 13 B A 2ARE o FEFF B6TR YT 2 /b2 R
JEIRIFHY o

[0103]  31.T018EL 19/ 7%, Horp Bk UGB 97 e 13 B A 2R R FEH IR YT e SR 2R
T 28R ZAZRIFH

[0104]  32. TUI8BL 19 5 v, Horh Bk U6 Y67 )5 43 B 20 2URE S R AE IR T 5 56 2
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[0105]  33. e ATt — 0 B B vl o7 B (LB AR A7 Va2, AR
AR/ RSP RESESE A EAY el sk g & Wiy N i R s s By e b 1
1) 8 1 U 2R O B A A B B, o AETR 9T fa B A PR IR & B A K PR AR b
215% BLB0% Nz B E A Z m T —RIT.

[0106] 34 .V y7 Xk Al 1K) 75 B A B 61 7007328 o T 24 14 1) L B 16 V2 Bk U S,
Fhi ) B o T AN BB AT AR R A, Forp Bnd B A 2 1 5 BB
HlFNATT IR R R RN SE AL A B BN T 6 AR RifE e -

[0107] 35, TU34[1) 7732, oAb Birid /2 75 2 WUAE 5 BT i85 7 1 AR S 05 & LR T )
FNATT IR R 6 N HNE K -

[0108]  36. T34 77 7%, Horb BT iR B 35 75 2 Al B AR 5 BB SR T 2 3N H G &
TN

[0109]  37. 334K 5%, Horb ol S JNERBH PRI o

[0110]  38. T34 75 v, Horb AT id 5 RS s 2 A48 1 10 55 & A1 1) 571 Sy o et e
[0111] 39, T34 J5 7%, Horp TR 5 B B R 2 A 45 1 B9 05 B AT i 750 g o S e e
[0112]  40. TU34RG J5 3%, Hrp Brid 5 BB R A 45 T 19 5 B ARG o ik v 32 48 .
[0113] 41 . 341K 7532, Horb DU I e K IR 4 - BRI &5 37 SR i i M P ik 55 AL Bl
I o

[0114] 42 T34/ 5%, Forp R 45 7 SRS v e AR IR 75 B AR 30 1 7)o

[0115] 43, T34/ J5 %, Horp i 5645 7 vk 55 B AL BG4 570 o

[0116] 44 T34/ 5%, Horp i H 457 Bk 55 B AL B R0 A A PR SS 7 I Vs .
[0117] 45, T34/ J5 ik, Horp B B 25 7 S iir oF LA H 45 7 ik ir ik 75 B (LB 1771 o
[0118]  46. 341 J5i2: , Horb B VR0 I\ IEAE AT I 55 B AL BRI 1) T R

[0119] 47 Vi 75 5 Ao 8t 400 1) 790 2L M e 140 ik ) 8, B0 E S W 5 R 5 A I 40 A1) 771)
[RI2H A DL S i Tz AL B A 15

[0120] 48 THAT7 ) & Horb BTl 00 S B 70 75 B A 1) 770 55 260, 48 1A SR v
SIELS

[0121] 49 T4 7 5355 &, I A B iR 6 RE 144 55 B AL B I 50 77 2L A K6 1A B B i
SIELE

[0122]  50. T4 7 i3 ) 6, 2 B ik 7] A 48 A JBL 3 i e 7R R RN 281 77 2 A i 41 1 55
I

[0123]  51. 547 i3 ) & , 2 Brd ik 7] A 45 A SB35 i e 7R R RN 5.6 /1 77 2 A i 41 1 55
I

[0124] 52, THATHY TG, oA Fradk 55 2 A0 B 40 i 770 ot st

[0125] 53, THATH TG, 3 A Bk 55 25 LA Bl 400 ot 770 S g 5 e

[0126] 54 THATHY TG, oA Fridk 55 2 AL B 40 7)o Ak e 55 38

[0127]  55. T34 77 %, FI A FE ) 520 45 T i JBL B Wi R e 1 ok e | o St e 5z Ak
PGSBS e AT B ] 25 F 2L T A VD ERCRT 25 1 5 B AL B SR A A A — Rk 2 R
o
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[0128]  56. HU55[) Ty ik, Ho i ridk — Rl 22 My i 45 807 AT i EAL T A RE T4
HRAB AL, A TE R AT iR ) — R 2 Al

[0129]  57. TAS5[J7iZ , Herb i J80 7B 45 3 AT/ B MRS T80T

[0130]  58. 355 U7 i, Herh i by 4 1 52 W 45 T 2 S0 LE 2 ARSI RG R A2 R L
WA 8 S R At il 22 Bt DU T 7 DU AEE L S AT MR 1 B A 45 5 RS ) — b
LN

[0131] %Pk

[0132]  ARSCHAL 1 3T 45 T HDACHI AN 55 A AL BN HVR T 7 AR 0 T I Tt
A SEREST R, TR A A B AR BT AR BT IR AN TS  PTIR IR T TR R TR T
ALINE 22 A B R LB K35 B k.

[0133] N8 TEMA SRR A, R 2 AREE LA .

[0134] WS AL, 5 0 B A M A Q™ Fig R S AN ORI T L TR T AL (3 2, 78 S e 41T
i) (A AR K, A4 L A I S A R A L A

[0135] WA SCHTIk , YR B 7 S () AR U 0 0 28 LA 40 3, LI B O AR A
A 2 i SR AR X ] T 1 H D o B B AR A AR ORI 2 AT R AT 2 PR SR AR A S
VA i 4 Jr A I o B AL D B R 2 B A A O At M P 5 R o A MRSt T R, I B AR )
AR PR BCETER .

(01361 WA H, e A8™ 45 [0 A2 fir e 4 o e o b B2 B L B8 97 AL o 8 0 i P 8 240
ML A AT T R Tk R s (R B s [ T A AR TR, R AN U A
BRI H e X AR B AT BT s X R A

(01371 QARSI IR I, I8 A A A B B FSORT e % b o B 25 11 o R BRI 2 B A
T T SE AR TR W R SUVLIA TR AL I A 20 BT T AT PR o i 2 R Ry AR AR
FEFC MR 2 F2 LR 7 TR IR 5 ML IR DI 1 D0 N 5 IR o v 5K o ML Jh A B 2 i e
FESCAATE, ' 20 e 20 e, R R P TR G i o R R 2 T AR M R AR S IR
IeIEE B ) L9 A O o H A5 T U AR A 51 RS 1 LR ) B S R R AR o B L i R AR T A
o VE IR T A A AT E T g R B B R B2 i i B 4 Ak

[0138]  RiE“SZWE” a2, BFEEAR T, RKE W, ) B wmELFE D,
A3 G KB BN B o ARTE SR R AEAR SO S B ey AL s2 il i A2
I Al LA A

(01391 IR “JAyT” B4R AR R B B 0 AE S 0 BRI IR s B R ER 2 A 5 T i
TRBPTIR A IR AAER 5 BB AR BIOHR B 3 993 AE B 0 B IR AR B K A o

[0140] Rl “VRI7 A RCE” FR RS 24 T, 2 LATRB iRy 7 A PIAE « 25 93 BRORTIR 1 —
B 2 AR IR R R Bk — e R FE AL S MK & ARV VR T R I Fa 2 2 BL S HHF AT
B (R AR B R T BT SRR A 23 R G BB B A R B 2 B A &
Y& .

(01411 IR “Z5 52 A A2 (3R L “ZG2a ] 52 (R AR 3 2 ] RS2 I 34 B AR
A ] RS2 AR ™ 18 10 5 24 5 AT RS2 O ADRE AL S DB A1) 5 0B R B A SR 7 71
AR TR 791 T R B s AL o B AL 20 M5 25 P R0 P JEL e R 0 R 2 I 2R S R i e
e 2y LTI B AU T 5 NS YR A A BEs B iy ol B R
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R AR PR R A PR B B R RO RORE 0T 5 A R 2w/ KR L AR S W
Remington:The Science and Practice of Pharmacy,2lst Edition;Lippincott
Williams&Wilkins:Philadelphia,PA,2005;Handbook of Pharmaceutical Excipients,
5th Edition;Rowe et al.,Eds.,The Pharmaceutical Press and the American
Pharmaceutical Association:2005;and Handbook of Pharmaceutical Additives,3rd
Edition;Ash and Ash Eds.,Gower Publishing Company:2007;Pharmaceutical
Preformulation and Formulation,Gibson Ed.,CRC Press LLC:Boca Raton,FL,2004) .
[0142]  RiE“ZGMAEGW” Ta 1 & AT A~ AE Y 5 H e 4 7 G B R B 44
R G rid 25 & R 3 1 1 RS T Pk A &4 o AU A7 AE 1) 22 Fhds 1 4k
AV EARCFEAEAR T, RS RF R B o RE S T - 294 & Wik vl s 4
a5 A RBCE HLER G IR EUR R VBRI  AE TR B IR TR« STl 0 FR R 7R
IKM IR S N ER AT

[0143] YRy FLBRIEI 5%

[0144]  —Tisgfi )y R4t iRy B AR U0k, A () A% 7 BE -5 E)
Wk 400 1) 7R 285 2 I & B A UV IR S A 7K, (1) 453 B U 07 A A B A1 A1 77
HAEITik, (i) 724 T BB W77 BB BRI 597 5 I & 8 A Ui E IR LBt K
-, (v) ¥4 7 B R -5 AR N A 57 E I B E POl AR S B K5 451
B VRS — 7 B AL BRI AL AT VR AT HE BT R S B A K BEAT B, A0 (v) R &
T B - 57 BB SR 59T E IS R E R IR LB K KT 4 7 B s e -7
B A )4 5 7R R0 B A UV R S A 7K1, J0I2k 22 A1 R T er— 5 B A 01
FIZHETTIRIBIT -

[0145]  — TSkt 7y AR MR T BE IR 5%, HALHR () 25 7 BUS w05 B AL R4
BT G, A1) £E TR TP 7 AR il SE 507 R0 82 A PO IR £ A ) 7K1 EL %2
HH U R S B KT AR A

[0146]  —TisgiE Jy SRV TT B FUMR R I %, oA 4R (1) AE25 2080 I 2t A P
M2 LA IR, (1) 257 BB Wy — 7 B AR R AL 5973k, f (1) 7R iE iy R v
JE 1 H FUB AR LB K

[0147] 53— TsL i 77 e UL Tk, FEL2RIGYT VLI RIBIT VAT RIGIT VA5 RIRTT
BRI 21 RIG ST Ja M 5E Pk 7 1 vh 2 B B R & A K- A2 4k

[0148] 53— TSEiE /7 SR P BER JTE b, Biridk 85 B UM 2 R £ Ak 7K1 Mide B BRI L T4
JL B B A% A O ) 2E SRS RS

[0149] 53— TS /7 SR FEBER I A b, ik 75 B AL G40 1 77 9 Mk P SR 348 o 55— TR SE i Uy
SRR T2, P ads 55 B A I A0 70 A R S b e o 53— TSR T SR PR T i, ik O
AL 70 g ok TP o 55— TS e 7 R IR LR ik, B H 45T Pk 55 & AL B 175 5
— ISR 7 SARME R T2, Bk 75 A AL BN AR S SR IE IR AR H 45 7 O — TSR Y
FRUE T, — 28K AT R 45 7 VB Ui o o — SE it 5 SRR IR I, pirik
R R - 57 BB R S TR AR — AN 28K JE SRR T R 11 R R v e AR R 1 IR
PH3EE.

[0150] 5 —TSE it )y RARMERI Tk AR T RE b 34T 2 T — R DI SE B2 1 POz 1R £ AL
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KPR IR Oy — T SE Tt 7 R T E BT R AT — RS B A BUU R £ Bk
KFRIP IR

[0151]  F—Iisiie 77 42 pE R 7 i A FE i B AL T RE o 2 1 UV R 2 BE AL K39
M Bz B Ut — 0077

[0152] 5 — T s 75 R4 HE R 5 i A FE SRR 88 — Ry AR & A U R AL K
SEIE N, WGP B LA — 2 RIT o 5y — TSR 7 AR (i T e s R AE S — JE
BT RRE T A UM E R LB, Wz B DL — DR T .

[0153]  — TSk /7 R 1 PR i AT 3 — 0 BB W RO B A B 1l 7R 2 A7V
7%, ARG G607 5143 B A 23R 5 8 A POV B /K- SRR 7RI E
()8 [ T =R LB AP LE B

[0154]  — TS /7 SRR T PR B AT 3 — 0 BB W RO B A B 1 7R 2 A7 VR
I3, A FEIE 4607 a3 B0 2 4300 it b 2 A PO 28 1R S B A K 5 R 3616 97 1 U e
()8 A P R B A K BB, FLrp UG TR YT 5 S A BUBVER O WAk P 3 i 4e 7 1% 8
Tz am TH—RIT.

[0185]  Jy— WSk )y B4y Bt , 2 T — ke G 1E 7 A B AL b E
U IR L B A K o 5y — T SE T 7 Ry I 7 vk, FFARVR 9T R B A BUB IR £ Bk K
SPIEINER S — . S — TUSE e 7 RARBL VA, 7R SR 28R 6K E FF AR VR YT I & 1 TU
AR A

[0156]  Jy— TR SE it J7 R4 AL i, ik NN 2910 % 221500 % o o — TiSL it /7 5242
BER TV, BT 38 NN 2910 % 2229400 % o 53— TUSE it 7 R (ER Jrikrh, ik g imnh )
10% 229300% o 73— TASE i J7 23 HER 7%, Brid I N 2910 % 2 29200 % o 73— T SE it
7 R I, TR BN 4110 % 21100 % o 55— T SE il 7 2R 7 ik, Bk 3
TAZI10% 2920 % £330 % « 2940 % « 2950 % 5L 2160 % o 57— T SE i 5 4R AL 5 v h, B
RN NZI25% 2150 % JZ1T5% £41100% 41125 % 541150 % .

[0157] 53— TSkt 7 RARMLRI 7 vE R, B 4 20 ot e B L L T2 B B S A A
[0158]  Jy—TsEia 7 A BE AT, Frid UG 167 e A3 B A U6 oS fE - IR T 2
2R EHRARI o TS Ty AR BE A, BT IR IBIE YT G A3 B 23R R AE R UR
TBIT RS2 R B 28R LRI o 5y — THSE it 77 SR $e b 75k rh, IR IR0 97 e 13 211
HRE S E T IRVRIT G 552.3.4.5.6.7.8.9.10. 11,12, 13, 148% 1 5K FRIFK

[0159]  — TS 7 S8Rt 1 ek A AT 3 — 0 U VR0 B A B o1l 1) 2597 V21
J7i, AR G167 JE 15 2R A 2R i b 8 1 PO R S ALK I AR 7 B 57
BIE ST R INE B BUBUR IR £ WAL KT LL R, He A6 vR T e B ) B UL £ Bk K-
PR E 2 L N Z15% B 2950 % faoniZ B B BA L2 0 T —PHIT7.

[0160]  — TSl 75 SR FR AL 1 YR TT XS B Y 05 B A BT a1 70070 S s i 24 ) 7L R 1
T3V B 77 A4 1) £ 35 25 70 2 B 0 e R0 5 B AL BB A 1 R B 2, e ik B A
ZHTH) 77 ARG RNE T I AR A R R Se A N A A BOR T 64 H s e e
[0161]  Jy— TS )y Ry BB 77, Bk B3 e 2 Wi A BT i ah TR AE 1R 5 &
LB HFANG S R B R 6 HIW R K .

[0162] S — IS 7y AR BERI VL, Bk B3 78 2w HE $ 4R 75 BRI f G T 2 D
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3 HIG Won g e .

[0163] 5 — st Jy 4RI A , Bk FLIRSE JMERFH 14 o

[0164] 5 —Tisif 7 R IEST, Ik 5 B & iR A4 47 10 25 S LB 61 7 A ok
I 53— TS e 7 ARG Ty i rb, BN 5 BB R AL A 45 T 10 55 B AR 1 75 A e A
I 53— TS e 7 AR Ty idrb, BNk 5 BB R AL A 45 T 10 55 B AL BRI 1 7 A 4 1
.,

[0165]  H—TUsLi 7 R IRAERI 1A, DU B A VK 45 F B R I 45 7 JBL 8 5 R R BT ik
55 BN o 5 TS T AR L v [F I 25 BB B R BT IR 55 AL 3
Mo 5 —TUSE i 77 SRARMERI i, 1 J6 48 T Bk 75 & AL B A 770 o 55— ISt 5 SR $R L1
Tk B H AT B 5 BB I B S T B . S — TS T BRI T
I BRI G T BB R IR H T AR BT IR 5 A AL ) o 55— T SE e Uy R PR R
i, BB R 5N IEAEBHT 0 5 B AL B H AT R .

[0166]  — ISkt Jy R4 ML T IRYT T 75 & A B B R FL AR 1 R &, AR B v e
7 BB A DA B2 Tz B B 45

[0167] 5 — T s 7 R AL R, Frid sl ) SRR 74 75 B A B i 550 75 28 A g 1 A
BRI ) — TSty R AR SRR G, Bl ) S R LA J5 A Bl 40 1 7 ) 2
ALFE LA B R S — TSl 5 AR R S, sl R G R A SR v R
BUFN 284N 75 B ABEHI G 7AYo 75— TS it )7 4R BE il & b, Pl i & fh 44~ 1B %
VAR R 2R RN 56 4 25 2 A il 7 7 2

[0168] 5y — T st 7y ZE 4R ARG v, i 75 B A1 o1 550 g >R e o ) — IS it Uy
SERRBERTRIE R, B 75 B AT 400 61 750 g Ry 0 gt e o S — IS it SR AR AR R B, B
R BB R T 3R 4

(01691 5 — TS it 77 AR I 7 1 A 1) 523K 3 4 7 ok T U R e ok gl v g S
i e B AR PG S R A T 24 R R Y R B AT 24 1 O A A I 2 A R — ek
Z R I5.

[0170] S — TS /7 R4 p) i, Frid —FPEl 2 Py A s — Fhak 2 Mo T
AT P T 40 MR AR, AR e B P AT Sy — Sy AR v, BT
055 N R/ BN o S — TS i 7 R ARE R A i T s R 2B A T 2 5
Eb B IR AL A B SRR JE R A | il 2 B L DA B 7 A L B AR AR ER
F 45 5 BV (nab—paclitaxel) W[ —FPEL 2 Fir.

[0171] A 2 B

[0172]  HDAC &0, & 2/ 1 8P 2K 0% , Ho 4y 9328 (BE T TTAITIIZE) o S ISRHDACEFE{HA
B THDAC 1.2.3H18. 55 IZEHDACH] 7E 40 Mt i 4R 2 3 H AR5 5 5 skl il N A 5% o 5
TTZEHDACALFEAE AR FHDAC 4.5.6.7H19, H AT 76 40 i S A 40 o iz vh 4R 3 B S 5B 11128
HDAC&NADAK #1251 5, ELAR AR SR T-Sirtuingd i &5 1 B % o Sirtuinds (A B AE
B il 11 S48 0,8 STRT 17 o AR ST AT FH , AR TE: “TEFE PEHDACHI i 771” 48 1 A2 AN 5 4 39SHDAC
FHEAE IR HDACH 1] 57) .

[0173]  HDACHJ 1|5

[0174]  HDACHIHIFAIAT | SCH 43 vz HDACHI il 751 A0 e £ HDACHI i1 1) o )2 2 FNHDACHN ]
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FMEAEE KIS 2 5 AR e AT HE S R B AIE « 5 B PR A s A8 AR FH 130 3 A T3
HEAZIE AT S B TE P R )RS o 31X SR 2 W R R BT BRI WISAHA,, R RS BT iR R 2 5 1R
£ (hydroxamate group) 5 byl AT S AN GAE F AE 48 PESSRAE b, PR 5 A ln ) g
(kD= A T e B B AR SR RE I U AR A (L 5 Ty M s A ELAE ) < HDACHIIHI| 1) .2
() 149 DX 0 72 T E AT T S HDAC IR 38 119 10 2 (CHLAr T 308 o0 020G 1A Ao o5 %) 300 38 149 A e ) AH LA FH
(177 3o Y815, 3X FRHDACH il 77 118 38 14 2 10 AH EAE IR (B2 /380 4 M A Re) 1 ¥ HDACH
1] 71 AT SAHA 128 5 P HD ACHIT 1] 771 01 4 IS 248 1) B 00 00 381 ) — S HDACIZE B PR 1) 22 5 o e S
e FRTHDACHI il 77 4 JE B v o S T R B A 57 A4 AN- (- B DR L) —4- [N- (b g —-3-48) F
SRR EUR - R R B, I B S S 0 R s o

1
[0175] N7 N O
o
4]

B b Ak 5 4 A
[0176]  F5 F LR
(01771 MR & — PR PR VR IF HAEN R B AR 2 DhRe . © R I 2980 %6 (1 FL MR I i
S 1) JE R IB M ER S AR IR T M R AT AE R RS R 22 SR 16 Lo PEvp , B SR 7= AR
B AR L 2R M R Kl I T A R I o .
[0178] 422 Ji Lok WM 2R (R AR A7 I 5 e AR 25 A MBS 2%, L Fl 05 B AL A« 3 71
75 B MG PR 5 SO I R AT B A A 17 e AER AT B 85 28 1 A7 FE AP URN 2 2 1 7L e B R 1
K
[0179] A& AL A2 41 i (2 R P40 R I , HONCYPLOZE R [ =4 5 B AL BB M4k 2 Th g
e N S A A R I UK A A A R
[0180] 55 & Ah kA1 il 77
(01811 5 F Ak ity 40 571368 3k WL O 7 5 1 T e J 3 e e S 002 i e AL AR P B 3R
o T 5L AL BRI B YR I7 , T — 28 5 A AR SRR E N B VA AR A 35 2 B e A8
2AF B 24 A A B 25 S5 A FH O B A A 1 5 6 T B MR LR B VR TT 5 IEAE IR PRI
Hh R 5 B P 7 DK HL S A S SR S R A L B
[0182]  GUASCHTIA , “TF B AL BG40 6155 B RS PER) 7 o ARG EAR A 7
18 5 95 b A 26 T 2 R e M R 1, 2 H- R — R iy M R A P 4 1) ) 25 5 b
TAE RS BB S &4 -
[0183]  fAi1f & < , @it Thompson MISiiteri BT i i) 75 vk A N S AG A il 28 1 Sk 4 8 43
(J.Biol.Chem.,Vol.249,p.5364 (1974) ) o BT HRAT IOk A 1 772 R T 10 R AE-40 CLRAT
W ik NSRRI B 1, 2= -1 BRI AEST CY B 200 ol i BRI &
B4 352 5 1 Mo ORI Z AR R M55 B AL K B o 3t S0 AR BURS R, B TV B 48 B 1
R o I B VA R 2 R FEAE IR TN JR T B8 R v B0 T S A R A o Jl R A N TR AR 2
BB I NZIR & B2 20 S 0 55 B BRIV R AR A B A &Y T
AT HIAHRT cpm T T H SHE N R 55 Ak S R ) 2 bE A o TR A A R A R 1
75 B B AR 22 06T BRAEL I 50 %6 el (19 U AK 25 0 P R P58 el g 0 52 T CoofEL
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i .
e N\z"’ﬁ/!\ > ,c/‘\ e
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o P } VAR (zﬁ_ﬁ:‘\\’\‘\{w‘j ﬁ.’f \\J

Q’iﬁ’\\f‘&“" TN H{:}j}%\\x‘“\w”

¥ By
[0184]

O
FH 8 \Eﬁ

o TR

B 2 e

[0185]  R¢ I i A2 = B 75 B AL BV PR o, HL O 28 3% B I 2% i I8 3 /K P 5 4 B 4R AU
% (Longcope et al,Metabolism 1986,35,235-7) . L& K B AELA 2 3 , ML MWL 22 K ST M
Z)110pg/mLF% 2 AIRIR 2 1I/KF, Z)7pg/mL. R 1M, ORI, FEAA L HH fE 10 o Phrb, S8 o i — i
(PRI P 240 9 ML A e — B IR P 1045 , X ] BB 2 R T Jed 1 2 B A B PR B

[0186] 4t 2% A AL B AE N FL I G T B O O R 1F — L il . BT =R A &L
i 300 1 AR AR SE [T T3 T 44 i ok R A5 AN SR LR - oK il e (Femara®)
T TR %5, R 2 BT Ath S E SRR 7 AR I 48 28 I Lo TR -5 R 2L B e 1) At e el
WGIT R S AR B (BRI 4828 o 2 1 SR e B Bl S A2 MR LI i V6 7 AU E S R
J7VE G i ik Fe () 48 22 I L PR R R SH LR AR VR T T

[0187] i A5 ith e (Arimidex®)i&E FH T 45 TR 7 b £, SR R 24k () AL )5 L IE R
LI B 5 B IT VR 32 A (1) (8RR [ 4828 5 2 1 J= g S Bl 7% 1 7L e A A
ST SF YT IE G e 3 e (1) 48 22 i A T R R S LR 1 — 2R VR TT

[0188] AR PLSE4H (BT i# 81 (Aromasin) ®) & T TR I7 k8, OF O 2 B 551097
2-34F I MEBUER 2 AR () B4 i £t L S L A B8 8 S5 vk e i i R M 48 22 )5 L
PR S FL R I Al R TT

73

Ny ANy
N Ao
[0189] L o
NC " “CN Me” N c [\P/Ie
Rk TR v R i

[0190]  XEEZGHR] 73 IS (512 K 0 SEIEIE T B A AL 22 5 R AT (55 2589) K i e AT ]
HI it WA AR S AR S A o Wi PRGBS 2 W AE Y6 T I SIIER () s v okl e A T A 5245 55
FES I o AERE AR IR S XS U5 T , A5 FET] 6 e Al B 73R ABA P 200 T A B 55 ik o i
S0 s P K 36 45 SR AR A5 05 B LU FB1 790 O At 5 5 S5 O LI VR 7 (K 9P B A v
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(01911 FLIRSE

[0192] AR, ERE M L b, FLIRIE U572 e ILR S WoeiE - 1/8H SR vk A K 3l
FIRTEE R SRS o 4 % IR B AR AR A% DAL 3R P48 36 S D FLIRE R J 6 DAL 3R o LR A2 A Tk
(Y58 — KFEM .

[0193]  HER2/neul P FLAR S

(01941 SHER2/neuid R IA A5G () e (0 45 FLMRE L U0 BLI 385 IR 1 SR L
o PO VR R PR P88 &5 L a1 e Sl /N At A o L AR 2 BCA FHER 2 /meui 7 I
B,

[0195] K £925-30% [ FLIRHE BATHER2 /neu ik R ™ S H 28 1 50> M) (¥ il B2 2l « LA
T v A% 52 AR 3 PR 2RAA 5 3 TN o RR AR I TR AR

[0196] iz FH PEREAE

[0197] 1R 2 FL I 5 BOMERCR LA A Ko AR 22 Lo Py, WK 10 2 BORIE R 1 AR
FEAL OB o 0 BTk i R i 55 B ARG EAT

[0198]  =BAPEALIRIE

(01991 fEvRyT =B TEFLIRIE b i hE e e 2 44 1 11k L 22 B 52 4 B PR ATHER 2 ] 14)
o, RSO K LA AT AT 5 e iR T AL B I R TR AU 7 22
T ERAZEE 2 TR B R AIZLE 157, B W Abraxane® (ABT-007) 542 B~ I %A, £ )45 BE iR
IR R AL B AT EAZ B S L) (PIE) o M- FEHER2 IS B 1A 1 RE A7 AE AL BR T 36
T S ACHER 23RA X F ABR fll A U SR, 1K L6 2] 5 m] REE A R o

[0200] W ERITVLR T MBS E 2 AR M (BRY) FLIRE (BO) AU E B ik B TR A7
W AV A R A A Ry A1 P AR 52 P , B 268 A O L A A A R 2 R EL 2R i 245 7
[ Je /BN UE S R AU AR AT AR AR LR i e P, 55 AL B G (AD & — ik
PO SFUE S, O oL BEL T A 5 P R R B A P o MR P SR AR — P L PR 5 55
PO 205 5 I Mo R0 I 5 % 55 7 A Bl 0 11 790 5 A Ak L AR 2 A 5 4 55 B A Bl 30 1 77
NSAT 5 B Sk ey v mic o] 06 ey PR 6 7 i 2 Jo8 ) 5 RS P Je i Hh 45 BE M (Chia S, Gradishar W,

Mauriac L,et al:Double-blind,randomized placebo controlled trial of

fulvestrant compared with exemestane after prior nonsteroidal aromatase
inhibitor therapy in postmenopausal women with hormone receptor-positive,
advanced breast cancer:results from EFECT.] Clin Oncol 26:1664-1670,2008) .

[0201] RS SEH L e v P IBCER I VAT 2 1 ) TR B R T B KBk o FHE S (R 285 PR AL A4 4
ME SR AR A G P B J 2 A R ) AR P T R S R A DL e A R A DR
kB (NFKB) 0% A KK 115 5 5 1@ BRI I MEER 52 AR a (ERa) FEIE I TF 4 o 31X 438 %
AL a7 PR PR AL 1 7 AR B0 A B e e — AR U B0 L IR 28R ) I 2 e
Wity (HDAC) 1611771, Hooxk 55 1 JSHDACE AT g 5t M HAT MRe O 245 B 2255 1, OVFRR L4524
HDACH] 1] 5 350 R0 &b o L v 4 i v B 9 Bk 2 PR £ e A 7K T o, HL AT AR il MR ) T 7
(40 24 350 AR iC I B AR o JE A U A 0oT 5 1 SHDACH o S P i L X 331 T S5 1) A 2t
B ¥R J5) (FDA) HHE ATHDACHI 41177 (HDAC1) vorinstat{Zolinza®)Mromidepsin(Istodax®).
E I PR 5 T80 PR 0 5 T 40 ERa BH M Jird A2 4 0 T MEBCR AR I A K R 15 5
B R IHL ) T Y TR R R U A ERa KT IR H AL I 3 0 55 LR K. (Sabnis G,
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Goloubeva 0,Chumsri S,et al:Functional activation of the estrogen receptor—a
and aromatase by the HDAC inhibitor entinostat sensitizes ER-negative tumors
to letrozole.Cancer Res 71:1893-903,2011;Sabnis GJ,Kazi A,Goloubeva 0,Brodie
AMH.HDAC Inhibitor Entinostat Restores Responsiveness of Letrozole Resistant
MCF-7Ca Xenografts to Als through Modulation of Her-2.Presented at the 33rd
Annual San Antonio Breast Cancer Symposium,San Antonio,TX,December 8-12,
2010) o A STHTIA ) B A 1l PRI 56 45 SR 2 I ZEER+7L B i v 20518 FH SR v e MR P 3548
AR ER 7 VR 245 PR AL A DA T 5 4 05 FE A 5 58 4B A B R T VA UK

[0202] Higyry:

[0203] W] A FlHh R H -5 A ST & R 72 A 10 AT G H & S 16 97 T i e ds e
AN T 80T ST BRI RIS B O A0 R R TS

[0204]  JA0yT o — b e BE XS 2 B 2 2 2R ) T e 3% B0 s 0 e e 7 e L A A ) e i
WBIT 75 AT R — A S 2 Wi R AU A0 MR B A5 L H o0 2 i 45 LR A A K ) T e VR T
T3 o Gl ) IREE SR 7 AR K EOUL IR, Fivadk 24 W 3 N ML I 3 7 58 B3 A1 42
SRR (BT A B AT FCE T8 A5 B BUA I g iR e s, Brid 259
2 L TS XS B e A0 A (KRR TT) o 45 T A7 B D I BR T B i 7 e e i 26 7Y
A 3.

[0205]  AN[E] ) FH TV o7 L B A A 7 700 3 AR U8 2 SNy o ¥ 9 L e 0 400 e 25 15
BIEZ R 2 ABEBL T 2R 5-FURMENE 228885 R COKIT IR R R K el
S AE A28 4 i B Abraxane® (ABI-007) SEAZHE - 5R 4A 20 BRI SR 5 2R SR AZ B A
EAZEE ST FLA] (PIE) 75 FUAIE 2 P B AZ Y L REHVR AR R £

[0206] vy SR A AL ST A FE A8 A — M 22 Bl DL 25 0GR 9T U7 1 RIS BEENTT
4 (il , Paraplatin®) . £3£53T (4, BCNU®) 26 T B%JT (it , Leukeran®)
Js A (5] 40, Platinol®) B B i 7 51 (1 4, Cytoxan®) | 1 i B 5% Bt i (1] 4
Cytoxan®) iA-REEE (Fn, DTIC®) | R R8I (540, ifex®) & 5 a1yT (9,
CCONU®) WA 2 B % (mechlorethamine) (I, %+ Mustargen®) . 3£7%k4 (1,
Alkeran®) \-REHF (40, Matulane®) 18k 5 2 (51401, Blenoxane®) . £ 1k £ (4
i1, Adriamycin®. Rubex®) . %Lt £ ikt £ (B0, Idamycin®) K ICEER (4
i, Novantrone®) . % PG {5 (5140 Gemzar®) « 1 HZERER (B4, Purinethol®) - &
RS IBE E] At T TV (20, Nipent®) | 1 HRER SIS (01, Lanvis®) | 1 RAKFCIAH (B,
VP-16. VePesid® .Etopophos) A&KILIATE IV (1, VP-16 . VePesid® Etopophos) + K&
(1, Velban®) K&, (5140, Oncovin®) | KFHGE (F1 41, Navelbine®)  HiZEK
s (B, Decadron®) | F ik Je 78 (B, Medrol®) fik Jeka (i, Deltasone®) .

[0207] %y G BUAA YT V2 A — B FHAE SE 56 =5 v M — SR 1) #5840 B 143 ) B A
FRIRERE VR T 7 1% o IX e BT AR AT TR ) s 4 b ) ) o s T 35 B ohs 0 L A ) T 0 o ik
TR T X L6 51 b I % FE 1% 8 i 240 i, PEL Uiy JH A BRRE A L7 5o B e o 4 Tt
T4 T e AR Sph S B A T B 254 5 3% BUSURH V) o 22 0 0 o B e P B 4
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Al SPE N B TIER AT H AT

[0208] % i dri(Herceptin®) & — Fi PR Wi 4E 1 K & 14 BHER2 LKA K15 SR 4 L
Fi e A 1) A FH B B v B A

[0209] il 2Z S HU AT AR g B0 — 24 50 51 RS I R B2 25 9 H >4 00 A\ g SHHER 2 BH 1 2L s 1 A0 7
) AT O AL A7 o SR, — 2 AR 0 i 2 BRI AN R, T HLOK 22 B0 24 TR i R 243 128
IR AIERAT (1) it 22 B e 24 PR R AT e b o CUHGE 1 — TR 2 T 41 M R 0 T V4
iR i 25 AR 1 st A% L A e B I FFE (D. Tripathy et al Journal of Clinical
Oncology,2005Vol 23,No 16S,3121) .iXYEAfF 55 & WF A 1 2FFHER2 BH P4 7L AR e 41 i &R
(BTAT4AMISKBR3) , 1 HAE il 2 BAUAFAE N IE LA E il sk BRSNS 25 7 o i 24 40 i &
MAEL24 A, 3F BAE ol Z s Hu 26400 T IR HH 35 B PRI AL K 22 AR il 22 B4 2 iR
S 5 E I A B R 245 248 JH A A0 0 21 Go / G2 ¥ (84 %6 FHAT68 %) , Bt/ A MU AE SHH (3 %6 AH XS
14%) o 5 HURAHNLAHEL , i 28 40 i Zo0F il 2 B HUAe B R R IA AL IR 7 32 AR CXCRAMIE 2293
UK AT SRR VE L L PTENAY R 18 b 2830 e /D AR A

[0210] WA FHh 5 A SCEr A FF R A WAL A 1 e R B YR T T VA T B AR (EH A
BRT 25 7oL T 2550, AR EAR THRinE e, B HES REHE . 2 IR EE R
£ VIR ZRA B B & AR A B IR B R — . DUAR st 22 bl A 1
Ho

[0211]  FE—esLja )y S, Fridk He s im AR AT, Brid Ay A dE m) 52 i 45 7 — Pk
Z MU 255 2 R0 B RS I SR AZ B R R e R IR | il 2 i DR R L
PO SR AT ARER 3 B 45 A T BT

[0212] [ AR Al 77

[0213] 5 AR ST P o i 14 24 0 e R0 10 PO ) ) T A AR AR o A FH T 0 Bk =X, il
A HE LA BE A (Llozenges) JBER (pastilles) wd ZE5 IO 2 2 1B TR |
BTG YO S BV B A TR YA S LR TR R VA VRT) B 7 (wafers) o H
W% (sprinkles) 7] A 255 e & IR IE R (buccal forms) FTE IRBAA o e & ] 5 A VG
PEAL B W RS T A 70 7R A/ B8O R TR X TR 5 0 5 o i XL 70 )R/ B B ) A 24 2 ] 5
ITERT (1, TRTER S8 EEM B EEN) HESS N LER TR R R 4 2= an 4 i 41
Yk 2 AR AR 4 21 TR IR e B H 5 o A P v 7)ot ) e ok 5 R s 9 R B %
LKL 732 3 R P 24 2 ] 252 B RRVRE R R 700 S VD 7)< A7) 2 T e e ) (0, 4 3 I 3 2k
H) B AR E ] (R EA R T A AR BR B8 AR IR W A - ARSI RN U 4P 4 32 R
L AR 2 2245 L 3R A P g e T B G YA R TR AT A B DRI L MO PR iR SR
V) R BRES  H U ARG L BN L AURE B B IR A IR IR AN  FLAE Lm0 b H R L SN
WA T IR AR o AE— R8s 7 S, 3R o M 77 A R B - SR i el MR R B S 1R
TS PR TR o 480 2 2% 10 R P R R ARAS IR T,y v 188 R LU B IR RS - 1+ /\BE T8
BEVR GV R P FEEE AL A K (L BRE B R B AR (B IR £ L T b AR IR ER A L A
PR BB RN = B o A SR 10 0 1 5510 R R0 P v 4 SE 5 8 T80 ) 7] B3 SE P 88 T8 ) 77 4 48 i ik Vi
PEAL AP BRI o BT I 11 I Sl 77002 T EH 5 3 P e 2 ) K B SR v l, LR 75 25 mT & il
1 GV LA

[0214] R4 2
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[0215]  WIARSCHTIA , A SCHTR A A7 VETT R 45 T BT A H T R8T fEALyT i 72
HHAEAS ] T35 B AL B A U I 1) 25 7 BB V505 o 45 T IR P AL &1 2 1) (4D 1) 22 S
TR AL A T4l /NI LR R B K () DR, RAE AL A A b SR AR AL [R] — sk ) 45 25 B
DL — IS4 2, 2 e T — 4 3 370 75 B IR YT JH T 45 25 o 3 R 24 4B mT Sl ik AS ] 11 3
RLET I X THIT 5 &L, WP T R n e B 2 5 R T se I 45 T Frid B R 54
FHIFI B R) 2, B0 AT RE 2T 8 3 N TE R

[0216] R B SKHE T R, AR SCHT R AL 25 M2 AW mT LA LL T 0 IR 45 245 1 [ 44 Y [
PRI AR TR SR AL A ST T, DIRS ARG D e i AE N4 258 B/ DRI E
FAEAR T, ) B ZE e ks &% 8257 (lozenges) B2 (pastilles)  ZEF M AL
24 VW JURE B 2 ) VA I BV IR by R BRORURE VA VR LRI TR ) S VA VRO L )
(wafers) A B BRFE (sprinkles) Fit 7R AR 7)o SR VG MR 5341, IR 2520 AT B
— PP EK 2 P 2 A ] S (W AR BB R SRR R R T, R & 70 S S ) R R A L
ST TR 7 BhIR 7R B 7 Gl ik R 4141 5] « EH IR 70 AR R 5D

[0217] R A FIE BRI T A AR B M PR R TE R B 5 B IR sE 3 3 B RS A 77
o R LA A AN IR T, 588, 00 KW« S48 I R OB AL v Ry (89 4, STARCH
1500) 5 B s BESS , G FE 0 4 60 00 S A e W Wl 2 A LR s AR T BH , i 7 A e v 3
TR R IR £ % IR Z e R ELY) Panwar B BN LR L isabgol husksHRIR R LA 4R\ H
FEA YR R IR GEER (PVP) EERRBEER T R RAT Rz A1~ FLBE 78 28 ok Ay 7R B 5
GUERP, WMORARR TERAYER RF RIS RF AR FHFLER B
F 2 FAYEZ (HEC) FRFETHILAF 4 3R (HPC) R L L FL 47 4 K (HPMO) ; i 4F 4 3%,
AVICEL-PH-101.AVICEL-PH-103,AVICELRC-581,AVICEL-PH-105 (FMC Corp. ,Marcus Hook,
PA) s FIHVR A 38 B A A R R EAR T, A RS R A 4 2 A 4 200 K
BHEGE AT Ee £ H B R L (L AU R TR R R HR A o A SCRTER L
2y AT, AT AFAELI50 B % E 499 B % 1RGSR s A 78 7).

[0218] & B (¥R R FEAHA PR T, BI85 R ER S  FUME - (L B L T 0 VLB | 41 4
R ls b H B EE SN TR PR« — SRR, R UM L (L AL | A A
WLEE , 24 VAR 8 A7 AEmT , T I T — JR 4 v 77 PR AT 0 7R A T Hhod oo PH g 9 i o X 58S
J& 48 v 77 AT FHAEREL R o

[0219] & B 1 AR M SRS AR AN T, B s 20 s AF 4 22, i FR R A 4 MR TR R AR 4
B s AP s RARUG L 5 BH S 5 B TG « I S B2 s PR I, oy 7R BRI TR B TV 5 AR VS
SBRA YR, WA BOR PR 4E 3R R AN, WA BRI YR s 2 BRUE M s B R 5 Tl g 4
Y25, W LR UE R BN s P b SR B YERD , TR R TE N B Ry AR ek R TR Ak
¥y Mt saligns; MUHIR G A SO S AL 25 W 4H 6 W b o i 550 16 Bl o) ) S 28 A2 Ak
FE H X ARSI AN M5 22 5 HE I« AR SO fe (R 25 2 A& W] A5 4905
HE%EAISEE %L EE% EL5HE & % K B

[0220] & B {9 VRV A FEARAS IR T+, B B 45 5 A T R 8% s 10 A2 velt s A2 B 42 ek s 35 1
AR HEE Y s —WEE, Wl sy R HEE (glycerol behenate) MIER £ ¥ (PEG) ; B JIETE ;
LR RN s W A s AR I ARG AR Yl R OKF e  SSEAERF i 2 R el RO Vil R K
FK & s IR PR s VR £ B s HAETR LR s B lg s v b s kA 5 AL REBURE IR, T
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AEROSIL®200 (W.R.Grace Co.,Baltimore,MD) FICAB-0-SIL.® (Cabot Co.of Boston,
MA) s IR A AR SCRT IR L 25 A S n] 0 5 290 . 1 H & % R 2455 8 % [ITHEE 7.
[0221] & E (B A AR 0T, CAB-0-SIL® (Cabot Co.of Boston,MA) FIFGA
PRI A & OV E R ATHEAE R 2R I8 1 KIS HEFD&CYL KL, M T K A A dR LK
ANVEPEFD&CH AL , A JE DL S FLVR B4 o F 38 S T b /KA PR G BRSO N EE 4 JE K AR
1, AR BIANETE I Gl ik AL HE A A 7K SRR B R AR R, R = A2 4 At
WD (1) B B A A DT 0 v g R 7K A IR R T o SR ) 0L 5 PR L LM L R B PR H
JHFI N T R 750) G A A ARTRAT Hr B8 o 3 %0 7L e R0 5 B RS BT AT B B e J T
RS PE IR A 205 K D AR R B (TWEEN®20) R 205 K L AL i iR
580 (TWEEN®80) 1= 2. 1% i R i o By B A0 23 BRI CL 5 2 PP L A7 4 204 I B L
REBRBEAR TR HR  JR P L 4R 4 2N R S T i FR S 4 4 3 AR 2 AL g Be B o B 5 77 L
FEH L JE < TR ER AT JEE 4 AR R FR IR R R IR R IE o T R 4 T B S A IR PR B
AR BB B R TG 2 B R AR IR AN SR AR 0 H TR VA AR I L AR
B | ST AR o L0 o ) R R R K PRV AR () SE 9 B0 FE 8 0 RARE I o A LR B FE AT R IR
A AR « — ARV EL FE T R S A A B N o

[0222] R ER fFAR 22 BAAR AR AT A8 16 F  RISEAE [ — il 7

[0223] AR ESEHE 7 b, RSO R 29 A ST LU 4 1 AEED A RIS B A
Fr 2 RS BOBIE AR R HEAR B R BRI A AR A i R R E IR A AMHVE A
B AR T Wy TR ) oA AT AR 477 M R o0 12 B 1B T R PR PR B ) R 46 o s AR B R AE
ANPR T O B  JIE U7~ AK A7 B R I 28§ RO S A HR R NS PR A 4 R ER IR B - A 1 2
WA 4 A, Fo ] A7 I H o 25 2 A AS PRI R T8 B AR 47 7 770k e S Ak o AR
Jr A 78 i A K TE PERDRH 2 B B R 46 Fr o W IEAR B AR AR TR i L A 4 2
TR EAYE RN IR £ ZEE4000 FIE PR AT 4k 2= BRIR BB o WA I T 1 SRR 2L . 2
R gl 2 T — DRI A I 48 Fr, HA s 2 7 AR il AR R Bk
Fo

[0224] 5 5500 2L AT MK AR 45 o BORURL T Q36 PR RS 4y, BB S — FhER 2 AR SRR
(A8 AR BB 77 CELHERG 5 70 L A0 4 SR 6 A S VI ) A R SRR/ B0 £ 701)) 25 il
13 o IR AR R 71 £ERELIEE SR BE R TR R JE A

[0225]  ASCHr e BE 25420 G AT DB S Bl s B (4t , JC AT IR B L FR AR 4 2
3 B R R T 45 o BT oA il B e R B AR FR A T IE AR I #E (DFC) , BH IR 43 4 i, — 3 70 ZE N
Ty A R SE AL TG R A o PR B EE (SEC) 2B BRI, il an B i,
N H v (L ALRE B SR 22 OB SR A . B T AT LS B FE TR AT A A K
A IE B3 J R AR SCHREAR I IS EE , 40,45 JE v 4 B BE A1 JE W TR I, DA AL AR o AR S it
(IR AR« F 3] A AT ] A 740) 28 P A, 2 7 R 0 o o 53 P 3 A R ] 4 790 280, i IR T O I AL
Ve BCH e = IR R A VRURH TR B ) o L X R VA VR e B ] i SE [ L R4, 328, 245.4, 409,
23914, 410,545 HEIA I 1l 25 o Bk B 2 A1 AT AR SUISCE AR 2 2 B 34T Gk, DLokE
BRI PR T R

[0226]  FE ISR &b, A SCIR UL 254 A 4 mT LA DAY A R 2 [ 44 7R R B 43t , HoA,
FE LT AV VR AR TR Tt 70 RORRE 2 55 FLARN A R G, Hoh — Bl A4 DL /NER T 2R 58 42 43 ik
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T2 7 — PP rp , FomT DU K ALy B sy K 2 o LA nT L FE 25 2% b T 8252 Y AR K PERAA
BA I FLAC TR T 77 VR 2R nT R 2527 b ] 252 1 By 7 B 85 771 o /K Tk B VA mT
FEZg 25 F a2 481 , B A 2 b B 1 (IR ke 3k) 4aTis ORIE IR B e kit B A 1
EONMKIE ) , WL = LR AAE A — DB AR AR N K AR A A R, B T B
RIS o il 7] 22 355 W) SO () 7K BV Y o W I TR 2 W 4910 G 2 M FRD IR A K VAV, FF HE AT
BB FE R R TIRAR TN AL, 0, AR5 & B v KA VR AT F R S 255 AR B AR B A
W an KA, AT 7 (R & LA T 4525 .

[0227] e A RAA RN ] A4 75 B A 5 AR R T, B8 AN SCRT R B 0 VE MR Bl 3 A — 4
A S S 1 A A i S Y 8 S N B - S =10 A e S - RS K )
- HEEF R, SO PR L R R DY 4 R R R 4 -350- - H
Jik 2R 2, —FE-550- —FI K IR & RE-T50- K, HoR350.550 175045 11 2 R 4 S EE I IR
30 & o X EL 55 AT g — A — Ph B2 e ), B an T R R BHT) T R TE
fif (BHA) & B FIRTANG e RE VAR R E F R CBERG . OVEENE I NI DUk g | 3
TRBR 1 B (TR ER AR PR A 2 L AR AR BRI L AR TR R A LR AT AR 2 R RS
[0228] A SCHAERT T 10 IR 2510 2920 & i m] LA DLRE B L ISR OBR B 4K R 4
St AT LA ZE E L6, 350 , 458 1 il i il 4 s ol 7)Y

[0229]  {EHLESLiE Ty P, A SCHT R AL 254 24 A 4 mT DA LA = E V0 8 BOIf Jo Fus 571 Ao 711
e fit LS VA RGTBRAA 7R o 6 = BV I SR 7R B8 791 v AT FHER 24 5 B R 452 19 28 A AU 741 ]
DA, 435 5 86 701 SR SR VTV 791 o 6V R SRS 7 BS0K 7 Hh 5 FH ) 245 25 B ] 4252 (1) 3 A AR
JE TR AT LA FE A HLER AN — S AL A T o

[0230]  FEPTA b a5 bRl fg oG £ 50 Rk 771 o

[0231] AR SCHe i) 25 W 20 &4 ml B i sk BB B el RORETRORI Y, A0 5 S R L 2B | ik roRE
TS FERE A8 ) R FRORT R 7 AL R THOE 20

[0232]  AEHESEHE )y b, A SR A -G SASIE I F R EHR L E
T MR o 3L [RIBC ] B 5 70 B s A B4 o 35 R e 1

SCHE]

[0233]  S:ififilla

(02341 71 57 5 P L R B 2 1 ) LA 0 28 0 £ 135 5 L L
R I A28 5 L e AT I — T L0 B SO0 G 236 40 (A SRR S8 ) W
(02351 ZFSE 0 0 A2 5 8 e 15 G 7 35 3001 4 737 e RPL A o ) 2 4
R

[0236] =545 5L I 52 2 H 50 1 32 40 T 00 0 A R e, Ut 1 B
LA F1 0 T3 P 4230 (PRS) B 5 8 ) e

[0237] Y4 HL I 5 R e WU % (ORR) A PR 2522 (CBR) , ¥ 8 85 S ik
DG ZE 4140 A0 % A MR 2 M, SUBIE R B IS 0 2 A TS M

[0238] B9t
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[0239]
48(Arm) SRR
125 Hidh, BN
H RAR T £ 32 (F1547) 25 mg Anf B —k BH é%ﬁ]»—;\ SNDX-275 5mg k
#4F 5Smg PO Al PO
FFi:

- B BB By rERE

i R A & £32 25mg PO QD

HB 4 FR: B iEH (Aromasin)

2GR A it kB AL
F RAR TG £ 32(FTH6#7) 25 mg Aufg B — K 2R R &3 25mg PO QD
| PO H'E &A% F5# (Aromasin)
FH: Bty kB EE ?

[0240] AR

[0241]  FFEFFAMFEE: =185

[0242]  FF&HFFTRI TSR] : Lo

[0243] B2 RREEE &

[0244] 4y \FRHE:

[0245] 4828 5 Ao B

[0246]  « 212157 b ERANAES: b AAIARIER+ LR A

[0247] < ZHIZALRYT Ja B R BRI

[0248] o ELRE MRS AT T I ST

[0249] 75 NI AT, 7 #0955 A8 b 1257 4 25U 1) B8 3 L AR YR 97 45 RIS B T LIV T ok
.

[0250]  « 3 HI A4S — P IT VR N — 2RI IR 4, R AR Z AT ATYR T R Uh Al 4
ZRAAT

[0251]  « ECOGAT ARt : 0% 1

[0252]  « SEEG R B R a) ML =9.0g/dL; /MR =100.0x 10°/L;ANC=1.5x10%/L,
RAT FH 1 1A AR A 5 b) X T AL, DUEHIC T 1R (8 BRI 2. 54 5 o) AT AL, ASTA!
AL T IR LR 2. 565

[0253] o BRAEIEMAIFAE A5 0 0 1% 1R 2 ELGUM B 78 IR

[0254]  HEFRFRAE:

[0255] < #BHIRIT L E P B F LA SARATRIT R TF1I2 N HER

[0256]  « ELREVEPNR B H A BITALIRYT /T34 HE gt
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[0257] o PRddh e, B A Al ke

[0258]  « {TAAT AT U &5 1 i BT

[0259] AT £2 SNDX-27 58 AT L S HDACHI 1l 57 (KGR IR) 697

[0260] o 2K FF W eSS B A 90 2 W RO A T 2H 40 3 A

[0261] X4 VG S 3 KIAFATE P BCARE PR R o A T sk

[0262]  « fEAAT AT R WS I B 70U T WM PRI 9 R B2 97 o iE

[0263]  « 3% B Al IENE @ER A GWEZRIB0R N L) 5 — T A

[0264]  « B3 B AT IEREESZ IR Zo linza (PR A7 ) BT AT H & U HDACHT il 71 B DNA F
BB R BT AT & S PuE a7 CRES B EARSE) 1077

[0265] B[4k T R nia T Al g 2GR ) R A0 T TG PRIAIG I B 45

[0266] P24 T IR AT B A2 (M AE BT VE YT 1 T TR PRIREE I Gy NFRAER) B4

[0267] P& 3%k T TTHAIG PRI BT N1 B8 35 BEAR ) S8 45

[0268] P44k T TTHAIG PRI - BT g N9 B8 BEAAR ) FEAH 3BT

[0269] PR SERAE T 1T MG PRIAES ok J A A7 JH I A 45 . 2 B R4 (IR SR s ) B
2.3 HIJHAIPES, ¥y 4 (kv 23R AE B e B 4. 34 HPArPFS,

[0270] P64t T TTHAIG PRI - VAL 52 38 93BT o R I 24 Pk R 3 B B KU 33
[0271] 744 T TTHAIG PRIREE 0 BT W0 %) Fiebd A R ) A8 A R 25 B (1) 43T o

[0272] P 8HRAL T TTHAIG PRIALE - W 22 2 (1) S AR A7 I S 4

[0273] Q&AL T 1T HAG PRAES b BT WL AS R AR A 45 o A 7 SRR IR & iR R L
Al B R T 52

[0274]  E108&45E 1 TG R IR M RERE VR S 45

[0275]  SEjifafy] 1arh #5A Em AR BRI A& AR U 36 40 (A B RS i R 7R 1304 A R E K
B R VRIS 2% S A4 B M LR 22 3F S8 44 5 A T 17t 7RIm0 ot ok it ek v 97 3 Fee 1)
Y22 I L P AT I — T A0 JBEAL U R XS B T TR o i A 32 AR
TR AR B R SR ML N % (ORR) Il RS2 25 28 (CBR) « A AE A7 (0S) Az 41k
R 52 Pk o B B3 2 WS B2 b R T (LR LR TV (Iprior 1ine) 42% 5 Z Rif %
> 1R E58%) , HAEM IR G T v, 33% 2 Bl W 8252347 o Z B A ) - )
B R &5 R AR 2R

[0276] < FEEAIVAYT NFFH, 40 V0 S 40 0 IR v s Tk fe AR A7 3 (RTRE Vet s SR 2 Tlp
<0.10) i K TR PGS 22 B0 (5 4. 284 HAI2. 274 H s B LE (HR) =0.735p=
0.06) ;

[0277]  « FERIAIVEIT NBE 7R 184 A A Ui i, AR TG SE I B B i R S A P R
FHRT RSN 2B ) (553826 .94 HF120. 334 H s K LE (HR) =0.565p=0.027) ;
[0278] < fEE A RABAEI BB R EF VA =27 F, BIRE A AR &
JE 2L BB 2 TR AL PRSI I k64N A 5

[0279]  « BB UR%E 5K VG SR A P B R AFI 52, s DL AS R SE4F (AB) %57 W B W
T8 5 LA ALY 2% S LR A

[0280] 4 P 35 1 in S A2 v e ARTAR 0 35 1 22 st AU P2 B AE R A ZRAEARL (43 ) 913 %6 Al
129%) o
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[0281] i 70 3R BH 252 B v e PR T T VA MKV SR 3B 1) A0 38 78 2 o AR BAL G 0L T AR A7
(R ) A 3 32 Ak U SR 4E I AR T K R B W e 5K P R A e K T A ME SR 2 4R B
PRI e T L e ) A8 22 i 2 1 X Tt e A A IR S o e KU P AIK T 27 %6 7 HL B el
) S A A o AE VRS S VAR A AU G 25 0 I S I GRS A R A 7T DA BH PRI PR 45
BT EHA PUBZR 5 JE SBALRESE .

[0282]  sLyafs]1b

[0283]  fF b 3CsLifil lafrid B (K330 (A BOE B 5 fE130 8 B E R ER
B A TR S R S AR BH PR FU e 1 B B R AT B — B2 o0 JBE AL AU 2 A R LT T
R 19234 H AR U7 BA AR, A P8 S IE N IR B A R AR ) R A7 A AR A HRIR 26 . 94 H L K
PESEH N2 B N9, 8 H o IR R IR IR L 35 P AR 17 42% (p=0.04) BB LR o %A
(1) - £ 4 2 BH A VG S8 38 0 8L B 1A R I o gk J AR A7 I (PRS) 420N (4.3 HAFEE (vs)
2.3 H) %5 T ATPRSIAS . 54N HI R WA

[0284]  Z5i 2AE 24 HIBE VTG , &8 B v R AR VU SR IEVE T 1 AR B A BAMN T4 H B A&
FEIHRER & o ZERABNE 7% G LG 1R 2 PR 52 114 Ry ) ot e 17
AL HA (4.3 HXFEE (vs) 2,34 H) L1 HBNE T @A A AL , FF 320 7 M T k3R 2 1
WEHE

[0285] 23/~ HRE 15 A B 2 PR 45 .

[0286] o j A7 AR PG EIE+ BB 26. 94 AXTH (vs.) R IGZEIH+22 B 511981 A
HR=0.58 (95%C1:0.34,0.97) p=0.04;

[0287]  « Joik AR A7 AR VU SR IR+ U W R4 3 HATEE (vs ) ARG SR 4E+22 B 2. 34
HHR=0.73 (95%CI1:0.49,1.09) p=0.06; FAT & =& PERTHE Pt 2 o <<0.10;

[0288]  « 7EERE 5T & WE AL I N A B A v, 4K VU SRR+ IR R ) o R A A A N8 .5
AL AR B B E G 2.8 HL,HR=0.32(95%C1:0.13,0.79) ;

(02891  « R 24 P A5 3 IR U MR i 3 vh O 1 T 3t e A A7 B A Y R B 5
[0290]  « 4K VG SEHH 5 BB AR A PR R U 52, s WL A R AR R E 5T L B iE R
LA I R 27 i ZEL R o

[0291]  SEZjafsllc

[0292]  BGAEPEITHAF 7

[0293]  FHIZ g Tedk A AT B (PFS) o 75 85 1 JE BAZS 25 1T o R AR 38 0 4 i 71 J] ML o A%
4R LA TP 8 ) UV R £ e At LR R SR R el e R AR A i) (1) »

[0294]  HE3E A5

[0295] W FT i vl : 1K MK PG 35 30 &= B i R AELRNSATYR Y7 I 3 J 1) J) 0 i SR B i A% 1 BC
BF P FATI— DU T BE AL OS2 RD BRAIE 7T (B112) - 7E20084F6 H 2201047 HZ
6], ZE 4635 | rh RO 25 BT (0 38 ML AN 130 42 53 T A B B 5 i Jen i ) 7 . R
5 X L BE LA 77 22 AT« LI Eb A8 B AL 28 44K 05 S5 30N B B e 2. (BE sn=64) BUAK PSS 380
IR (EPsn=166) FEALIEE DL 6150 2 1) ZRITHSZNSATYR ST I &5 Gl B/ %
FYE) s 2) B G&/15) s Ai3) Hha X I8 (A6 38 /v R AR 5 1) o BEAILAL T7 S EH L
RS BRI & IR LEH0 . 7 R AR VF AN Z120 % HAT R A I ) B A R — Ik
WK U 3R 4E 25mg 1l (PO) , g J& — ik B B W Feomg B2 BB ) D IRVG YT, EL R eyt i (PD) BY
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ANFI 2 ) B

[0296]  Nifsk A JRAEHEEZNSATIRYT , B i (R4 5w B K B 1 A ERBCHI A4 f5
DR G AR AR R BUGIHTS 0L T, B E D AL THBINSATR T 20124 HIE B KEE
2) FE45 PNSATIRTT 2 /034 HJa B R AE B FINSATZ BT 25 7, W SR VRAER BB 1 00 T 45
TP GAIT A SR ST AR RTASE N, B3 A EAA 2 /D LA AT E R AR GE R
Fi AR E = 20mmBH ok B2 e vH F LW E [CT] HH & = 10mm) , BB A& %2, did il
PRAAZ MRT) B IEH R 5T Z 332 AR (PET) —CTHE WA BH PRB F14 B i 2R A FE 32
AR UMEZE (Bastern Cooperative Oncology Group,ECOG) 47 ARG N0 ; R HE 1K
MR 2 250 AULIET R 2% UL e 2 g P TR S IR e il << IR BB 2. 54 o R ER a8 ez
FAE TR VKT SR IE L BB T BT FUEHDACT YR YT ) R .

[0297]  #AEANGYT I6IT R 28 K AL 1A (CD K E8 1K (D1) \DSHID15LA K
B A e s TR BRI D LR 553 o FECLAYID 1 DSERD1 5 KA 44 2 il Ji i 8 W 2L ) 4 JA I B AR o 78
C2(X)D22 1R Jiz (1) BERS — N B HHEAT 5/ 5 LA VY o R SE U FEVB 9T I, BB N
VG T 5 B U7 B A DEAS o AR A7 BA AR S VR T B VT R E H R AU T [RGB B AR
kT

[0298]  PF4f:

[0299] A VEVPAY il A R FAF (AE) (fff FH 35 [ [ S0 RE BT 78 P AS R S5 FIR 1B AR
#E (National Cancer Institute Common Terminology Criteria for Adverse Events)
3.0 O LI | VR 2 AL B AL 2 WECOGAT AR It Al A= i AR AIE Sl PP 22 4

[0300] RGP VEA « A A S2 AR I8 B VP AR 1fE (Response Evaluation Criteria in
Solid Tumors,RECTST) 1. ORRYFFZER . 7 2Lk ARHE— A M RAE 24 A AN 45 =
HHFRAFAT LE 3G TR CTH A o 2 B i, 3R T B R A ARV PARPD

[0301] 2% fi . L KUNPES, 58 XA M BEAIAL 210 BPDEH T4 R R 5 B SE T2 H
8 IR R AL HE SR (OR; 584 N2 [CR]I+F7r B2 (PR) ) Al PR32 734 (CBR ; OR+
Farg [SD], #7226 H) ) o A A7 (0S) IR R TEL sl FiUE SO AH A FENSATHUK I < 7EIR
B O S AERTRINSATY TV HAT CRPRECEF 2261 H I SD 38 BAE 4 W1 0 T 7 58 BUNSAT
F/DVEEE R I EE  MINSATIR 2516 « fr g e i,

[0302]  HRZEPEZGRE AECLIIDL DSMIDLSIR YT HI J AL £ Fal ML H A% 4 (PBMC; CD19+B
L CD3+TZH B AICD 14+ B AZ 41 i) wh i 22 25 H00m X 40 o AR I & 2 13 BT 2R & Ak A
REEGPFSZ I HIEL R o

[0303] &yt

[0304]  Chia%F AHRIE T A8 FIHK PG SE 30 YR 7 15 IBC (L AELNSATIR YT J5 W RPDELE K) 1)
HIAEPES 3. T4 H o BT TN SRS v 5 2 K 00 SR LK AR 45 A2 PRSI n2 . 34> H (BT, 3.7
ANHZEG6.04 H) S IR B bR R EE (TR) 0. 62055 T FE PRS- M, 75 B L7743 g
FFLLTE =80 % [ Power B FTHR  HAT 2 25 MK ¥ 290 . LR BB 36 T 6 X Sk 3 o ht
T85%Power, 75 E S FLO2NFAE, M T-90% Power 75 2 1 1 2/ F 4 o AT A BT FERI WI 4R 1
RN 27 B 0 B BB 97 78 FIEI K/ SRubenstein: A MKornZe A ST 11T HATH 1
FHI AL —% (Rubinstein LV,Korn EL,Freidlin B,et al:Design issues of
randomized Phase 2trials and a proposal for Phase 2screening trials.] Clin
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Oncol 23:7199-7206,2005;Korn EL,Arbuck SG,Pluda JM,et al:Clinical trial
designs for cytostatic agents:are new approaches needed?] Clin Oncol 19:265-
272,2001) .

[0305]  PFSA# HKaplan-Meier /b M S 45 1 3 T H £ 201243 AR11643E R EAF 4R
T8 AH 2 B AWE AT E T 23, 52 Cox EL A5 JRUBS B 78U A SEHR o £ i i 3ANBE HLAL A
BT B BORAG TG , BEAT 2L 1R F S B ER bL 3¢ TR R SRPDRTFE T 3, FE T R HIE
PDZE 0 T H R E J7 058 W P 715 B 1 25 R BUR A0 K PDIR) B3, PRSHR 22 [A) £F i J
—IRIIR VN b A A - 2278 S Cox AR 28 A -T- U B FEAR R T S8 3 O A2 RIVR YT AR 1 A
FIa e G UIME A AR S A v BB R YR TT T I PFSFIOS KUK LE FE A - /3 F 1Ry A
Tt G2 XCHFT A BENLESE) AT A 202 B o BT A HR 38 1 pEL 2 SR AT ) R85 25 PRSP
0. 1034 o

[0306]  fif 2 AV NTBE (BT A 4525238 = VIR BB v e / e BN 45 245 10 (8 3) 34T e & 1t 4y
BT o X I 0 ST ) B 2 A M2 VP e Ve Y T OSHIVR T IR B i sk m , i 2 5
(R 72 2 R0 R TS AN R0 BT 3 BE O AL V697

[0307] i FHCox LL 5] JRUBG A5E 284 7 £ 3 S0 4 PR AR B — TR R 1 T IR 40 BT VP PR S 5 PBMCH
A R 2B MR ZR B AR R B TR R 2R O T 45 SR —BUhE , 7E B3 3P Al i 2%
AU (BAH ML T ML  FRAZ A0 AR) A FEAT 3B » LA 5 Bz 6 650 08 1) 40 B 2 B DU T4 SR B0 98 1) 9
Bro

[0308] £,

[0309]  HREUHFAE : M3L1304 BB W BENLIL , 6443 NEE4L , 66 & 3F NEPZL (B3 H112) . 5
W EZIR (53 % EEXTEL (vs) 67 %EP) « [ FIHRBCIZ W 1 op A7 4757 420 18] (7. 94EEEXT HL 4 . 64EEP)
T B HABC IS i vh 7 5 42 i 1) (99 A 19 .54 HRFEL 1724 H) 48 VT oAk b2 4
iR

[0310]  ZEBEHLAT 13044 B rh , 8544 (EE=45,EP=40) fF &NSATHURME (1 4475 BINSAT IS
R, B4 A4 7E 5 ¥ MENSAT Ja i3 Je) I e e o 8 X (WL 2% 55) H454 (EE=19,EP=26) }y
NSATI 2511 (18 44 /E4H BINSATYR T fa i3k i , F2T A FE R RS MENSATVR YT fa #E ) o

[0311] A%k AETTT AR, EELL P A7 PFS 4. 34 HLEPA A7 PFS 2. 34 H, HR=
0.73;95%CI 0.50,1.07;p=0.055 (i 2 LS4 7050 00 52 1O B U1 AR i) o SCHRFEERIPRS 25 b
FEFT A TG M2 2 — B, A B A SRS MR 25 M (NSAT-RUk i s HR=0.85 sn=
85) FIlJ A T 24 Pk (NSAT-fit 25 1t s HR=0. 47 s n=145) [¥) H 3 . 6F TEEZH FIEPZH. , ORFICBRAZ AH
L (OR% 5 M :6.3% Fl14.6 % ; CBRA 54 : 28. 1% F125.8%) - F170S 428, 14> H (EE4H) F1I
19.8/ H EP) ;HR 0.59;CI 0.36,0.97;p=0.018, % FAET-% ,EE4H N42% ,EPZH N65% o
2B HTHRAN , 2 VR A R 2 DR 2 A0 K A JUE % T R G B CIS I ) KRR 4 INF TRV, 4E#F T EEAH
FHXTEPZH 5545 R [ PES A0S 25

[0312] AWk 2 AVE NFERS LA 1204 83 (EE=63,EP=66) .— KEEA B H L2
J7 2 AR WS AN R R AW IR R, SEPA ML , EEZH H A T ® AEZR (95% X Lk
85%) , 3ZAE (44 % XFEE23%) ,4ZKAE (6% XL 3 %) , BIABL 25 TR IKAE (35% XL 6%) , Al
G E T W HAE (11% AT EE2 %) o 51D K 22 BEE 45 24 1 4 1 AR A0 45 vh R 248 A gk 2>
(14%) IL/MRIEA (14%) FIEST 6%) o GHEEERT 78 4 W7 ARG & O FR ik (n=2)
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PERIOR A (n=1) VYR E 99 INE (h=1) EVEATBE R % (h=1) JJE % (h=1) A5
R (=1) AEEPA Y, 142 B3 B T 55 - 0 ML« /ISR Dsk 20 A 1 240 st 2D v B E 7 T B i
FEAREE S 5 LTI IG R I8 — B0 RAE TERA R &5 W (> 15% 1 i3 AR IR ST %O
PR g 2D L b JE PR A B S X e L B 0L WO RS /N g2 A T B LIRS R R
PERLAN /D B A R T BB R 4F (13/199% 41,68 %) o M EAE R AR AL BE=16% ,EP=
12%) .44 (6 %) EEZH i & 4 BT T AZRAE , AR5 55 « 13 40 s 20 . o P 40 e ik /0> A
B IAE o EVRITH 3 A K A T —BIEBERAE s EEH A4 A N S5PDA G

[0313]  AEWpbric o : W 16 /R fE49 44 i3 (EE=27,EP=22) W 3R 51 R IT
HIJE AR  FE R AiE 5 A 7 NFE— B (BT AFEEH R E & LB 5 K1
RIPFSAESE , BT iR i B A 4 22— 30 (B18) W TR 2Bk &, 8.5 HxfE2. 71 H (HR
=0.32,95%CI 0.13,0.79) B4 ;s X TR L BEfk# ,6.640 HXTLE3.64 H (HR=0.44,
95%CI 0.18,1.08) (T4HML) s FxF TR 4 BEALFE 6. 24 HXSEE 3.6 H (HR=0.50,95%CI
0.21,1.20) (IZANML) o 75 F T Z B AL VPl B TR) et (40 202 TR0 VA AR o B 3 26 T 0 s
TUBR BAR T B M ER (0. 5ng/mL) , BARK 1k BB v Fr iR E A Z BAIR S A IS M 2 T i
Ja — IRFRAZ BRI 52 2 A ML 210 F 23 b AR AL o AR S5 A A2 T AR AL (1) 07 Vs 2 ek
AR T =2 i (BRI, T A 2R 2 A ™) AT (R (R AR T A2 250
M 2H « M 2R 1 AR AR T BCRE T B A 43 A1 19 5550 11 3 fr g (R A2 200 1 B3 4 o e 2 e
H s BARNTHE50 1 7O B0 B3 4% oo A8 H A B TN s GBEB0E A 3D =2
ZRTINEI, AHAS AR 2 T L HAT S 1 A TR o

[0314] R INAE B v [ S B AL, ot e AR A7 I oK (E119) « I 20 Fr 7 , A T-BAH
M5 #7 , BEZH /1 B AL S 3 IPFS 8. 5, MEPAH /) 2. B4k 3 A 1. 9, EBEA R 2. ik = A
2.7, MEPLALR 2. B Ak £ 2 M1 . 8 o 76 TZH M AN B0 AZ 40 B 43 B b & B AR 45

[0315] K21 224824 | AR A A T S BRI 73-#r o

[0316] (& 254 (1t 1 &% 1 4 AT 4 7 32 30 (1) 45 25 6 [H) 28 RN 3R A5 F T 2 B AL 7 B B it 1 ek
F] o B 26 32 44E T Z B K AR AL A X T PRSI 43 B o B 27 B 7R 17 55 1% 20 M B Jfa A T 40 Ja 261
ZURMM A B EIR LB MR ITRT AR F 35 2 AR Ak - B 282 £ T R A% 41 i . B4
W ANT 40 B2l 28 ANV 7 A B PRSIKKaplan-Meier B . K INEEZH & 2. BEAL £ IPFSHROK
P 2044t 7 BYH 20 2 RE S VR I AL BE I PRSI Kap lan-Meier /E I, HLRINEEZH = 2. BiAk
[FIPFSE K o B 3044 T PESAH X T-EEFNEPLLTE 1 43 Lb AR AL 1) 7 #r o B 314 AL 1 kI PR 45
1M 5 7RI 7 FE R LB T () 0 BT o ARS8 — IR 2 SR AE FF B N 2 BEAL K P 1 i3 3R15 5K
(IR IR SZ 25 o I 32MF RS T AETTFE P 4EFF 2 B AL AKP 2 RS2 25 1 DS B HLHL ] BB A2 R JE VR T
JE WA R o I 3354 T R AR ) U IR £ Ak 5 BE K TR A A7 A R ) 4
[0317] 25 L Jrid , o in 8L i e 22 4K D S5 1 R K EENSATVR T Ja BE R 1 S ER+1 HHBCIY
Y 2% 5 2o PRI PESTIOS o A 7 1) 554 % B2 EEZE % L EPZH LI 21 (9 0S3R 25 (28. 14> Hxfbk
19.8 H:HR 0.59[95%CI 0.36,0.97]p=0.018) .iX o %5 B8k KR I Mg A%y
7k (epigenetic therapy) (B, B 4R 2 Bl 2597 V0 & — P R4 88 181 BC (Ot L 2 %
B PH M) T 24 T B 1) 7 V2% o SR R VA RR IR R T TR 3G N T BRI (R B R A R R
TNBER AP 2 Ve B, IR A R WA IR RH T HDACHT il 5 22 L
VRS 3 ) PR SR £ R AR PR 1 e R 45 SR A K
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[0318]  sLiafs]2

[0319] &3 REAFAEA A B E R AT ZAR A1) 2 (0 e PRIV , 17 AR B 4H 2 1 I 2 B
B H5R (HDAC) A5 — 24578 LA & 78 SR I8 i o 2 25 10 3E P - BST /EHDACT L 42 4
E B A R I8 BLRE (BOIRBG) 5120 Bz R BCA T Ja T8 Mo bk E2 988 v, 75 A5 T B A A IS 24 £ 7 R
R EE R K I RS LB Z TR FHOC 1.

[0320]  HRHEENCORE-301 (fK i 330 (45 M JCHDAC B B i) AEAA 4 Jm LR B (n=
130) H eI SE R — TBE ALY  TTHH 225 BRI 50) FRA3 10 (35 R S I 25 %0 (PD) 43+ #t
FAHDACT 5 T I 2 R =1 LA S5 s i le IR 45 R A %

[0321] Ty did 2 280 A AR, /£S5 1 EIHIVA TR D1 DSHID15 A 4K 75 3230 + &
B ks (BE) B VO SR 3E+22 B3R (BP) ¥6 97 1 838 R U R v U = G PABAH L (B) - T4H ML
(T) A AZ AN ML ) H & A BUREIR LBt . tH 5 5 3 L AR A I L 5 e ik g AR 47 3 (PFS)
25 AR A IR AR TV T IR &1 B S B 8 YOS g2 & Tt A |
b AR AL 43 B AR A 3G T

[0322] 45 5L. 774944 B W4 (BE=27:EP=22) HH3R1FVEIT R Ja I RE N o VLB 1% P 26 11
LREFE , RIHEAVLT 58 NFE— B EES5EPH BT A 4 2 R 1) & J5 2Btk 5 e K i
SIPFSH < (B:8.54 AXTEE1.924 H;HR=0.24 (95%CI 0.081,0.690) ;T:6.574> HXfEL
1.77 A3;HR=0.24 (95%CI 0.087,0.640) ;M:6.214 H*FEb1.874 H;HR=0.50 (95%CI
0.211,1.203) o M 47 HH (1 4745 Ha 40 ST HFEE i 3 2B AL 2H o FH T B0 U e i 24 ok s ) &
HIFE 387~ A T-PDA AT (I D8 FND 15 7] i (1 JBL 3 1 e 7K -0 o 55 T 40 B i I PR A T 0 A
Far JUPR (0. 5ng/ml) , B 1k 7= A 2 B A 35 i R0 SR 1 e ¢ B2 1) AH DR P  /EENCORE-301 %2 4= 1
NFE (n=129) P E494 B EWbric B WAP S H T AR ARG 10%EE KZEZRHOAR
A EIRAE , R/ FEERLH Hh /MR gD K AR FR R R R Al AT oS B A R A
55 IR AR AU 5 B LB AR

[0323] &5t X LB s 55 — IR AL T HDACT 5 511 81 (1 TR 2 R /=1 15 L ek 55 i PR &5

()75 FE K 3 o o T DR 2R AT AR RO D b e PH i K & B R B AL S X BRI 92 ¢ 1, ENCORE-301
1) I T 285 SR A o VR N & S AR B 1) U R R L A AR A B SRR MR 245 R0 A 43 B« 45 A ENCORE -
301 AR IE T 45 5 (P f7PFS:EE vsEPN4.28 Hvs 2.274 H,HR 0.73 (95%CI 0.49,
1.09) ; FIrh A7 BE 17 184 HIKI0S:EE vs EPN26.94 Hvs 20.34 H,HR 0.56 (95%CI 0.31,

1.02)) , XS AR IBALT IR e 2 SRR IV A2 R R it 1Al Hs
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