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= B 2 R R TR TR R S A A S SR A B AL RS 2L, G v 5 A AR B T pHN L. O
22,089 K ARSI A B .

[0024]  £E—ANSEHET R, LRI (LA) IRIMEMS 3T =1 I — U B AL A K BE L A
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A A A T A2 3R (LA) RS I = AR B A IR R E 50 % , Mo
I [ 4o A e X (LA) (RIMEIY =3 5 28 B AL AR 25 22 AT B2 R BT K %
22N B IR A DI B AR R RS T R AR 4 RN TR M R £ TR — R R T TR R I -
B IR = R B £ Y B T R R S IL SR W B vy i 2L e, G 5 [ AR 4y A L T
pHAL. 022, OFF) ZK AR A A 5T

[0025]  AAFFHE-—DIRALT FT 6T SRR A A M 2P I E 40 B T R X
A BE R B A R S5 AE A/ BLHR-MDS / AMLIK 24 4 il 771, FLAD 5 AR SC Rk 16 5 25 I8 14D [
A 3 O RO — Pl 22 P2 2 ] H2 52 IR 1), BT i 25 257 m 3252 O RO 7103% 15 B AR 4 s B
PRI - FURE — KA s TR AT 4 3R s ZC IR B S A1 4 20 s e A5 A Ak s IR IR R 86 s I
HAE A LS Ty =, 29157 2 AG0.55g/cc 20.60g/ cc[FHERR [ o /£ — L8 Kt 7
Zrp, Zi I RT AR 2 B A — SE STl Ty P, 29 ] DL 2 R

[0026]  ARAFFIRFRAE T H TR T S EBE AN ML 1 (5 S0Pk Ik B 40 B Pk 1 s s U
BEK B AR L AR /BUHR-MDS/ AMLIF 25 ¥ il 57, HAS 25+ 10— 1555 & % [ AR STk (1) 155 55
T8 1D ] A 3 HEC A RN PR 8 T 22 PR S 4 4 2 R B R TS (HPMCASS) , G e myy - = e I — G
B AU HUAR R R T e T I ELME Wy = A 2R T I R T A R R A 4 R IR T
FRlE (HPMCAS) ) B b 1135111 ;45-50 8 & % AN — /K &5¥0 ; 35-40FE = % I SR 47
W2 4-6EE W NITHR PR M 0.8-1.5FE %M IA EALHE; M10.8-1.55F
= % M IR R Bk

Bft 152 AR

[0027] xR 401 1tk 552 e 77 5 140 BAF 1] Sk () 152 P, -2 4 (%) S AR iy 10 190 R BRI DA B2 T
[y 0 A S B 1A B S 3 = I I — SR AR SR I 25 A A M A VR IR S T R VR
HAE , NLIZER A IR A2 AR R B AN PR T B s (R RS 1 i BB o

[0028]  FEFHIEH -

[0029] P& T ARt 1A 5 8] A4 2 FEOAAR 1) L 2082 ot 510 T Y AR AR5 00, G im0 [ A 9 B £ 75
25% 4k &% (1-1) FlEudragit L100-55;

[0030]  P&[ 1B/~ t 1A 75 8] 44 4 A4 1) L 2082 it 510 P Y8 AR AR5 00, G P (90 [ A 9 B £ 75
50% 4k &% (1-1) FlEudragit 1L.100-55;

[0031] B 1CTRtH 1/ [l A4 o PS54 14 o A8 2 A1) 00 40 9 A7 10, » JEL v i s £ [ 4 o B0 £,
25 % MAAE Y (1-1) FIZR 2L el (PVP)

[0032] 1Dt 1 /B [l A4 o P55 14 o A8 2 A1) 0 40 9 A 10 » JEL v Bt s £ [ 4 o A £,
50 % MALA Y (1-1) FIPVP;

[0033] W 1E Rt 7 /B0 5 [l A4 4 PS54 10 w481 2 A1) 0 40 9 A7 10, » JEL b i s £ [ 4 o A £,
£ 25% BIALA ) (1-1) FIPVP-Z. 1 7. 4% 5 (PVP-VA) ;

[0034] 1Rt 1 /80 ] A4 4 PS54 10 w481 e 1) 700 40 9 A 10, » JEL i s 10 [ 4 4 A £,
50 % LA (1-1) FIFIPVP-VA;

[0035] I 1G7~ tH 1 /B, 5 [l A PS5 ) w481 2 o) 00 (90 9 A A7 10, » JEL o i s £ [ 4 4 A £,
25 % MIAA Y (1-1) RIS L F2 TR B B R 40 4 2 R IR R S (HPMCASMD) 5

9
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[0036] Wl THIR t 7 /B0, 5 [l A 4 PS50 P w481 2 ) 700 (40 9 A A7 10, » JEL o i o £ [ 47 0 A £,
H50% M1 54 (1-1) FIHPMCAS-M;;

[0037] B 1Tt 7 /B0, 5 [l A o PSS ) 7 481 2 o) 700 90 VA A7 10 » JHL e i s £ [ 4 4 A £,
Br25% LA (1-1) R T 2k PR L 4R 4 2 40 7% — FF RIS (HPMCP-HP55) ;

[0038] &I 1Tt 1A, 5 (] A 4 PSSR ) s 481 2 o) 00 40 VA AT 10 JHL b i s £ [ 4 4 i £,
£50% HI4L A4 (1-1) FHMCP-HP55 ;

[0039] P 2A7 H Y a8 ek o )P A P s e 4 L i 9 PE AL ) R 5 25 Yo Ak A (1-1)
PVPy [i] 44 73 Bl s 5

[0040] 2B H ) o 8] e i DA A P B e 4 L L i B PE L) 5 25 e Ak A (1-1)
HPMCAS-MF¥) [E 42 73 Hi 4 5

[0041] P 2CoR H Y 7n 8] ek o 70 A 4 P s e 45 L 1o (9 PE Al )5 50 % Ak & (1-1)
HPMCAS-MF¥) [E 42 73 Hi 4 5

[0042]  E[37RHH T ALAH (1-1) 1 [l A4 3 S A ) X A 80 AR A 3 R i o

[0043]  [EI4ATR T AEFREE S T SF 410 25 %6 A &4 (1-1) FIPVPHY [ 4443 B4 (4% 11 1
NP E I

[0044]  EJAB/RHH T AEIREE S T P25 %6 AL A (1-1) FITHPMCAS-MIK) [3] 44 4 B0 1) 4%
IER E R AR E AN

[0045]  EJACTRH T FERREE S P 950 % AL A (1-1) FITHPMCAS-MIK) [i] 44 4 B0 1) 4%
IER R AR E IR

[0046] KI5/ T 25% 4L &4 (1-1) FIPVPBCHPMCAS-MIY [ 44 43 84 LA K250 %6 4k &4 (1-
1) FTHPMCAS-MG % [i] 44 43 54 (1) 3 B A0 A A0 (Tg) R AHXTIEJE (RH) T 5

[0047]  EE67R T AET5 % AR E R P25 % Ab &4 (1-1) FIPVP [ 44 435U 45 1
(1) 22 7RI 1 B TN

[0048] [ 77RH T Img/ kg Ik B RS A G R (1-1) (SE0HTE) < 3mg/ ke 1 Ik E &4
Zi25 % A (1-1) :PVP (0 B FED) 3mg/keg 1 Ik & 45 2511925 %64k 54 (1-1) :HPMCAS-
MG (550 = F1T) F3mg/ ke 1 IR SE B4 251150 % AL 44 (1-1) : HPMCAS-MG (%% 0of5] = £41) (¥ 1L
TR T T ) P 1 2 o FR I A T AN R BRb I 2 P A R 0 50 5

[0049] K8/ THEY (1-1) fER25 %A (1-1) :PVP (50 [H FE]) 25 %4k &4 (1-
1) :HPMCAS-MG (%% .0 = F1TF) 150 % 4k-44 (1-1) : HPMCAS-MG (%3 0] = #1) 7 3mg/kg 1 Ij 5
SN 5 I IR P X A T () i 22 o AR R 1 T A I B T 5 1 P A 1) ) B

[0050] P97 T 7S 1 USRS B] O, Ak &4 (1-1) ZEHPMCAS-MG H 19 [ 4 4 i A (1)
XEF S AR TS S |

[0051] P 107RH T7E40°CHRITH % MHATIREIM A F R B 1IN HE . E&W (-1 18
HPMCAS-MG H 149 8] 44 43 A A R XSS B 4 AR AT S 111

[0052] P 117-H T7E40°CRITH % AT EIM MR F & B2 HlE . &9 (-1 18
HPMCAS—MG H 1) [ 4 43 A R XS B A AR AT 5 L1

[0053] P& 1278 T 7E40°CRITH % AR EIM AR F & E3 N AHlE . th& (-1 18
HPMCAS—MG H 1) [ 44 43 A PR XSS Bt AR AT 59 11

[0054] W& 13A/RHH T HALG ) (1-1) P& Pk S 4[R]3 AL 3EHL60 . U937 | Jurka t Al

10



CN 107073014 A w Bg B 7/63

K56 241 il 5:48/INF i H KA 48 25U 5

[0055]  [&[13B/~tH 1 &R M AL &4 (1-1) [5] I BK FH AR 3 HL60 . U937 | Jurka t FIK562
41 B A8/ i BB A R EE 5

[0056] K[ 13C/~ T AIMALL "t AAL A4 (1-1) [RIIFBE FH AL 3 HL60 U937 | Jurka t fiIK562
4 B A8/ i BB A FEEE 5

[0057] & 14A/RH T P S Mot Ab FRHLO0 U937 . Jurkat FIK56 240 il 2248/ INIF 22 5 46 vk Bk
FAb&1) (1-1) AL 3R A8/INIF I Y Bk 25 6 U

[0058] K[ 14B7R~H T P Mt Ab FRHL60 U937 L Jurkat FIK56 240 Z224 7 INF 22 Jig 46 vk Bk
FAb&1) (1-1) kL3R 48/INIF I ) Bk 2 6 U

[0059] K140 H T FA & Mt A FRHL60, U937, Jurkat FIK56 240 i 227 27N 22 Ji5 4 7 Ik
FAb&9) (1-1) kL3R 48/INIF I ) BBk & 8 U

[0060] 14D/~ T P A% M AL FRHL60 . U937 | Jurka t FIKS6 24 i 22 2 JE Mk VB AL &
¥ (1-1) A2 5 R B A R EUE R B 4

[0061]  E15A~H T FMAEL R AL FEHLE0 U937 | Jurkat FIK56 24 i 2248/ N 2 J M Ik
FAb&9 (1) kL3R 48/INIF I ) BB S T U

[0062]  E15B/~ i T FMAEL WAL FEHLE0 U937 | Jurka t FIKS6 24 i 2272/ INiF 2 J A Ik
FIAL&9 (1) kb3 24 /N I R BB S T U

[0063]  E15Cn~ T FIMAEL AL FEHLE0 U937 | Jurka t FIKS6 24 i 2272/ N 2 Ja A Tk Bk
A& (1-1) Ab3R48/NI I ) BBk & e B0

[0064] 15D~ T FHIAEL Tt &b FRHL60 U937 Jurkat FIKS624H i 252 J5 MK vk B FAL &
Yy (1-1) b2 5 A TR BUE I S 4

[0065]  E16A7RH T HALAY) (1-1) 5% 7% P BOBA bl =) 5] I 5K A AL 3 HL6 041 i 5 24
AN I Ab T subG L HLOOZ i, 5 F 20 i 71 43+ EL

[0066]  E[16B7RH T AL &4 (1-1) 5 5% M BUIH L =) 4t 7] i 36 & 4b BRKS6 241 i 5224
/N 40T subG K624 i, 28 o 20 i 7 43 B

[0067]  E[17AZRH T AL &Y (1-1) 5 2R Mo 5 BOIH L =) 4t 5] i 36 4b BRHL6 0 4 i 5224
/NI S HLEOZH g 2P eMYC. B EI R B2 A3 (cleaved caspase 3) PJ#EI|APARP
(cleaved PARP) .p21 MBI & A I FREN 75 IE

[0068]  KE[17B/tH T AL &) (1-1) 5 2% Mo 5 BOIE b =) 4 (5] i 3K & b P2 Jurka t 40 i 5
247NN i, Jurka t4H e 22 eMYC, T3 e R 8 il 3 VT BIRPARP L p2 L FIBAILB) 8 A (1) 2R 1
Jo E AR 5

[0069]  E[17CRH T HAL & (1-1) 5 Z 2R Mo 5 BOIH B =) 4 7] i 35 2 FR U937 4 i 5224
/NS S5, U93T A 22 MY CL T I e R 2 8l 3 T I PARP . p2 L RIBAIL BN 8 A 1 £ 1 o B
IR s B K

[0070]  E[17D7 1 AL &) (1-1) 5 &R M5 BOE B =) 4 7] i 3G b FRK 56 241 i 5224
/NS S, K6 24 i F2H MY CL T EI K e R 2 i 3 I PARP L p2 L RIB LB 8 (1 1 £ 1 o B
I s

[0071]1 K18/~ T FIfb-& W) (1-1) AL FE T2/ HL60. U937 Jm » kat Mol t3FIK56 241 fifl
FRHIGT 50FEmax;

11
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[0072] I 19A/RH T AF-FHL60.U937. Jurkat Mol t3FIK56240 M 5, b & (1-1) () 2 41
TP AT 8] (T P

[0073] & 19B/R H! 7 % THL60.U937 . Jurkat Mol t3FIK56 240 5 , t-&4 (1-1) {40 A
TKFE AR RS T ) (4 P

[0074]  K20A7RH T HAL &9 (1-1) AbFE5. 15,3060 1208136043 B T HLE6 OZH il &R c—
MYCHItublinff) 2 (4 J5T N5 5

[0075]  E|20B/RH T FAL &4 (1-1) 4bFE5.15.30.60. 120 F1360 5 £ HLE 04 iig i c—
MY CAK P [ 2 i

[0076]  E20C/~H T Fifb-&) (1-1) 4385, 15.30.60. 120 F13604- B (THLE0Z4H i 22 b 4k &
¥ (1-1) B BRLAM A A ZKF 5

[0077]  E21A~H T FALS W) (1-1) AbFE5.15.30.60. 120 F13607 £ K] Jurka t 40 R Fre—
MYCHIFE 8 11 (tublin) ()8R A BTEN R 5

[0078]  [E21B/~H T FHALS W) (1-1) AbFE5.15.30.60. 120 F13607 4T K] Jurka t 40 R Fre—
MY CAK P [ 2 G i

[0079]  K21C/n T LA (1-1) 4b3E5.15.30.60. 120136073 41 Jurkat ZH i &2 1k
A (1-1) B B AN P 7K 5

[0080] [E22A7RH T HIMLE W) (1-1) A 3E5.15.30.60. 12013609 #F KU T4 R hc-
MYCHtublinff) 8 A it FR ]

[0081]  [K[22B78 1 T HIAL &4 (1-1) AbFE5.15.30.60. 120 F136043 B KU T4 il R e
MY CAK P [ 2 I 8 i

[0082] 220/~ T FIAL-& (1-1) 4b385.15.30.60. 120 F13604- Bh K093 740 R ik &
W (-1 B MRS AT A 7K 5

[0083] PEH23ARH T AL AW (1-1) 4bFE5.15.30.60. 120 F1360% £ K56 241 il R c—-
MYCHItublinff) & (4 J5T N 5

[0084]  E|23B/RH T HALE Y (1-1) 4bFE5.15.30.60. 120 F1360 5 £ K56 241 g e
MY CAK P [ 2 i i

[0085]  [&|23C/~H T FALA ) (1-1) &b 5. 15,3060 120 F13604> 4 K56 240 R4k &
¥ (1-1) B RSN F R A ZKF 5

[0086]  [&[24A7RH T F500nMiL &4 (1-1) &b #E5.15.30.60. 120 F1360 4 B FTHLE0 U937
Jurkat Mol t3FIK562/Be 1 20K) 5 T8 &

[0087]  [&[24B/x T H500nMiL &4 (1-1) 4b#E5.15,30.60. 120 F1360 4 B FTHLE0 U937
Jurkat Mol t3FIK562FKIp21 F 2 i i

[0088]  [&[24C/x T HI500nMiL &4 (1-1) &b FE5.15.30.60. 120 F1360 4 B FTHLE0 U937
Jurkat Mol t3FIK56 2/ BRD2K) ¢ Yt i

[0089]  [&[24D7x i T F500nMiL &4 (1-1) 4bFE5.15.30.60. 120 F1360 4 B FTHLE0 U937
Jurkat Mol t3FIK56 2/ BRD3 K] 5 Yt i

[0090]  [&[24E/R T F500nMiL &4 (1-1) 4bFE5.15.30.60. 120 F1360 4 B FTHLE0 U937
Jm * kat Mol t3FIK562IBRDAM) 52 Y5 & 5 Al

[0091]  [&[24F/~ T F500nMiL &4 (1-1) 40 F#E5.15.30.60. 120 F1360 73 B (THLE0 . U9I3T

12
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Jurkat Mol t3FIK562[KHEX IML [ % JE 0 o

[0092] ﬁ%ﬁﬁ

[0093]  FWLAE , " STH 2 BB 1] A0S it 451 S B8 4 T 1b 8 38 A K W 1) = L, v ok B 1] R <2 it
Bl T AR R B SE i 7 58 AR, AR B ) 3R] DA AAS [RI T QAR TR, I FLAS B 12 i ¢

R R T AR R B 51 ) St 7 48 o B X SR St U7 B B AEHEIA HAT ARSI AR N T Re

St o B AR 55 A Uk B L 75 AR 2 BH BT ) BT A BOR R 28 R TE 3 B AT B i 3= By Je i A 40

S R RN G I TSR () AH TR 55 S o AR B v i B T A FF B R TR

A 225 SCHRII VL 51 I 7 204 SOOF AR SO

[0094] Iﬁg)‘(

[0095]  ASCHT R ARGE “Be ™ 2 4R A B EEBCCREE .

[0096]  RiE “HUARHI A" 2 e B A — DB A HURHE G 550 45, o rp B () B &

R TR FMEERE B E k.

[0097]  TEARAE “MiFL” & B S AT SR AR B — B 4 (9 “Co-alfis B G5 5 ) AT
L, # e s BA 2 D — B oS T 43 0 AN AN S RE B L — A R R ], R TR (1)

WU S T R REAA 8 B 43I AN AH AR B ) B ANk B BB 22— AN i AR 2R,

FH TR B A 2 i i — Mk R B — AU i 45 B0 o S5 n] DAAE U JE R DA

X (2) B (B) WG R HEAR U (1) 4 A S P AR (R IR T 20 2 TR 2 I TR 2 -

W) T I IESE o T HE Co- sl L X Co- M 22

[0098]  RiE“C” GLrp JHAIKCHEEL, RNk F e B &) I EUAE Bk Mk

Ji - CBL 25 o D) RIS (1 A SR o7 () e 6 L 0 i L o it | e SR R B e R A, B
2 [ R B R 20 o B AN C -0 RO B 1. 2. 3B A IR SR 1) 2 4]

[0099]  fiA SR F L AR “pi A7 BT A2 FRE L CL BrEf L

[0100] IR “Z52p A 252 (1) #87 & AU A AR, I R TR0 S WA X o 2 14 1) AL IR

A HLER N s £ , B0E A HLARE e W LA Bl £ , B HE (B 4n) 754 K B B9 A4 Bir 19

e,

[0101] iR SCHT AT, AR [l s 2 B S 8 — AL I8 A =4, Sl 2= /D AR TR K 2 4 4

F T SR K PR B R K P 24 5 (G 4D

[0102]  RiE “FHM” ZATIL AN, 3+ H 248 B A S50 N o 1 JE T S M R 4

F, MAE SEFH R ESA ARG NS LS+ 5 F s+ 2k E
R R B AL T R IR

[0103]  FF 5% comome " T RN EE, HOAT DU B8 RSB = 5

[0104] IR X e S AL 44 R0 FH T 0o e S b 4 1) & i R Fig A0 5 Sl )7 S e S A

FUAAD B 65 S A DA B B S A A B LM 23 S WA R TR A0 » L H R e e A A I Ko ke S

R B ARAE, B E 2 10% . 25% .50 % .75 % 90 % 95 % . 98 % B 99 % X W 5 #4441

Ho

[0105] 47 AR S A FH R 38 “ ST AR S AL A ), HH BT A 14 LT S A e ot e S g Ak ik A ot

e S AL AR 2E il o AR R IR R T IR S A R E NI VR A 0 ) 22 BT AR ke Ak BB A, BT A FF

(AL A WAL G S KA TR B S AR AR O L B N

[0106] Wi SCHT A, ARIE “STARIEFE A Al A F5IX R 0 Ak 2 B B 5 o B — [ [ B2 4

13
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FEFE SF B SL AL A O R 3 R v B AR A AL I A I LA O B I R TR T R T SAR R A A 1
AN SIHIIR G0 5 I HLIX 8 J B S AR ST FIE o SEAR IR PR B IR TS T X eIk BEVEANEE XS
W2 Bk A4k . Bl 2 W.Carreira,E. M. fllKvaerno,L.,Classics in Stereoselective
Synthesis,Wiley—-VCH:Weinheim, 2009,

[0107]  R¥E Wi 55 T 245 Hoh b SOG SR Bl BB R Z L M R AE AL 3 % (HLrp AL
HHT 2K B5RIEN 77, Bl I 5 BB BCE I AL &) PRt 29850 B9 7
K12

[0108]  fASCHr AT, RIE “VRIT A ME” B IX AT &, 5 R 2 L& R gy 5 =
IR B T HL A 2 A PR AR A R FR A MR EL 5 % 2 0 A R B Ay I = I
Zs B B AR AR A 2 0 T AR R PR IR T I o TRB B AR R R B B L, B
Fee TG BOPIAE 1 2 i ) T

[0109]  RiE “4)” Z4a+/-10% .

[0110]  FEAHIIE K B BRI EE R P00 4 S, BREE R serp b 200 75 480 B, 75 W01 v
B B AR (100 A 57 BB BT HORLZ R N AR A R B e P R B A
BHECP IR, I BANASHER AR HoAh () B 5 EOD IR B H B E P IR

[0111]  HETCLKI, F AR ra (1) REW 3 =W If R Bk A Yml LA 5 252 ]
B2 B 5 A — (R EC il A [ 44 o Bl , ATl m] LA 2540 26 40 B B Wil vy i b I i 2 1
TRAEER A B AR 55 o AE— N SR T R, 255 AT N B A Y NER R e T R A 4E R BRI
PR IR (HO PR AT TR 28 TR TP R 4 4 22 R H IR B B HPMCAS) o 7E— STt 7 2 b, 2525 ml 252
I EEE VNI SRS bR (PVP) o

[0112]  7E—SLsi )y S, B P4 TR i R 4R E 3R DR B R i (HPMCAS) nl 4% : HA9% &
PR/ 11 % BEITEE ML (191 01, - 500 4% 4 Sum ¥ HPMCAS (BT, HPMCAS-MF , 48245 2%) 5% °F- 1
K47 28 Lmm{JHPMCAS (R, HPMCAS-MG , UREZR) ) s AT 12% LM Jk /6 96 BRIABLE K HZR (40,
P35k A2 A 5um T HPMCAS (R, HPMCAS—HF , 413 2)%) B 34100 4% 24 Lmm (T HPMCAS (B, HPMCAS—
HG, ki) ) 5 L A B 8% LAk /15 %6 BRHAMEFE L4k (9]t , ~F- 350K 42 S 5 um ¥ HPMCAS
(R, HPMCAS-LF , 445 %) B P3R4 24 Lmm ¥ HPMCAS (B, HPMCAS—LG , FURLZR) )

[0113]  FE—LEsLjila 7y & Hh , 58 AL Beli 1) 43+ &7 8292,500 (Kollidon ®12PF, H
B4y FEAE2,000%3,0002 7)) < £99,000 (Kollidon® 1 7PF, HI4 45 FE7E7,0005 11,000
Z[0]) #125,000 (Kollidon® 25, H 37 F 8 /E28,000%34,000.2 [7]) . £150,000 (
Kollidon® 30, H 344 F&7E44,000% 54,0002 [8)) F1Z)1,250,000 (Kollidon®908k
Kollidon®90F, HI4) 9 FE7E1,000,000% 1,500,000 [F])

[0114]  TT1.¥Ry7 71k

[0115]  FE-—SLsLja Ty S , AN R AL 1307 S PR RE 240 M 1o I = R vbe 2 48 B 4k 3 o
I3~ 5 U B BER B AN SR A E A1/ BHR-MDS / AMLIS 7535 , A48 it AR 48 A SC ik i 2452 1
Al E&AH A

[0116]  7E—LLsLja )y Z2rb , AN IR AL 1071 FL 3 1) S P 8 40 (3 ot = PR bk
E20 40 B 12 1 95 RS B R B AN R SR A IE R/ BRHR-MDS / AMLIF) 77 7% , &7 i : 1 5
P S b A 2 BN A S, ZH S WA SRIEARSCE T IV VIV BT #

14
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A HAE R S [ A U

[0117] £ — Sy S, A FF AL 1367 L 2D 4 o ) = PRS2 e 13 I = PR
E 400 1 1 L8 s RO A BB R B A R SR i A/ BRHR-MDS / AML 5 V%, i 75 12 A0 465 « 1] 75 22
K 83 e 2522 T 2 (M BB iZ AL A A SR A ST TTT TV VAIVI &R 2 iy i 04
INEENSeEREEYIESEYLalbnl R

[0118]  FE—LESLlTy S rh, W7 SUVEBE A N 1 195 2 PRI EE 4 1 s o RS i
KB ARG AHER/BHR-MDS/AMLIF 5 AR AT T R 20 (1) (e I = 0 — R S &1
(AR AL AR T S A e K S E e AR A 2 @ )

=3

[0119]

[0120] H
[0121]  RUAEA I EANBRI eIt s ROAER F 0 25T BT M o 2 57 B2 L B
PRI EA 1 EANBRI B ROV &R R 7 AR il i R R 7 A L B4R b B 1
FANTRIC e AL B E LB 2R L, -NR°— (CH2) o—R®, He A RN AR BUE AT 1 B4R
BEFE, mONOE AN R, I HLRO AT 35 b e i 38 S BUAR 110 28 32 Bk e 2 5 B -NR7—-CO-
(CH2) o—R®, HeRUAEURE F A 1 EANBRIG L, n N0 210 3840, 3F HRO ML i =
Ji AR ) 2R S B IE 3 5 3F HR* M- (CH2) a—CO-NH-R?, Horpa i1 B4 5%, 3 HRZN H A1
AN R, B 124N IR R e, BA 1 84N RI e L, BTk gy H G 1244
eI e B 1 B A BR 1) e I L U B R B A ) 2 ke 3, - (CH2) s—COOR™, H:
b1 EARER, 3 HROC A EAG 1B AR b4 .
[0122]  #F—sbsj iy b, 30 (D) B 20 Q) , HZ a2 1 S uik 64 PL A2y 22 0]
2R A

G N

H;;C‘ \{f \N
7

L N
. 9 ._S{\(CHQ.)@CONH%
H

=N

X
[0124]  Hr, XN 2, RENCI-Caki it , RENCI—Caki it , a1 AN, R0 —Cakii it L Ci—

15



CN 107073014 A w Bg B 12/63 7

Caffindi | Cr—Calym SUHE AT 2t 2 A A 1 R s L B et LA AR R e o i o A2 — 1
KRR St T7 G2 ob, F ey IF = I — SRR AL A O 1 A 7 A T S TRy O = I I R
R B AL A0 [ A 2 A

[0125]  FE—BesLyifiJy S, A A TR AL 76 7R FL 304 i) S PR B A 1 e ) U
GRS A R R A BN HEY), ZH S AT RIEAR ST,
IV VAIVIER 43 BT i AT = A S 23 7 .

[0126] P 440 e 1 L 9 60, 65 L AR i e L PP i B AR S 1 i B 4 L 4 440 e B
I ZINBR o PR S 20 L P I A (AN IR T B T 5 AR 2H 2300 S 1 = PR A 4 i 1 L 14 I 288
DA bH V2 1 35 [ -2 [ (FAB) A PEZH 7325 1) 2 PERE A0 M 1) s 19 V28 o 72— B S 77 S8
SPERE AN M A A P RA AR VR A AR A 5 (MLL) @ilA FH 4 1F JAK2 98 A8 1 B 14 41 41 o 38
ZIEECE BEIG A R SR B AR o AR LB ST T S, S T A L 1 P A o TR TR 1 I
A B BEA 4T S 2 BRI R B RE A M R R o A2 LB STt T b, S R BRI
s 2 = M R REAE A A s (/N 40~ S PR RGBT A B 1 I CR ) S M B 4 i
M5 (FF Bl R 20 B ) « 20T R 40 B ) I 5 2 P A A B 1 s £ B i RS
PR T s 24 39 22 1) e B R A A B R 1 I = PR B AZ R AR 1 I S P B R 4R T s
SR LGN M A R B B AZ AN 3 LR o AT SRSy R P, SRR i A A
b 52 PRI A% e 1 S PR BB A M 1 I £ B 22 1m) P ) S MEBE A 1 ML BRYR T AR ) &
PRSI A M9 o £ B 2 R PR A% e FIAML B HA R T B A 8521) (9225922) FIAML. HA
inv (16) (p13q22) Bit (16;16) (p13;q22) KIAML B At (15;17) (q22:q12) BIAMLEA Je B A
11q23 75 I AML o £E— B8 S2a J7 S P, ¥R J7 A OC B9 AML AR AE AN BT e 44 751 5% B AMLES #
F AL B T T4 1R AH OC A AML

[0127]  FE— ety S, A A TR AL 76 7R 7L 304 i) PR R A 1 e 1 T
AT 252 b al ez i 3R (D) ImEmy 7F = 3 2% Btk A sk L £k BS AT AR
HIZBE G

[0128]  7E—LLsjia 7y b , AN R AL T ¥R 7 LA 00 S PR BE 4 i (1 e i 77 3%
HAL G 252 F sz ek (D) fmEmy I = 9F = R 2% Biib S e Lk VB AT
WA E AW, It i — D a2 5 b2 &0 5 2050, Hodk B tHDNAFR L5 #2 il
5157  HDAC—HI ] 551) 0% Bz 5B 2= ~mTORFI 1] 77  F M AL W5 75 AT BR AT AR T 24
B EWE ARG B s .

[0129] 7Ly b , AN FFRAE 7RI L3 1) S P BE 4 A (3 e i 7 %
HARE 25 % Bl sz & (D) [sEwy 3 =9 R R S A S 3B I LR
Jits FHDNAFR B 57 4% B 4T 1 7R B BB AT AR VBT 2 SR B R A P SR A — B S 7 &=
2 e FFT 3 (1) My 3 =M I 2% 5 A0 A W FIDNA R 2 56 RS B3 79 (B0 L AT
Y0 W2 ShBUE A ) o8 S S S b, JERDIE TR (1) Ry I =R R R B LA
W ANDNA FR L 54 R 4l 7)) BROELHER W AT AR AT 28 W R BN R S ) AE—EesLiE Kb, (D)
FH IR Iy 3 = I SR 2% B AL A RIDNA R L 56 R I 4006107 (BEL S T4 R 25 L s
) W FH 7 A W ) 28R o £ — LU SRt g 28, DNA FR R 4 A2 Bl 41 i 551 2 U M Y o A2 — 8

16
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ST G DNA P I R AT i 571) A2 b P e 52

[0130]  7F—LUsijfi )y Zevh , A A FFHRAL T 367 2L 3 vh ) S M B 40 13 19 ) 2%
HALRG I 255 A2 Bl (D) (WY 3 = JF R A ELAL AW B 38 3F HOB A6
Jite FHHDACHN il 77 B L R AT A0 W 25 ShEUR S W0 20 IR o AE — SE St 7y ey, #2161 7 Jie
2 (1) (¥R Wy I = 3 AR 2 S5 A A W ATHDACH 1 %) (SIS AT AR BT 25 L h B &
W) o AEHABSE 7 Ze o, SE RN R (1) FOMER = 3F — 5 2% B4k A FHDACH) #1771 (55,
HES ATAEY R E s E A W) A2y b, 2K () (Emy IF = 5F R B AL
Y ATHDACHI 157 (B EE AT A BT 25 Shak 52 G4 1 FH 7™ A P [RS8 o 7 — L8 St
&, HDACH] il 771) A& A bE )4

[0131]  fE—SUsZifi )y S b , A A FFHRAL T 370 L Zh W v ) S P B 40 e (3 199 £ 7 9%
HALRE i 252 a2 &t (1) (e 3F =m0 U8 S S 5 58, OF His a4
Jits FHmTORA il 57 55 HL i AT 2B 400 W 25 L SR B AW A0 3R A — RL St 7 2 Hh , #4005 Tt FH
2R (1) FIMEM) I =M IE % AL A AImTORFNH 5] (B AL S AT A R 2 SRR 5 4)
2 Hofh St 7 22 b L3RR i AR (1) e my I = 3F 5028 B AL A W AimTORS 1] 77 (5 L
B ATAEM) R ZS  Eh BB A oA ST b, 3 (1) BOENS I = TR B LAY
AImTORFN 55 (B HER ATAM B2y EhBE &) B FH ™ A Bp (R 208 o 7 — LE St 7 32
H, mTORFI il 1) & R 4E 3 7]

[0132]  fF—LUsjfi )y Zevh , A A FFHRAL T 367 2L 3 vh ) S M S 40 13 19 1) 7 2%
HADFR it 252 L r ez 810X (1) (OMEWY 3 =M 9F % B A0 35 OF B 6
Jite PR B S R B R AT A RO 25 SRR S I S0 R o AE — S St Ty S, $4 )0 i
X (1) FOMEWY - =M 3 S EE A A MRS B BRI (BILER TR R 2 ShE A
7E HoAth st 77 v, )t X (1) FrO MRy I = 3 O 2% B AL A I AR B R (B
S AT RIZG R A AE ST b, 2R (1) ROMEWY IE = R R B A
R R B (B ER AT A BT 25 ShE R G B P A Bp R 2. o £E — LE STt 7 38
w8 B TR 2 A T TR A

[0133]  fF— Uiy S b , A A FFH AL T 370 L Zh i vh ) S P B A0 e (3 199 £ 7 9%
HALRG e 242 E Al 2 Bk (O BBEWY IE =gt R A e AL AR B R IF HIC a8
Jite 20 B 25 P SR B L R AT A BT 25 SRR A A0 R o AE — S SE il b, $200 i
2 (1) BIMEWY 3F =M IE R A AL A RO S B R (SO AT R B L SR A
W) At SE T 2, L IEE PR (1) MRS 3 =5 4 58 b A RN B P ) (B3
HES ATAEY R s B AW AE—seseir rh, 2 (D) MEWy I = 5F R B
WA B 1 R B ER AT VT2 SR B AW e P A T R O o A B S
b 2 M R U 1 40 B R R A R S

[0134]  7p-—ubsijiJy Zrf, AR A FFHRAE TR 7 I b (0 2k bk L 4 e v ) s 6 Ty
2, AL 1a TR BN B 2 BRI B AHEY, iR A S-S RIEARSCETLL,
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IV VAV R4 B B AL R AL A IR 25 150
[0135] 75— LSl 7 5, Z MR IR E A 1 95 T B 43 2 ALL-L L 7ESE AR S0 Uy 2
2 PR T £ 55 T I 42 ALL-1.2. 7 S S Iy e , 2 RS e 1 1 5
T4 2K AL, 7 — B S 7 S, PR 40k 11 95 T L 45 2K A B Ptk 2
2 e 79 55 T B A M e 3 9 26 A S 7 2, SR 0 1 1
F35 T B 3 AT 2 R 20 L9985 1 T AR S e 4 L 7 L5 Ty
S VAT S EEL L 1 9 7T B ELAT R 5 € (12:21) (p12,.22) TEL/AML-1:
t(1519) (@23;p13) PBX/E2A;t(9;22) (q34;q11) ABLIBCR;EET (V,11) (V;q23) V/MLL. fE— L&
S S TR R L9981 ML 75— B 7 2 o, TR EE
PR 5 2 e 1 L

[0136] /5 — LSz iy 2 b, A AATFFARAE T V07 FLEN I o 1) ko EEL M ok 1 1951075
v, FELHR I 22 TR AR (1) MR 3 = A AL A A AT
N Ei e RN

[0137] 5 — LS iy 22 b, A A FEARAE T V7 FLEN I b 1) e EEL Mk 1 L 95107
v, AL P22 TR R (1) HOMER) I = I 2 AL A AR AT
VDRSS A, I L5 64 M PR 252 E T B2 B 5 2570, %8 20k 1 o
DNAFR 5 5 RS D 1790 HDAC— 50 A B2 2% \mTORN 170 F WLt V44 70 & 0700
B 71T T IR LR R E 484 TR B 2

[0138] 5 — LSz iy 2 b, A AAFFARAE T V6077 I FLEN Y b 1) ko 2Lk 9 195107
L U2 T2 5 (1) HOMENY 6 =1 — A A A b B O g
15 s FEIDNAFR 66 B M A0SR L6 T2 T2 R R 4 0 2 8 £ — B 5 2
e, 50 HE PR (1) PO 3 =3 SR A 5 A0 2 O RIDNA T e RS R 50 (SR CE A
A B2 SRR A ) o B ST o SRR B AR (1) (MW I = AR A
£ RIDNAT SEEE RS RIS (SCH S 0 A4 R 28 ShBRE 4) o — Sy e, R
(1) IR 36 =1 3 R4 514 2 W RIDNA TR S5 RS REHI 170 (RIS BT BT 26 2%
220D RO PR R RS 7 — RS 7 o, DNAFF S R R S A 7 —
e STy S DNAFR L RS R R T 35

[0139] /6 — LSz iy 2 b, A AAFFARAE T ¥y FLEN I Fh 1) ek EEL M ok 1 L9510 75
v, BRI P20 AT HER R (1) (M 36 =I5 — 2 (L A s 9 LK
45 6 FEHDACHI B S AT A RIS L SR8 AR A5 B8 76— B it 7 S o, 0
MO (1) (IR I =36 — 82 B 1L 2 W RIHDACH I77) (S EL S T4 BT 25 BT
W) A FCABSHET S, SR (1) MBS 3 =) — 5 A P RIHDACHT 179 (s
U AT B2 R A ) oA RS e 2 (1) ROMEY 3 = R (LA
WVRIHDACHI B3 (SR EC S A2 T 28 BRI 4 0) 10 6 PR 7 A 0 76— RS 7
o HDACHTH AL B E 7.

[0140] 5 — LSz iy 2k, AC A FFARAE T V677 I FLEN Y b1 ek 2L M e 9 195107
i U2 b AT B B0 (1) ROMEY) 3 =i I — R S A S B I BiE

18
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Fi5 it FmTORA i1l 77 B E  ATAE D WO 24 L ShE R S 0 R A — BE S 7 R, $ il
FIZR (1) MEWS I =1 I 4% B AL A Y FImTORIN 57 (B HLBR AT i 28 W SheE &
W) oA S it v, FEIR]E F 3R (1) e I = e 3 2 AL A RImTORAM 1l 751 (3%
G AT BT 25 ShE T A ) AR Besiti )y b, 3R (1) AR IE =t U RS
Py FImTORFN 1 55 (BB AT AR T2 hBUE B4 B0t FH 7= A B [0 28 o AE — L8 S 7y
Zr, mTORFN il 1) 2 ARk 4k 5 7]

[0141]  FE—LLsjfa )7 R, AN HRAE TR 7 FLBh A b i S IR E A0 e Pk 1 s 9
25, HAL R 22 BT B (1) (memy I = et — R S A b 38 OF Hidf
8t W e PO R B R AT AR VHT 24 SR BB S P IR A — Be S 7 2o, $ i
FHR (1) [y 3F = e JF 0% B Ak S RN B s (SRR AT AT 2 B E A
W) o AE H A S 7 g e, SRR R (1) (MY = 9 — 5 % Ak A R B R (8]
HBS AT T2 ShBUE A W) o AE— ety b, 2K (1) ROMEWY F =i gF 2 B AL
A RE Rz s (SO ES AT AR 24 ShEUE A W) 10 e B A P IR RN o 7E — SE S i
T3 G BB R R KA

[0142]  fE-—2eSjfa Ty R, AN SR AL TR T FLEhA I S IR L A R 1 s Y T
2, SRR 2G5 BT a2 Bk (1) (e I =M R SR A YIS B 9 iR
Fi5 it FH 20 55 Ve B BR AT AR BT 24 L R B S W 0 R A — e S 7 R, $ Jie
FI (1) MRy I = I 5% S5 A S RN R TR (B T A AT 2 B E S
W) o FC At St b, LR E PR (1) (MR I = I AR A S AL A R A R R (B
s FTAEYRIZ SR B A W) A — LSy b, 3R (1) AOMEWY I = e gf 2R B AL
A AN B ) (BROLES AT AR A2 ShEUSE A W) 1 e F A P R RN o 7E — LY S i
T3 G, A EE PR 3% ) A0 2 B A R S

[0143]  fE—Mesyifn 7y G2 rh , AR A FRARA G 7 I FLAh A Hh i 18 Ve S Ptk i e ) e 1 02
HALKE : (7 75 B0 B i 25 LT a2 B A AY, FTid A A AE S RIEAR LTIV,
VAIVIER 5 Tk AT B A A 2 5

[0144]  FE—LL STty S, 48 P S PERE M E M A] LA AL T4
PSP R AN Y ) 78 T DA AL T gt 3 o A8 HAth ST 7 Z2
THRR A,

[0145]  7E—Uesjfi Jy Erp , AR A FFERAE T VR YT I L3 b 0048 M S R B T 1 R 1
2, ARG 252 a2 B sk (D) MMES IF =1 9E 2% S AL A et ik L BR AT AR
VI R BE AW

[0146]  7E—ULsujfa Jy ZErp , AR N FFERAE T VYT I T3 0948 M o B 1 1 R 1
2, HAL R A 255 BT sz &R (D) B0Emy JE =M gE U B S B L B B AT A
Y WA BE G, 3 B — DA% E 2 808 2R, 1% 5% 245571% H H
DNA R 358 2 % Bt 4101 11 751)  HDAC— 4 770 48 12 B8 2% - mTORA! 1l 7]« & W38 4% 8 3% 7] e AT 11
s AT HT 25 VB e R Y R R4 A B R 2 b

WEL

P o AE A ST S, 18
T 2 PEBE 4 L A 9 A LAk

Ji

X
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[0147]  FE—e5jfa )y 2 rp , AR A FFER AL T VR ST I T3 048 1 S P T e 1
25, AR A2 2 b nl s Bl (1) (mEms 3F = I3 A S5 A 5 3 9 Had o,
Fi5 i FHDNA R L 56 R Wi 40 1 1) SO B AT AR T2 BB A M0 D 3R AE — SE s il )7 &
o It PR (1) FRO MRy I = S 4% B Ak A W RIDNA FR S S RS R I 1) 77) (B L T
W RITZG ER IR A AR A S Dy S b, SR A R (1) FR MRy I e A AL
A VD ADNA R B AL R g 40 61 57 (BB AT AR R 25 BB A ) AR —BesETE T B h L 10
(1) FRMEE Sy I =8 I — 50 2% AL A ) ANDNA PR i 56 R 1 75 (BRECER AT 2E D 025 . EhBl
AW (Rt FH = A B R ASURE o AE — e St 75 ZE HP , DNARR B 4 R 411 1) 77 2 S R M 7 o A5 —
e it 7 4, DNA PR A A 417 1) 7] A b 1 el V5

[0148]  7E—ULsujfi 7 R rp , AR A FFERAL T VR YT L3 b 0048 M S R B T 1 e 1
2, HAL R 252 Bl B (1) RmMEmy 7 = et & S A B 38 OF Hicf
Fi& it FTHDACHI il 77 BSCHCBE  ATAE D WU 24 L SRE R S P IR A — Be S 7 2o, $7 Jil
FIZR (1) fR ey I = 3F — 58 2% B AL A W FTHDACHI )77 (B L ES ATAE M AT 25 Eh B &
W) o AE HoAth S i 7 v, 2D AR (1) BEmy I =3t 5% S A ) RTHDACHT il 77 (3
Wl FTEY T2 BRBUE AW e sty b, 2K () MBS I =g R R R A
Yy FIHDACHN 1 55 (BRI BS  fT AR BT 2 EhB ST A4 (it FH 7= A B [ 28 o 7F — L8 S s 7y
Zr, HDACHI il 2 MR EL =) A2

[0149]  7E—Uesujfa )y 2 rp , AR A FF PR AL T VR I LB 048 M S P T 1 R Y
2 AR 252 BTz B R (D) ey 3 =gt R S AL AN D B I HE
0,45 Jifs FHmTORF ] 7 B B AT AR BT 2 Eh B ST S I D B8 A — SE St g S8, $& 7
it PR (1) FOEmS I = 3F SR 2 B AL A W MIm TR ) 70) (B LB AT AR W i 25 EhE &
W) o AE H A S Ty G e, AR RN R (1) (R0 I =9 — 2% S5 Ak A 0 AimTORH 5 71 (8%
HES AT AT 25 SRR AW o AE— Ui )5 22 b, 3 (1) AOMEWY JF = e JF — (2% i ik
A AmTORIN 1l 71 (S LB R AP BT 245 R B R A1) 16 FH 7= A2 3 [R) R o AE — S8 5 it
77 2, mTORH Il 2 AR 4E 5L 7]

[0150]  7F—Uesjfi 7 2 rp , AR A FFHR AL T V09T I L3 b 0048 M S R B T 1 1R 1
2, FoARR i 252 BTz &R (1) ey I = e gt U SR S P IR OF Hl
05 e P 7 Pl R B LB AT AR RTZ  Bh B B AN D R A — SE ST T e, $Z T
Jite FH 20 (1) FIME WS I =i I U B A B D RORE S s (SO BR AT AR AT 25 3R R
W) o AE A ST S, SRR AR () MY I =g A S A R S R
(BB AT A2 EhBUR B ) AR — S 7 2, 27X (1) IR JF =M Jf 2 4k
A RE Rz R (SOLES AT AR 024 ShEUE A W) 10 B A P IR RN o 7E — LE S it
T3 G BB R R R KA

[0151]  7E—Uesujfa Jy 2 rp , AN A FFER AL T V9T 0 FL W b 0048 M o P B 1 e 1
25, HALFE i A2 2 b mT s Bl (1) fmEms 3F = I3 U ek S 5 38 O Had o,
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15 G P 0 M R SR BRI AT AR R 25 L ShER A A R S R E — B ST T o, I
R (1) (MBS 37 = e 5 — 2 2% S A0 S R B RS (BRI AT A BT 2 R
W) o AE At S2HE T 28 e, D E AR (1) FOMEWS 3T = 0 — 8 2% S A A R 0 2 1 ) (R
LS AT RO B E A AE RS e oh, K (1) BEmY I S Rk B AL
TR IR EE PR (RIS AT A L T2 L SR ER ) 1 7 A PR 280 o 7 B S i
7 B G EE M 3 [ TR0 T B M A R S

[0152]  7E—SeszjiJy Zeoh , AR A FFHAL T 7 LB b 1 R G B R B AN B 4 A AiE
1/ BEHR-MDS /ML 77 ¥5: , A0 4 « 11 35 B0 SR e FH 24 2% bl g S0 46, Bk 484
A REEA ST T IV VRV B AT 2 S 25 15 o

[0153]  fE—es i)y L, AR A FFHRAE T IR AL S b & R A B R & AN B 45 A 1E
0/ BUHR-MDS /AMLE 7325 , 045 « i P25 5% BT 422 B0t (1) MWy I = F — R 2% ¥ {5
Bk S T BT A

[0154]  fE—es iy 2, A A FFHRAE T IR AL S h & R A B R & AN B 4 A 1E
1/ BEHR-MDS/ AMLIKI /525 , 045 « i 2527 1T B2 B2k (1) (RmEmy Jf =i of — R 5k
EYIELLER ES AT RS AW, 3 A B R A 25 i B B
ZH5), 15 279030 11 EH DNA PR SRS B 1151 79 L IDAC— 011 70 498 2 BRI \mTORS i 71, 36
g H VR A IR ES TR R0 ZS B A R BRI BT R 2

[0155]  7E—esL iy 2 b, A A FFHRAE T VA7 L B h B R B R & AN B 47 A 1iE
1/ BEHR-MDS /AL 7525 , AL 4E < i FI 252 L T sz B X (1) (mEmy 3F =m0 — R 2 B 4k
ErPDIG A5 B I ELC AL G FFIDNA 3 6 R I i1 70V B 1 AT AR 0 L BT 28 L Sh S A i o
IR AE—Se S G Ty R rh, 5 P (1) (KR O =0 AR AL A W RIDNA FR LR RS
) 750 (RO TG  ATAEA  RT 25 R B A ) o AE HAR Sy R oh SR FE R (1) sy
I R A A AIDNAFR SEES RS IR 50 (S AT T B E A )
— ey g2 o, 3 (1) FRIME MY I I O ARk Ak A RIDNA R R 2 i 4101 71 (B
A B2 RIS A 1 7 A R 8K o 76— B S 5 22 v, DNAFR i 55 08 6 1 1
FI S SR M o 7F — oSy 22 o, DNA P 5 B A A 370 2 b G b 35

[0156]  fE—s i)y 2, A A FFHRAE T IR L B b & R A B R & AN B 45 A 1E
1/ BRHR-MDS /AL 525 , FCAR % e FHI 25 2% AT 4952 B ol (1) ey I =k — 2 2% 2
A A0 A5 58 O ELVS A8 FTHDACH) 1 70U BR HC IS AT AR 4 L 025 L ShE i A i b 08 76—
WSt 77 22 ob, 45 R (1) RS 3 Ik 4 2 55 A A M RTHDACH 77 (B LB
TR BTZ LB A 7E HA s iy e, SRR IR (1) FOmEmy I = — 2
b A I ATHDACH 1l 35 (SRS AT A4 RI 25 L 3h B &) 7 ety b, 3 (1) fr e
Wy 3 = I R R B A S AT HDACHT ) (BRL IS A7 AR 4 BT 25 L SR BRI A ) B0 E 7
L I ) R o AE — e S 2 o, HDACH) #5172 1 L )4t o

[0157) 76—y b, AR A FFHRAE T VA7 L B h & RS B R & AN B 47 A 1iE
A1/ BEHR-MDS /AMLIK 7735 , HAL 4 i FH 25 2 BT 52 B (1) (Remy 37 = IF — e 55
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WA B IF HOS A6 FmTORS 61 7FV B L BE AT A ViU 20 R S D 3R A —
s it 75 T, 2 it FH 2R (1) FRIME Y I =M I 2 2% B G A ) RIm TORF il 771) (B IL T
A RO Z5 BB A ) o AE AR SEE 7 2, SERE AR (1) P ey I =gk 2k RS
A AImTORF 1 77) (BOLER AT RT 20 ERBUE A1) o AE— L8kt 7y S, 5K (1) [y
Wy I = UK B A A TORI il 77 (SR IL B AT B 25 Sh BT A7) 1 7 A
P IEI S o £ — BE S it 77 22, mTORF il 1) J2 AR 4t 3 )

[0158]  fE—Uesgjfi )y b, AR AR T IRIT A S m R R R B AR SRE1E
1/BLHR-MDS /AMLIF) 7572 , HoA R it FH 252 b T332 & 2K (1) (KM I =i g % 854k
AV DR IF HIC 5T PR R SO B R T AR i 2 B R S I D R A — 1
St 7 G e R it PR (1) FR IRy I e I e o Ak A RO B BB R (SRS AT
M) BT 25 ERER T B o AE LA S T G, IR PR (1) (I I =i 5 A B AL
B VIAIRE B FUs R BUHER AT AT EhEUE B4 AE—2estii Ty S, 10 (1) ey
It = AR AL A AIE B BB R (BILER AT AT SRR R A ) A AR B
[F) R L o AE — LU SR T G, W R 5T s 2 L 28 KA

[0159]  fE—ULesgjf )y b, A AR ViR AL A m RS R EER B AR SRA1IE
A1/BLHR-MDS /AMLIK) 77125 , FAUE i FH 242 -] 222 B ok (1) meEmy o = JF — 0% 51
WA VIR D8R IF e B4 i A 40 o 2 Ve PV B L BS L RTAE YD) ViU 20 R E S D 3R A —
S 5 S e, B P AR (1) (R IBE Wy I = I AR AL A RO S BRI R (B
A RO 25 BB A ) o AE AR S G 77 22, SEIRDE AR (1) ey =i I R
A AN M 5 T ) BRLR VRT AR AT 2 R EE A A sl Ty S, 5K (1) [
Wy I = R AL A R4 R R (SRR AT A R 2 L BREE A ) (K A
PRI R L o £E — BESL i T Ferh, I EE PR AR 1 SR FT 2R ) B M 2 s

[0160]  FEAK BN T, 5o (1) AOMEmy I = I = 2R SR 15 T 23 A 4 B2 o
BER AR EAR T RAT o R B e

[0161]  EA
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[0162]
No. ‘ B R R R T R R B
i
3

fi
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[0163]

No.

W W
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Fod

% z g
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7 %5
%Yy
5 &
LSERE Sy
7
5
Py 2 vy o
£ i
LR
kS
o
J:
P}
£S

Ay
N,
3

1 s
S

. ﬁ..\QH

¢
2
Z

4

i

"
5
%
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fw I
% o
{ ,;;}vam
% 4
;;" /
Sl 1L
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e il

s
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Plant 1, 2013, 74(5),
RI5-828;
Epigenetics, 2012,
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S 1050 3 21 nM.
2 BT RADOD R | Cell 202,

31



CN 107073014 A it

B

28/63 T

[0179]
FKBPI12 {0 mTOR A1 | 149(3):656-70;;Cane
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BRI BT moA0 AN B, I BRI M A 1 38 J LA QY 2 B w22 , B8-NR™—CO-
(CH2) w—R®, He P RUNAUR FECRAT LB AR BT AL  n A0 2 200 B2, OF HRP R M bl b 21
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[0196]  7E— el Jr G2 rh , A% W] B (e wy I = I 9F — 4% B AL A ml DA & — Bk
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Z AT M0 /B, DR AT DA RL JUART S A A 0 e S A A B3 el e S A 445 1 T 20 A7
7E . AT AARHE Cahn—Tngold—Pre Log i Ml sk iy 44 BB Wy - =1 I — S0 % 5 b & 1) oof e A4
AR Ko e S AR A, BT P UK “R” B S” SR A5 48 52 8 A e b 0 G R oA T
Hl) |, JEREBZ R AR 15 18 45 B Ik - AU (LA fiw & JUAT S fa A4 X k] DLl I 78 R4t
2L SRR R T RS H R IR A P I A i

[0197]  7E—S8SifiJy S , A W Fadk (KM I = e 9 — %0 2% SR AL S0 AT L LASMIY e IR
BTSN ED I TE RATAE , HomT DU 5 T PR 2 100 55 8 190 20 e A T ot ok 3 A 4 o T LA
R AT () —Bd 1R F ™ AN B IR A, R A e R AL e MR AR S (L2 1) (3R
B B4, B ZRrac— (Bracem—) BT SRSFISRL T LA ATy ZAMHHEIR 59 -

[0198]  hAb , Hh ER AR I [ S8 Bk — 5 BUSE (1 HE 51 B3 B 22 [ 98 A e 2 B 2% B 1 R 1 o =
A B JUART SRR R AT DLAEAE T AR R A S h A — LSl 7y v, f 5 —=====nl FI T-3&
ANF] DA B U B = B B o ] S XUBE ) BUAC B T DA Ay 4408 2 77 BUET A L,
MR TUPACHRAEAE FHARAE “Z7 MUE” SBRAE S5 Ui 1, 5 W0l ik XU ) S5 Mk 1 27 R0 “E”
SR o [ SeRi iR SRR BUAR R m] RARR A MR B e 2 ¢, Hor “Mial” s B A2
USRI L=, i < s 2 2 7 BA 22 0 U 11 6 0 L o BRI PRl G i A 1) 37 . 7T DA iy 44
M B ATE Wi R om BRI AE I P T 9 R b i oARGE e a Rom AR
FEAEFR (T T A1 o JHG o B T BRI P 1 %) (R AR T b B A P BT T VR A
Ydin 4R M/ Je X 8“Z/E

[0199]  7E—Lesifi /5 S rp , AR BH BT A FF I WEY I = e 3 — S 2% S5 A0 A 4 mT LA DA i Bk
% 5 I Nk 2 BT AL AL — AN ST R, AR I T A FF OB 3 = 3F U B AL &
W& HE B T T 3R AE— AN SEE 7 S, AR BH BT A FRIKT R W = — R B B )
A G 2 A AR T A SEHE DT P AR I R BRI 9 = R B
Y& 1 2 BV AW AL 5 — MR T R, Frid b & 4 o K.

[0200]  fF—8sLiifiJy S rh , AR I BT FFHOWEY I = I S 2% B AL A ] DA DL B — ot
PR S5 ) A B 2 o R S A A B BT AT AE o A6 — NS T S v, AR R B BT (1) VR Wy 1 = e
I R B AL R AR BT L (entiomeric excess) #iE80 % B AE AL
FE—ANSEiE T &b, AR B BT A RN 3F = 3 R S AL S Lo i B R B T
E I 90 96 T SRATAE o 78— NS 7 S HF, AR 0 T A FF MBIy I = e g — S 2 B Ak A
PR S A At & 1 4 L I 98 %6 I T A7 £ o £E— N SE 7 S8, AR BH I 8 (1) Vg
Wy I = I AR A B AL A M U e S At B 4 L 99 % A aRAT AE o 4E NS i
Jrgerh, AR BT AR EEY JE = U B A IR B D 10% B 025%  F D
50% A /75%  F /090 % L F 295 % | ZE /98 %6 1 ZE /199 96 Fi A4l i £E v (1K) o ke A A it
HEHDRIERFE.

[0201] S T S Aa 40 1 5, T DAAE A DA S 283X (B8 X (1)) Sk vk B0 i A 4R E L AH
0of T W R AR E 20 % e S b iok & 43 b
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LB TE’E‘:‘? #100% —

{(B1+EE) T
[0203] AT LAJE L Tk R OB €438 (HPLC) AZBEILAIR (NMR) B iy e A 15 365 14 37925 R
SE B URIE 20 AR B o £5 — LSy S, ek S5 HAg 4 A 5 0 ) 082 T DA AR e S A 4B 1T
E2ARS T oA A B, T e At 1 o e ) A A 1 7= RN/ BRSSP B o
[0204]  fE—2bstiJy e eh, 30 (1) MRy I = 2% BT A A AR AR AN B T Ry
ZMIE AR A (15D E (1-18) BT R RAT.
[0205]  RA: AL AR RBITEAL AP -

(1-1) (1-2)

[0202]  APBEERMLE AT B v ihk=

(1:3) (1-4)

[0206] g,'/ Y ¥
N o \/\\\{

(1-5) (1-6)

i i
Z \‘\\
\ 0
[0207] “* =N L
¢r- /N e o
!,s B e N \\{ M
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[0208] A (4h)
(1-7) (1-8)

[0209]

[0210]

[0211]  RA (82

42



CN 107073014 A w Bg B 39/63 7

. {(1-13) (1-14)
<
\‘\
3
{ Q
B sl A
N

Fag
[0212]
(1-16)
£
\
e
¢\
” /S'N =
" j¢;N ﬂ\ /LJ/
N
TN AT \!-\-i
: )M/
AN
TSL
(1-18)
QCK
(02131 . . . ’
i3 \ ) T \i]‘/,]‘¢\0(71{3 . / \N'
B | 5o
2 \u/\ i ’ \
e 4 b ’f:\’

R 3
[0214]  7E—esujfi 7 S b, 3 (1) Fros e my JF = e 3t = U R s S s (1) () -2-
[4- (4-5ARFHE) —2,3, 9- = F FL-6H-1EWy 3 [3,2-]1 [1,2,4] =M FF-[4,3-a] [1,4] 5%~
B 6] -N- (AR L) 2B RG s L KA (11) (9) - (4- (37 -FUR R 4-3) -2,3,9-
TR -6H-WEWY IR [3,2-F1 [1,2,4] =MEFE[4,3-a] [1,4] “R 2 -6-3) ZBRPES; (111)
(9)-{2,3,9- = H—4- 4-RF G FE IR L) —6H-MEWY 3 [3,2-F1 [1,2,4] =M [4,3-a] [1,
A) B 60 ZBRF R AR (v) (9) —1{2,3,9-=F -4 [4- G- ABL R %
B -6H-MEWy I [3,2-1-] [1,2,4] =M [4,3-a] [1,4] &A% 5 -6-3L) Z B S,
[0215]  fE—LesifiJy Zr, 20 (1) From (K Emy JF = e Jf 0% BE LA A HE (S) -2-[4-
(4-SARRIE) -2,3,9- = B-6H-MEWy £ [3, 21 [1,2,-4] =M 3 [4,3-a] [1,4] — %R &5
—6-Jt] -N- (4-F 0L M.
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[0216]  TV. %7

[0217] =X (1) Frs B AL G W75 S5 40 41 A Wi o 4 24 A0 i) 4 77 T 2R I HH AR e A 1
ME R ELHEZG WA W) F R DA S BB 1) R R85 A T R 2 1 T 8 P ) 5 1] A8, P
5 BLET O L AR ASE PERI BT IR A A P FF A AR L 7RI

[0218] 2 Wi, CL &2 R I AT DA F AR TR i B2 £ e — FR R TR B FR - = P ke  BE R R TR
IR EEE ALY IR Y) (Budragit RS, HRohmZ &l K2l (1) Fras it & e & sk il 44 43
B , M TG B A AE T R v AR S R TR ZG W4 43 UL 3807 2 e (9 s 02 1k 465 i 4
o R 19 1 AR LR (2009451 H8 H A FF 135 Bl & H) H11i520090012064A1) ol 1t 2 4~ S256
CEFENRES) - RILEJ PERG IR T 5 5 29V AT 90 20 AL I R T8 e e o) 98 PR A8 1) L AE
FHLE I B a2 A PR B B 2

[0219]  BAE, BAMBRIURIER (D Fronsisemy 3F =t — 8 B AW g2 am %
[ ER BT (5 KA e IR S AR DL R RS 2 AR R i a8 ] DA A 24525 7]
B 57 00 TR A1 i T ) A A DT B A3 10 R 0 5 2% 11 PR 7R R B 8 A 25 A 4 3 e
Wy 1 v BEMR R AR B R, A TITYR ST 98 TR R s DA B LA e o o ZE A AN AR I AAE R, 52
BRI TR T R R Eudrag il 7473 B il FIAE L , B i i S ] 44 73 i 2L A =i
(¥ 11 AR A4 R FE

[0220] [l A 43 B g o 2 7KV P ZE (R 25010 11 AR AR 0 R I — P T B

(02211 fiARSCHT A, AR TS Tl s 2 B AR A g — 2L A =4, HoA 5 B D2 A [ 1 4
B RSB PERRAR R K P25 (R 30 (1) AOMEWS I =M ) — A% B A T2
TES B N 1 2 HEAT , T RLIX 236 FhAS [R] 2 B 1 ] 4 73 5 o T80, [ 20 B4 93 = T
FARIIATR AW [ AR B VA O T DA B &8 S A b 1 TS sE TR ULTE - BB A, R A7 AE
— B G, BIANAE R —FE S T, — 24 A DL URATAE , T — 24 RL A F TR

[0222]  FE—NSEHETT b, BRAE R (1) HOmE Wy 3F = IF AR B A T DAL TR
SECT T IR B o o £8 — ANz b AR R (1) fmEwy I = Jf s e ik &
W] DA L& i SR T 30 B 72— AN SET T B, AR T L& &5 I o 78 ) — N &
W, AR T LR TR TR

[0223]  FE—ANSLHE T b, AR R AR T A E ER A BUR R 23 A 4, oA ik [ 44
B BL R I A R RS (1) ARy 3F =5 R AR S AR L2 2 T A7 1 £ VA
1B (BFEKEYD) THBEND 5 A A SR B R A R AR e 3 BA R 25 28 ml 52 1)
REW AL — LT B, E R A YN TSR FR T A48 R T HR BE (WA B
TR ¥ TR 2 P S 41 2 2R BR FBR BRI HPMCAS) o /E— N SEHE 7 P, 40 Boid ey 5 =k 5 45K
REAAY) SEE R FL T L B L A 4 K BRIAIR I (HPMCAS) I B N1 3E 111 E— sk
a7 G e, 2/ — RS IE = I S e AL A W 213t o BT AN [ s o A o L
A AN R, Ry I TR TR A A A S o BT AN A S A R A —
Be S Ty S, A A B SR I H B — 3 R A L AR R (T) oAE— B SL T S, 52
—HITgfE130°C £ 140°C Z [A] W, o 78 HAR KAL) SE 0t 7 R, B — I TeE £ 135 °C H I . 7E
— BB RER SR P, AR HUALE40°C B NTS % R TR EE DI A
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— LY St 75 S8 o 78 AR S AR XS 2o RATH e, AR EASEAE S 2R (D Fr
TR I = I R AL A RIOATET R AR B B B BT, AR R A
FARAEL)21°20 N 4T E % (amorphous halo) FANIELE 545G (1) ProsrmsEny Jf =
W R AL A R AT 2
[0224]  FE—ANSEfidy &rp, AR BHRGE T — A2 &9, Ha s (1) BRIy 3 =
M 3 R AL A B L2 T (0 B A A (LR KA ) TR 6 e Ak
SEAARTR A A AR DI A2 22 T B2 (K A b I A - U AE — AN sEiti s /b, 2
SR REAZ NIRRT AT BEBR (AR A TR R BT PVP) o 76— SLji 7 2, S ildd o
BEWY I =IO R B S SPVPII E B N I3 E LA AT R, B
Sy WEWY I =M TR EAL AW A A BT A A S Bk R AR AN ST R
BEIY I = TR AL A S A T AN A A B e B sy e o [ A
A EA LI B30 S B B EE AR IR (Tg) o fE—BUSLHETy =P, 30— TgfE175°C L)
185°C 2 ) H B o 75 FL A RE M) St 77 Ze 7P, B — (K T /E L9179 °C HE I o 78— LI R 1) 5L e 77
R, B A BUATEA0C HIXHE FENTS B IR T 85 S D14 H fE— sy &, 6
[E P o BUA PO XS 2B R AT R R, B AR E AR S S5 (1) FrosrgmsEy 3F =k 5 —
B B WA R E 2 AR TIEN BT S, SR LA R IREL21°20F 7
Jo5E 45 (amorphous halo) FANEZE 545 M (1) FrosiOMEN I =8 0F R S A
1 RIATH 2%
[0225]  FE—ASEiE T R, AR AR ZGWA S ST ERRRIR 1) Prosromse it
TR TR A S AR 2SR AT ) R AR (R KA ) TR e ik A
e SRR BA A7 AR 305 25 2 T B S 1 TR A P [ A 43 B o AE— AN SERE T e, 2
ST R AT (KBS AT B TR R A 2 3R R RIS o 75— NSt = ob, 2R (1) Bim fr ey 3¢
=M R AR S A Y SEE IR AT P A 4 R BEHIREE I BB N3 E LA
Jrgerh, A MEWY I = IE TR AR B AL A ST BT AN [ AR ) ik b L R
—ANSZHE T R EY I =T TR AR S AL A ST BT AN AR B A b AR
S e AR A BRI S 3 A B B AL AR (Te) o AE— e sifE )y Zey, B—
(1) TgfE130°C %2 140°C Z [A] B o £ HARIX AR Lt 7 R, 51— TeAEZ 135 CH I o /£ —
B REM SEtE 7 2, [ AR BUA AEA0 °C B AT B MR RN 2 E 2= /D14 HofE—
B st 7 S v, R A ORIV X BT 200 R AT BT I & AR EAREAE S 4R (D BiR
[IEY JE =M I U B A A IO R A B R BT &, “SEA B AT 2
GIELI21°20F , AELE 2 EAEIE SR (D) FrosisEmy 1 = 3F — 8% S e
RIATH 25
[0226]  HE—/NsEii =, AR HIEGYE S YA 5 2R (1) Brs i BEw; 3
SR R B AL A B L A B2 ALY (KA ) T e L X e S A
A SRR E A7 bR 205 2 28 mT A2 1 R A W [ A 43 B o AE— AN SERE T b, 2
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SR VR A WINER LG BB 7 — A SEiE 77 v, 20 (D) B (K By Jf = Jf 5
RN SR AR BRI RN L3 E L L AE— AN R, B B Ry
I = IF AR B A S Sy A BT AN AR A U R AR S AN S T v, ey I
T R 2R AL A ST A BT A AR A A b AE — RS R, [ 4 A
RO B — 33 S B AL L AR TR (Tg) o E—ESLil s Rh , B — I TefE 175 CEZ)185C
Z VAV B o A A X AL SERE T S, B — I Tg/ELI179°C T BN, o 7 — BB X BE 1) SR 7 =
[ A4 BUA AE A0 °C AN BN TS % IR BT 5288 2 /014N H A —SESL i 7 v, 76 [
TR BUARIXEH 2 R ATHHE R b, B EARTEAE 54500 (1) FoniseEmy 3 = I 45
BB RMATH L SRR IER E IS, AR LR RIGEL21°20 R, £ K
SE S EAGFAES S0 () Fros ey JF =gt a8 S A XM ATE 2

[0227]  ZE—Aszifi &, AR R 2 A S0 & 8RR () Frosisery 3 =
M AR B AL A B L 2 n S K S A R (R KA T B e R
SRR ERR 7 bR In T 305 24 2 AT 52 1 R A I [ R o A o A — AN SE T e, 252
A2 (K5 A W ONBE R 2 TR P 41 44 R BRI RIS o AE — D SEE 7 2, 28 (1) s i e wy
I IR R R A S T R TR L R R AT 4 R BRI R RN I3 F L

[0228]  FE— /SRy B, AR W AYE GWE S S S0 () Bros gy & =
W I — R AL A B 2 S T RS2 K R A AL (LR A 1 B e S Ay s
SRR BRI AT 2R bR e 305 24 2 AT 2 1 R A VI [ 4R o A o A — AN SE i e, 252
A E5Z VR AN IR el o 76— A SEiE 7 2, 3 (1) B (e Y Jf =M Jf 5%
WA SR IR R R N1 I3E L L,

[0229]  7E—ResjifiJy ZeHh , JEId W55 55 8ok il 4 A0 B [ A o WU I 29 2L 5400 o

[0230]  #E—ANSZiitiJr S, A K W I 25 M0 20 A WA 5 68 3 T IR ) [ 4 o A, % I 4 3
B E LR T 38 (D) Fras OME WY JE =M I — A E AL A sk L 25 25 ] 232 1 2 L I
Wy (FEIKEH) I e R S A AR S e A AR BRI A 2 AR e T 2, RN 2 a2 (M R A 40
FE—ASEHE T rp, 252 B 52 I TS N BE BR 2 T 8 TP L A1 2 X R IR o 75— S e
T7 R ALE (1) SRR T 5L LA A R IR R IR B L N1 I3 F L L AE— LTy
R, B F RN I eI TR S AL AW ST A T AN A A AR R —
ANSEZiE T S, MRy e I R A A S BT A [ AR A A e £ s
Tt 75 5 [ A 4 A SR B B — 40 s (M B TR AL S AR L BE (Tg) o 75— BB S 75 S 5 B — (1)
TgfE130°C 2 140°C Z [A] B o £ HAR X AL St 7 b, 81— TefE £ 135 °C H I . £ — 28
IXEER SEE T P, A 5 A AEA0 C A HE AT % A T R EE DI H 1
SR T SR, T A A U K XS ok R AT T & rp, B AR EAEIE S S (D) R i
BEWY I I R B AL A RO RTET R A R B I S AR B R R
FEL)21°20°F , fE T IS EAAEAE S 501 3R (1) Fros e wy JF =ik F R & FEH AL A0
A RMATH L -

[0231] 78—y b, A% B 25 W0 4 4 MDA 5 8 B TR 10 [ 4R 0 B iz [ 4k 73
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B H DL R B 32X (1) BIom (1 MRy I =M I % B Ak B B 25 24 mT 3222 1) #h VA 5
1y ELFE K EHD) THTEYD A B S A AR e A AR B AL = AR i T A2 2 2 K R
WY AE—AEIETT R, By AT 2 I B G W IR Mg e Bl o 76— D SR 77 Beb,
Y (1) 5% 25 b E B L 3E LI AR DT Rp , 2 /D34 ey 3 =
I B A A WA Sy A BT AN [ A B A AR AN Sy S, R I kI
TR B AL A S BT AN AR S R o AR RS T R [ AR B i R B
B3 R N e FS A A AR R (Tg) o AE— M85 Ty S8 Hp, BB — W Te/E175°C 2 185°C Z [H] tH B,
1F oA BEf St 7 B rp, B — B Tg7EZ179°C H B o 75— L8 3% B I ST 7 = v, [ 4 43 5k
PRAEA0°C ARG B NT5 % R B N 258 2 /014 A AE—Ses2jfi Jr op, 76 B A 2 B fr X
B R ATH I S, B A B AR AE 5250 (1D B iomEmy I =9t AR B LAY
HRIIRTHER AR TER B S, A A RIBAL21°20 N, LB %= EA
FAAE S 25 G (D) PR REYy 3F =Mt R R S AL S YA = AT 22

[0232] 7 —ANSEiti )y b, AR WA I 2500 4 A A0 55t 35 T IR A [ 4 o0 U S % 1 4 4
B FH DA R TR B : T TR 2R (1) Bon ey 7 = 5 2% B AL A s L 2 5 m 52 1)
R (AR K EY) I TP e AR SR AR R A7 R PRI TR NN 24 2 A 252
IR A M AN SEHETT S, 2028 T2 N SR A D N IR R TR 4 R L AR 4 2 R R G - A
— Aty &, R (1) B Yy I =M E R R B A SRR T S R R A S R B
WRREGH BB N3 E L L AE— DS Rrp, &0 — T ey 3 = IE R ik &

2y 53 BT $E A [ A WA b o AR RS S, [ A o WA I L B — 3 e K 338
WA (Tg) AE—BESLJET7 R, B[ Te AE130°C 2140 °C Z A I, o 7E— EEIX R S
Tt 75 ZeH [ A A3 BUARTEA0 C A RHZ E T % MRS T B 8 20 1A H 7R H A I B (1 52
7 gE B TefE L) 135°C I o £E— BESE 7 S8 oy, 72 8] 44 73 U O XSRS 2o AT
Srh AR EASEAE S I (D) BTRIBEDY 3F =3 UK B AL AT S AT £
ARSI E RIS, AR EAFAE” RIGELI21° 20N T E = EAFAES SR
(1) B (KR} I =M 3F 50 2% B A AT SR I RT 5 2 o

[0233]  7E— ALy b, AR B 23 4 G W00 3 B 35 TR 0 [ 4 - BIOA iz A 4y

AT (ARG YD) e i Bk S A i S AR BRIR A7 s b i SR 25 2l 1252
IR G AE—DKIETT R, 295 Al I R S YN R AR Befid o 48— D SK i 7 %
tp, 20 (1) BRI =14 0 2R BB A5 3R LG e A S 3 L1
—ANSERET R, B DRy T Rk B A YR AT 4 BT A [ A B
frp AE A SRy e P R I O IR B A A 8 ST O BT A [E A B
o AE - BE ST S [ A A R I B — DS B A e AR TR S (T) o AE —BESK Ty
F, B TgE175 C 185 C LA B o £ HAR XA Y SK BT e, B I T AELI179°C
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IR o AE— eI AR S T P, AR 2 BRAE40°C ARV JENT5 % A T & iz & /D1
AN H AE—EESL T ZE R, FEIE 75 B B X5 2 RATHS B R rp R EANIEAE S 45 5 1
2 (1) Fron i sEmy I =g 28 B AL ST S AT S 2R s AS FR i I B 10 =, <A B
AAFEAE” RARAELI21°20° N fE R = EAFEAEE 45 2 (1) Fros i sEmy 7 = JF 5
7% B AL B A FIIATH 2R

[0234]  #E—NsEifiy &b, A K I 1 25 W 4 A MDA % 35 T8 0 T AR 0 AR 5 1% 44 4y
BAR DL R IR 45 i a0k (1) Fon RS 3F =W I R % B Ak A s L 2 2] 252
[P ER R ) (LR GV I e A IR e A A e A AR B[R] 67 22 A i T SR 245 2% T 42
S REM AL AL TT B, A5 A2 R A Y AES B TR 2 IR A L R YRR IR
FE—AsziE 7y b, 2 (1) FroR RIS I =0 RS A SRR R I R LA 4 R
PRI BRI E B L3R,

[0235]  fE— NSty B, AR I B 25 W 4L A VDA 55 T Y A 9 BI04 5 12 [ 44 4y
BoAk LR IR - 45 s a3k (D) Brom Bomemy 35 =M F R 2 S A s 2 2T 42
[ ER ) (LRE K GV IR A IR e A A e A A B[R] 67 22 A 1 T SR 24 22 il 4
S REM AL LIETT R, A R AN MM BB . AE— AN SE T %
g, 2 (1) Fron i 3F = 5F R A 5 R AR bEEA ) R N1 I3E L 1,
[0236]  7E— MR SEHETT 2, AR B RAL T —Bh M &4, HoA 3 [ A4 75 8liA , %
[ A 3 B AA EH BA R T A= 2- [ (69) ~4- (-ARIE L) -2, 3, 9- = F -6 H-Emy 3F [3, 211 - [1,
2,4) =M [4,3-a] [1,4] R EL-6-3E]-N- -2 I0) Z B K& Geird (-1)
B HL A 2 B 2 B B VI R (BAE KA W) A S 0 e S i A L S R AR BT A F bl
TG DA Z 2 2 MR AW, orp Frid b 54 -1 a7k -

[0237]

» (1-1)
[0238]  fE— ALt Ty 2P, 255 T HEZ I B A W N HPMCAS o £ — AN SE i 7 2 vh , 43 BidA
A (1-1) FIHPMCASHI EE &L A1 I3 E 111 AE—ASEHE T R, £/ — TR0 MEY) JE =k I
TR S ALY S BT B A E AR S AR P AR S AL T SR Ry R =g
Bk AL A ST A T AN A A e o AE AN SER T b [ A B A 5 T
TR o AE— LS Ty ST, (B4 Bl R T B — 5 s I B AL AR IR (Te) o 7 — LU SL i
T, T E130°C £ 140°C 2 [ I o 7E HARIX FE SL it 77 Ze v, B — 1 TefE 29135
CHI o AE— B RER L 7 Z2 , [BAA - BUA£E40°C VAN B2 75 % PR T 2 g %2 /D
LA HoAE— B8 SL 7 S, 76 [ 44 4 BUAR B XSS Bt R AT ST &b, R EAEAE S 45 1)

48



CN 107073014 A w Bg B 45/63 T

2 (1) Fron ey I = 3F R e A TS 2 A I B i =, A B
A RAGAELI21°20 R, AET B B ERAFAE 545 5 (R Wy 7 = g R S5k &
(1-1) HRINTH

[0239]  7£ 55— ALt b, A2 MA S S G (1-1) BUOL 2522 nl 252 10 26 A
FL (FEIK AW T BEND o il S fa s | S e AR BRI A B Am it I 20 s DA S 24 28 m] 5252 (1)
RA WA 5 B AE— ST R, A2 B2 R G W APYP AE— AL T 2
Sk AL A (1-1) MIPYPRYEEEL N1 3E 11 AE—NEE T Rrp , &b — 4 ey 7t
I R B A S BT AN [ AR B AR T AR S AN S T e, R 9 =
W AR B AL A W ST T AN A B e AR NS S [ AR B
W55 35 TR K o 72— LE ST 7 S b, ] 44 o0 UM SR B HE S — 355 sl I B R T AL B AR IR S (T) o
A BeSE T R, BB TefE175°C £ 185°C 2 1A I IR o 7E HAt X BE R S 5 b, 85— 1)
TgfELI1T9°C H I o AE— LEXFERY S 7 S, [ 44 73 Ui 7E 40 °C AR IR B 75 %6 PR
TR DIN B AT R, LR A R XS 2k RATH B b, AR ANAF
FE 54 @ M (1) Fros ey 3 = 3E 2 B A WA SR RTS8 . A HR i (1 B 1 T
5 AR EAEAET RIRAELI21°20 fETR T 5 EAEAE S 45 IRy I = g A
EALAY (-1 A ERIRTH 2

[0240]  7E— /NS 7 &b, AR BRI 25 A A 8 T e T e R MR Iy = I — 2 2%
EAL AW (1-1) B2 ST 52 1 Eh A I (5K A1) TS e o e S A 1A L 744
PRECR A7 AR DB B R Al 2 R W) AE— D SEHETT B, 27 AT 2 R 5
NHPMCAS o fE— AN SRt R, A BUiE &4 (1-1) SHPMCASH B B 1138 11—
ASSEHETT B, T — TR AR I IR A B LA W S M 4 T A [ Ak 4 B i
o 8 AN T S, MR I SIS AR B AL A I ST BT B AR A
FE—ANSEHE 7 S, A4 o BROA R 8% 55 TR0 o 75— BB S 7 8 vh , [ 4R o Bl ik e T A o —
P B B AR UL JE (Tg) AE— B8 R, — [ TgfE130°C 22 140°C Z [A] I o 7 H:
IR AL S it T R, B Te AEZI135°C I o 7E — BB IX RE R SEJt T & o , [ 2> BUiA A
40°C FHXFR B AT5 % B IREE T 888 /01 H o AE— R8s 7 S, £ I 4 43 BIOMR IR X8 22
B ARTERZE AR EARIEA G (1) BRI 7 = eIt A S i A 5%
MIATS 22 BEAR B BT 5, AR EAEIE R IRTELI21°20F  fE L BT % F AR
1548 R I TSR AR AR A Y (1-1) BRI 2

[0241]  7E— /s &b, AR R AL A B8 TE B T e ey o = e — 4 24
EAL AW (1-1) B2 2 AT 32 10 3 T A (45K A 9)  TH ) 5 e S A L S
PR B A7 R AR 0T 205 25 27 T2 1) S B WA T A 4 Bl A o £E — N SEJE T S8, 242 ] 42
IR A NPVP AE— A SERE 7 P o BuA k&4 (1-1) SPYPHIE &L Y1351 1.
(B ANSHE T, B D ARy I = I R B AL A W S A BT A [ R
BAR b 7R 5 — AN SRt b, RS I =S AR B AL A Y ST A BT R A [ AR
P o FE— NS T S A4 3 IS R 5 55 TR o A — Be SRRt Ty S, [ A 43 Bl A SR TN
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B — P I B I AL AR IR T (Tg) o AE—SESLiE J Soh, B — [ TeE175°C £ 185 C Z IH
I, o 7E HARIX RER SE T 2P, B — I Tg R 41189°C HH BN, o 78 — MU RE MK S it 7 2, [ 44 43
BUARLEA0C HHIITEFE N T5 % RIS N 8258 /014 H o AE— S8t 77 &b, 76 [ 4 4 A
(KIXET 2B R AT ST B b, 364 B RSS2 (1) B i semy 3F =M JE R b &
YA RIATH 2 o AR SR B I S, AR EAEAE R IREZ21°20F , fE L E B & I
AAFAE L &5 G R 7F = R B A (L-1) B R M ATH 2

[0242]  7E—ANSEiE ) R, AR I Z5MA SV & 455 TR 1wy = F R4 5
WA (1-1) B2 2T 52 1 8 IR TR (RE KA ) T HEND o i S AB A | S A A4 B
[l 7 ZARIC T 205 240 25 P B 32 (1 5 A 0 0 A o AR o 72— AN SR B vp , 2922 T 832 1
EA W NHPMCAS  fE— AL 7 B9, - HUE A4 (1-1) SHPMCASR B E b 135 1!
Lo AE—/NEETE 5 S8, ] 44 o M R85 25 8 11

[0243]  £E—ANSEiE T &, AR B2 A & 45 R R I Ry O = f Rk B
WA (1-1) B2 2 mT 252 1 38 AT (R K A1) T HEND o i S AL A | S A Ak B
[Fl 7 F AR e T 205 20 25 P 32 (1 SR A 0 [ A4 o A o 72— AN SR b, 292 T 852 1
RAEYINPYP AE—ASLHE T R, A BUAF LAY (-1 5PVPIEELL A1:3F 11—
AN 7 ZE R [ A 3 A AR 5T 55 T

[0244] 428 [t F A 0 Fir ks 1 [l 4k o S5 A, G SR T R AR 0 R 40 P R M E B A B
NI ARAE A A FH 6 i R, BT 38 [ 4 o3 B0 14 A MR B 9 491 FEAELAN R T —
) B AP A R0 FH P o A 2 BH B 1 A o3 S0i T DL RE 5 A 2R (1) B 16 ey I = e
I IR B A RSP LA S NG [ s B o A8 — eSS e, [ A o A T
SEPLAE R (1) B AOME S 3F = I 3 — SR 2% B AL A R RN L 37T o T 33X 2 AN ] B e 3 A
B3 (1) FrR HEWS I = e 9F — 7% B AL A 5 PR AR A TR, X2 B At (1) B
TN VR Iy I =M I — 2% B AL A W 25 AR AR K 22 B kA 5 m (10 i 13 ] 2% St
A LLE 22 R AR/ B4R I A Sl DB (1) B RO MRS I =M I U2k S Ak S ek
WEWY 3T =M I AR B A (1-1) (R AR R P B o A P I AT LA A9 oK R i E A
FRHEAT

[0245]  m] DL 3o 9555 A 6 TR Al b (X (49 A T) O A8 s (Y2 5 22115 (1) BT ey
I = I R RS A A B E R O =T R B A A (1-1) [ MLE B R L A
M 3RAF M 28 T AR (AUC) 18, 5 SIS A PR P o SR 5 1 T 3 [ 4 o3 B o 1 =X (D) s
FROME IS 3F I 3 AR 2 AL A B R S S I R B AL A (1-1) RIAUCHE 55 i
WA R AYIR SRR (1) B BELS 3 = eI — 2% B A Wrok 45 & M RO E
I R S A (- 1) (AUCH L o 7B SE 7 oy, 2445 ik o 4k 43 Bk 22
1 Jita FF 45 0, 22 8 4 20 B 11 il 2% T T B (AUC) % )+ E 3 bk e P 45 A 1 ot BB AL 45 P 1)
FHRZAUCIE I 200, 445 .0.56%.0.66%5.0. 8f% . 1. 0%, Horh plrid xf B &8 &5 B0 45
IR (1) PR ALy I = IF 2R A A .
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[0246]  mT DA JEH ik A5 H0L S B 55 A0 17 A K55 10 pHAEL 1) A &/ D03 e DN 2 0 o T DA DA
FITEHATIE A5 2R (1) From e w37 = e 3F 2% B AL A e 3F = JF R
1AW (1-1) B B AR 2 B B AEpH N L . 0Z 2. 022 18] A K AR AR AR A 5 o, B i 4 5 1
A A I A BT pEAEL U8 525 . 0427 . 00 ] LA £E pHAEL Y 7 5 (%) e AT 21 /Ny o FR A AR A [ of
BT IR (1) FTon RIMEmY F = e 5 4% B Ak S W B 52 TR Y I = e I S 4
B AW (1-1) (R o AE— L8275 S, AEpHIEL N5 . 0 &7 . 02 [A) ) 7K P AR A1 TR A
i, SAREE R AW S (1D BIoRIGBEDY JE =M Jf 5 2% B LA Ba 45 i 1Y Ve
I ZIIE R A A (1-1) (IS AREL , FR  R A T 2 T 3R (1) B ey 3F =
W I R 2R B A A B T T T R I O = e 0 R R B LA (1-1) [V & D5
& b6 BT B8 B D E = 106

[0247] 78 HAth iy S 7 22 b, EpHAE 91 . 0FE 2. O K PEAK AR IR Ay b, A AE RS
Wi 25 1R 2R (1) FToR 1R Iy I = I Uk B AL A W ik B AR LL | [ 4 o B0 v T2 5
R (1) From BEMS 3F =3 4 B AL A Bk T s T MRy I = I AR B A (1-
1) B m 040 % V5050 % B 060 % B 070% 5080 % o £F — LUK B SEE T &
Hh [ A4 RO T 2R 40 A HPMCAS o 7 — L3 R I S it 7 Ze e, ol A4 o0 FSUA 1R 3R 50 PVP
[0248]  7£ HAth ¥y 5L Jiti 77 22 vh , v [ 445 43 00 o 16 56 58 TR IR 2 (1) BT s ) WBR Wy 1 = 1 5
TORIREE A S B T e R I S I R B A (1-1) IR SR (1) BRI
Wy I = I AR A AL A RN 2 2] 5 (R A I [ A 3 B TR i 2 (1) B R e
I = R B AR B E 40 % VD50 % L L E 60 % L B T0% L F /D
80%% , oo ik 24 27 AT 42 52 (K SR A e 1 DA T W DT AL Ay 2 v« R A R R R AR A R AR OR
FF R B R A e PR L T — PP R RS TR PP R — = P ikl £ BE R L IR IR IR A AL TR A, Horh %
[#] 4 43 B AR A T AEpHAEL R 1. 022 2. O AK PR AA A0 IR A ST v o 7 — I RE I St 75 e
] 425 7 B (1) 58 - ) I HPMCAS o 7E — RS 3X RE IR S it 77 S8, [ 43 AR K SR B 1) P VP
[0249]  fE—MEsLyf Ty G Hp, 2 48— 08 B IR BE AL T 2 5 — BN TA) I, AR D% B Pk 14 i
PR B R I AR IR (1) s ey 3F = 3F — 2% B Ak A ey 3F = IF — R 2
SLEY (1-1) RS SRR E T ANy Zrh, M R (1) s sy 3 =
I BB ALY EEYY I =IO R R LA (-D MR E Rk kY  E D
90% & /091% . 2£/092% . £/093% . F/094% £ /095% E096% . E 97 % £ /098%
M 99%

[0250] V.57

[0251] A DA T4 B AR ] 45 43 S04 1) 60 1) ) B B ARAS IR T B 7 70 /NS A 7
BRI (beadlet) S HLFNEBIRE (granule) (K07 (granulate) ok A o AT LA I Qi
VAR A AE R AL A3 AR T DV FHEA R T-40 28 — R L IRA 4 = FR T 2
F IR A2 2 (HPMC) 2 TR FR R A 4 32 AR OR — IR IER 3R R FE TR M IR L SR ) L B R e TR
LAY R PR IAMR S (HPMCAS) o fE—SBSLHfi g S, I AFAEFE L2, il ZE A — A
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A% R W B VR Y S A I R A ) — L8 T DA BR A, T — 4 F U BL A I R
BT8R

[0252]  £E— LSy Z2 i, AR I AD [ A 23 HIOAA PT ATRC i e 791 28 BB o £ — B8 S
Jiti 7 G2, A B [ 4k 43 A T ARG 1l e/ L B SRIER BN 1 (pour—into—mouth) [ /)
FIRL B 4y (constitution) [ C1 Ky R o 7E— LS 7 S, AR R BH () [l 4 4y i 5
b ey TR 7] (F37 B, 400 1) B 65 it /0 B SR R B 3 ) AL I 40 BT 5 I A R )
Hh, AT H B 2R ) S ) 5] o £E — B8 S 7 S, AR B A [ A 43 Bl AR mT BABRC i BT )L
BHAEIT .

[0253]  FE—ANSEHE T &, AR B 2 A R T DIRGG 2 A2 — AN SET T &
Hh, FITdk 1 20 205 ) A R AT A R I I3k 1) 22 A ST 7 22 1) [ 4 73 |ods , A . 20 (D)
FI 7N (ORI I = I8 I 5 28 B AL A W BRIL 20 5 m 2 10 3 R ) (5K & ) < s e
Y e R AR S AR ER R A AR T TE 20 B AR SR AL — A SETt 7 2, IR i
YA G A, BB 2 M ) A5 AR AR R U R B R RS R AR R

[0254]  FH T Frak B 25 26 1) & S5 T8 1K 245 2 ] 252 () T ) R0 22 2 ] 52 1) B9 711
() SE B FEH AR T A S A S REER B e T A =l C s B 45 Aol S IR 5 il g 1R
BB TRER A IR B L BB IR G S VI ACIREF e H W = e R ER B IR R VA AL
B JAR T ERAE I R ek R R B R I S IR

[0255]  FH T~ JIridk 1) 245 W 4 & WD 04) 65 3 ) 245 2 ] 432 52 DR 465 79 1) SE 49 A0 R AH AN PR T <
Wy R4 2 AT A Bl AR 4k 2 (BIANAVICEL PH, 1 HFMC/A ) (R LA 4E R 52
LI YR FFR T I B BE 41 4k 25 (HPMC, B IMETHOCEL , 3 F Dow Chemical /A &) ; M A5
TR T KA Z R AL

[0256]  HITFridk () 25 WD 20 & W ) T 1 2] 2 ] e 52 PR SRR RN 225 2 R 456 52 1 AR UG <
AL HEARLAS PR T < 5 SR 13 7 PO R P s A 0 260 W 285 5 70 WIORG o R LW L H R I
AR A 4E R (MCO) K AOIRAF 4L 3R 1L B4R L RS A

[0257]  fE-—LLsLjf )y P, FE TR 2 A, I AT LUK HE 2 T — Rl hee - 4l
1, SR EORE 25 7038 T DA Sy 8 A 1) B0 ORGP 700 S TR R L R R

[0258]  fE-—ULsLjiE 7 R, AR B I 2500 20 A T DR A8 R IR B BC R, 8 i A Ak
) NPT MR AR BR R T A FR el Bk (BHA) T ZEAL B I 2R (BHT) ca—4 B My .
PIFIE B FIRERANE SR UMY ) B 75 A2 52 77 (B an T —8e) A1/ BB FEg 711 o
[0259] W, A W 25 W A 5 Py mT DA TG Al RS AFArT 5 36 ) A4 7R AR o £ — B SR i T S
AT WY Y A A B A VR 5 A A SR RS o, G A Dy B R R ) B 2 R R G (8] /N
RLECRLR B A LT 4545,

[0260]  fE—ANSEJE T 20, WA A AL B« R AR R B Bk 1 [ 4 43 B4R 1) 2 A S5 it
U5 R (1) B i ey I = 3 28 B AL A Y RN R e TR L R R AT 4 5 IR I R I
(HPMCAS) 9 [f 44 43 A , 3o b ik e wy 3 = 3 — 2 2% S AL A e R o ik b 2 52
TG, 9T ELMEWS I = e A AL A S S IR TR 2L PR S 4T 4 X R HTR BS (HPMCAS) [
HHONLIB3R1145E R % B50E & % I — /K G4 35 5 % F405H 8 % [ fll i 41 4k
FAEE % ROEE WAL P A4 RN 0.8 5 % £ 1. 55H & % [ AR — b fit s A
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0.8EE% £ 1.5 = % M RIREE.

[0261] VI.5&E:

[0262] A — NSt )7 S, AR KA AL T AT AT il Bl AT ART ik 1) [ 440 79 AL i 25 ) AL
Mo AE—/NSETETT S MR M AR BRI 29 A1 A 88 5 AR R B BT 3K (1) Bz ) Wy - = e
I R AR B AN 2 RSy S rh 1 — R B A, Ho B R R (1) s RO E G I = e
TRIRE RN L)1 0mg B Z1100mg o £ DSENETT R, AR I 25 AL A S A R
Bk 3R (1) From B VE Wy 3F = I 53— 50 2% 85 10 2 b S it 77 e i — Rh R & i, Hodh ik X
(1) F 7~ PR MR W 5 =8 5 SR 55 (R 7 B 30 1 El 00 R ) SR 20 B 4 - 4401 0mg & 49 100mg £
10mg % Z]90mg . £ 10mg £ ZJ80mg . £]10mg 2 2] 70mg » )1 0mg &= £J60mg « Z]10mg &= #50mg « %]
10mg % £140mg + £1 0mg %= £ 30mg A1 £ 1 0mg %% £ 20mg o £ — AN SE it /7 v, AR I 23 &
A& A B R 3R (1) Fom (e 3F =M 9F R A% B 2 RSkt 7 2 P i — P £ b,
Horb B X (1) B i memy 3¢ = 3 580 2% 35 (0 R B3 1 FH 29 10mg . £950mg . £ 75mg £
100mg 4 B [ 4 o

[0263]  fE—ANSEiE T T, AR BN S Y EFE R A 75 £ 523650 38 e A R B Bk
% PhSZ i 7 P —RhER 2 A R (D) PR ROBEmy I =1 R B N B R
Fl e R £ 1mg £ 2mg < 292 5mg « £)3mg « £)4mg . £)5mg . 27 . 5mg . £ 10mg « Z]15mg . £
20mg « £)25mg « £)30mg « £]35mg « £J40mg . £J45mg . £)50mg . £)55mg . £60mg  £]65mg \ £]70mg \ £
75mg  Z)80mg » £185mg « £J90mg « £J95mg . £ 100mg £ 110mg « £ 120mg + £)130mg . £ 1 40mg 1 £
150mg s H 78 3% FH FH DA N A R A B — IR VRS R — IR VBETLR — IR VEEVY R — IR VB =
R—IREERE— R IR EER IR EER IR BER = IR VEER Y IR BER TLAR o £E 53— A K it
J7 R AT BRI EEGN AL AT R E SR D 3O .

[0264]  fE—NSEi )7 R, AR 2 S A FE R A L2 F R A R
AR W e e P AL FR MR I = R R ARSI (-1 L (1-2) L (1-3) L (1-4) « (1-5) .
(1-6) . (1-7).(1-8) . (1-9 . (1-10) . (1-11) . (1-12) « (1-13) . (1-14) . (1-15) . (1-16) - (1—
17) F1(1-18) 5 BTk ey I = 3 — 580 4% 5 (0 08 FH 77080 1 Pl DA T 70 B R 4 - 40 Img
2)2mg £2.5mg £)3mg . £J4mg . £)5mg . 4] 7. 5mg . £ 10mg . £ 15mg . £)20mg . £)25mg . £)30mg £
35mg #]40mg . £J45mg . £]50mg « £155mg « £]60mg . £]65mg « £70mg » £)75mg  #]80mg , £85mg « Z]
90mg . £195mg . ZJ100mg . £J110mg. £J120mg Z)130mg £ 140mg F1 £ 150mg s K7 ALE B H AT
HA A AR IR AN R IR VB TLR IR VB R — IR VB =R IR VBB — R IR B
R IREERPIIR R = IR EER VY IR A SRR TR o 7 05— AR 7 S AT BRI 7 &
B AT DA SE BH s/ DB TN

[0265]  ARYEHFEMIEIT B I RITPBCSE , Irk S A A B & H 25 25 L B IR AE— 5K
7 =, A 7 E N2 AT L 2 DR R R H A D LR R B o AR — A B TT &
W, A BRI E R 2R H IR H 201 A AR A — AR T R, A TR
(1) 523 3 AT LA 2 /D4 JE it FHAZ R Y, I HLR 500 8L 5 Rlopl S 50 R0/ BRAS S8 I 77 & o 72— A58
i 77 2, A T B 52 P DA JE e P A, RERE 3R AN/ BSURE JE 6 kit o £ — N SE i
7R G T E SR E T DURERE LR VB3R BRR VRER R S RE6 R RN /B JE DA 4 77 = e
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ZANA AR — N SEHE T B, A 7 B 32 T DL AR FZ AL 2 B2 A S
BAEEIE

[0266]  m LAt 48] 2 i Vs A0 A A A0 2 i FH A 700 8 (Aol A e 2 L v 791 S /N B P ) L B R
FRN FUFR S ANFORE RN BOR A o A3 B AR T DUEFEHANR T4 — R R O RA 4R 2
PR R AF ZE 2 (HPMO) 2 5 P R A 2 2K 4008 — IR IR IR P U IR L 2R ) B IR 4
PR3 L A 2 2 R FAPR T (HPMCAS) o

[0267] VII.T.Z::

[0268] A% BH BT 2 FF MR WY ¢ =1 5 % e 0k A W mT LA LI 8 6l R i e 2 1 7 %
FAAE, AT LRSS [H LR F i 2 FFNo . 2010/0286127 G A HF A 25 LA 51 7 200F AR SCER
A HE ) BINR ) TR 3RS AR T A MR I IR A BT A A I 2% I SR A s
AR B S A A AT DA EH A B AN X RR R o BT AR S 4 R O 1) T 5 T A5 L AR A R B A R T
IR B Gib U IR S BED MR R S B b U N RS G 5 NI NS AR 1K /1 W R S
il 2% o X LeR 73 TR WA« (1) B0 ik S A AR IR VR 5 WO B 5 AE T PR B ) b, i ik B 45 B
R B AR R AR B S AR ER S 4 , 3F Bsf) R BO G 474 s (2) A FDG 3 TR
P ATEEGEL  (3) AEF VRV (i 1 B BB B i el Ak (KTR 54 B () fE
SEAR G VAL S R B I R BEAT B 05 3 o e A, AT B AR TR S A AT A AL 2 Fn
771 (B0 T M AH 38 VR B A A W AE T PRV R 45 ) T3 70 BSGE AT K ) Rl s 73 ) o B
SR

[0269] G SR 55 2L, AR BH BT A FF A ME Wy I =M I A2 B Ak A 0 A 5 Sk e S g Ak T
DA Ik AN K B 3 A R 3R 1 B R0 3 ol il 4, HL b T4 ) Sk e e A A4 () TR S )
B 53 5 I LA B LA A5 DI, AN T B Rk B 55 (30 Al Py 0 i e A A o T e, £ P 43 B0 5 B
B R (9 k) SRR ME B Re ] (IR ) 00 T, X el 4 i) R 2 e DA R i
PR B AT FH 3@ ) 6 20 PR R R BICRRL , R Je A X ke S i (ot AR U002 S ) 3 G &4
i BV T BT UG TR 1) BEAT 3743, FF 76 B i [ JAC A0 6o Bk S A A o ] A58 FH AR S0 2 S )
2 BT IE R 4 3 (1) MY I = I — R A A, bt SRR 1 B T 43 L
i R 2980 % o A R A , PI0 e o0 ik e A A () ik B 1 43 B R T80 % L AR K T90 % , BEALL
WK T95% , IF Hm Lk h99% Ll L.

[0270] A< WY I [E] 44 7 SR P DA I 22 b 7 v e il 4%, LA I iRV 7R 28 R T 1 AR K
Y P [ 44 93 3044 3 AT DAAR 998 21 T SC v B #8608 ) 7 il 4% : Chiou WL,Riegelman S:
“Pharmaceutical applicatiohs of solid dispersion systems”,].Pharm.Sci.l1971;
60:1281-1302;Serajuddin ATM: “Solid dispersion of poorly water—-soluble drugs:

early promises,subsequent problems,and recentbreakthroughs”,].Pharm.Sci.1999;

88:1058-1066;Leuner C,Dressman J: “Improving drug solubility for oral delivery
using solid dispersions” ,Eur.J.Pharm.Biopharm.2000;50:47-60; L J&zVasconcelos
T,Sarmento B,Costa P:“Solid dispersions as strategy to improve oral
bioavailability of poor water soluble drugs’ ,Drug Discovery Today 2007;:12:
10681075, JrA X L 3CHRILA 51 I 77 508 A SO A

(02711 AE—ANSEHE T G b, AR B B [ A4 3 oM 2l e T 2 A B o AR AL T
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K BT AR T 2R (D) BRI S R AR B 2 A ST R — AR
ZANERL AL AN SEHETT SR, SR T AR AR I I R AL S R AR Y A AR AN 5K
T T M Rl L 2 A ER R B A A VB AEN E  AE— SR T R AR AP IR
WG AR OR (R4 B ) Ak B P RN AR K

[0272]  fE—sesgiifidy g ef, 30 (1) BRI =M If SR A% BT B H 2 2] B2 1 £ VA
1By (BFEKEYD) AN e AT Ak AR BRI A 2 An e i T SRS 3R [ A A 2R
FEIXFRE G, AT DAAE s R0 B8 in N SR T % 14 77, DA T B LR AE R VR A ) R R A
VRSB o AE — ety b, 5K (1) Ry I =9 R B AN St B i — A
B2 AN S it 77 SRR T B R A R T 5 AR A P R RS B 24 R4 S 1 DL B I
T L 2R AE— AL T P, R VKR R N S R ) 25 AR IR A Ve A A —
AR T G, T W 5574 H) (AT e 1) ok et 25 v 45) ST Rk 10 245 i A A4 TR 5 1092 A I [
ko

[0273]  fE—ANSLHE Ty &, I I B AT 55 2 A 2 (PR BRI 2 BA E0E R IR
AL ZA FE) DL IE BRI BATURE , M A5E 4 B P 240 RS AA (1) VR 5 0% H B[]
o AE— AN 7 G, S £E Bl R AL PR Ak 2 5 (S R 43 A 55 A AN EEL [ A, AT £
FEF Rl ) 25 o AR B S HV R B4 o 7E— AN SR DT S, T AR AT I R BT R A
HBEAT IS AL, AT S R 1) 247 o RS AR (1) VR S v BN [ A

[0274]  FE—2LsEyi )y 2, AT LR AR BeBr th (hot-stage extrusion) BURFELE]I )
S T G 2 () J B SR PR o FAB BB AR A I R AR IA B R N R TG TR A G 2 R
M DL i B SR AR R I () N B s 7E = T V8 F S UCER BT AR I P2 - it B

[0275]  #E—ANSEHE T b, Bl (1) FOMEWY JE =M JF R B I 2 AN Se it B i — 4
B2 AN SE it 77 SRR AR AR T N T, M i G AT AR IS AR LA ) R AR R A AR — A
SEHe 5 Zrp , K A BB HH SR A PRI R R (a0 AR 45 A T SR LR G Ab FR IR
JE AE— AN 7 R, FERR B A% PR (1 (o] A 3 FEOHR T il &6 v 7 R /=1 B DR A 2R B
AR AR T AR R A — A S T B I MR A A R B Ry I =
I R A A VI IR AR NN ZE T A IR 70 T, AT 1 A MR A R B 1 [ A 1
A AE— AR T b, DR SR YR AR I RO I =M IR R S AL A B R
— B 22 PR TR P VA5 A2 0 A 2 3 A T s 3 Rl P B DA R S AT o] % R A A
(1% [T 44 43 AR

[0276]  fE—Resiyif /7 SErp , I VA 28 R 7 ik sk il a4 iR =0 (1) B MRy I = e g — 4 2R
BB 2 A SLE T R ) — AN LA SE T B AR AN ST B B AR T IE A
AR R (1) ARy I = I AR B R A T AR T R MRV b, SRR A VA R
R AE— AL TT G FE R PEVE 7R DA — Fh B 2 PRI 7 72— AN SCTil 7 SeHp , —
B 2 PR AR5 AR AS BT H0RE 770 Ve PR IEDR) 2% 0 T 79 s pHE 39 7R R0 0551 o 75— > 5K
Jit 77 G W R AT DLE A T-HE R YR R, B AR R MR R 2 8 BUR IR .
[0277]  FE-—/NSja 7 S, MR 4R AR R BH (0% 8] 44 3 A s 1 o) 24 A4 5 B T4 R MRV 77 o
(1) — FhEk 2 BB T8 o 76— N SEHETT S8, BTl () T 04 02 T80 ST e MRV RIAE
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IR T A 2R AT P e 72 AN W 55T Vg5 25 1R v 7R TR B0 158 B I S U4
[0278]  £E—ANSEHE T G vb, A T B 25 TR A MR 3 (1) ey I =g A A AL
ARy 7R, HADFE AT Bk (1) 28 A W) ) A IR B TR 55 A BN TR 8 e PR e 25 1 ) v 1) 9
o FE—ANSEHE T 229, MR A BH 1 ol 7R i) 4500 B i B il ks, JLHoig A TR A &
VIRV BRI 55 2 A @ I A2 r PR /B B PR AR |, ol AR B BB B AR —
ST G, T8 Ak OO B e I I T IS 1) 4 A 0 ) R B TR AT RS 2 R

[0279]  fE-—LLsji Ty Z2rh , MR A% R BH 1) [ 4 40 HicAs 1) i & B0 AT P B s A i A » A1
TR I TR & T8 7E I S A 5 s 7 UL DL B — WA AE AR I R o AE — N ST B
Hh, R A R () ) 790 6D ] 60, £ PR s 7 — ST B AR o AE — AN S 7 22+, R A I
FLRARE A B MR A R B R B, A HE SRR (D) MmO R R A
VI ANEAR IS T8 WA R, 0 IR e 5 U Bk (R I B 5] N 2 SR T R 2R 2 o
DA S K i o V5 YRR 55 5 DT S5 98 77140 R i 7 0 A PRkt A6 X, O S 45 [ 4 43 5 s S U v
TER BRI EE |

[0280]  fF oS Jy S b, MR AR R W 1) [ 44 43 mOAs () i 2 0 A0 L i T ik o £ —
NSty &, ZE R SR OB AEVE S IR IR 5 (1) By I = E R RS A
MBARTE W AE— AL T B, A INEEE A S R R 4R =X (1) e wy I =1 Jf
TR A A YRR AR BEAT ST, AT T B UBURE o 7E — AN SR R, 1L DI T B
AR THORURL , AT B T 75 B0 [ 4 7 A

[0281]  xpT20 () Wk &M E R EWEE (—ME M) KRS AR AR e , R
HorT Phgaz =X (D A S A A FHZRE0AT, 3F Az be IR HE 58 S Bh i g 2%
[0282] ik DA ARPR 2 PR R Ut A BH

[0283]  VIII.#H|+:

[0284] ik AR ARPR 2 P4 R Ut A BH

[0285]  SEjtafl 1 AL 54 (L-1) (¥[8 Ad o3 B 1) AR A i e

[0286] i AL G4 (1-1) LA S T Rh5E-A W () — Pl e i) £ — P ] 44 43 Bl , FE b ik 2R
AW FEES BR ¥4 T ik FF L 41 2 K BRI IR G (HPMCAS-M) F2 7R 3 FF L 41 4 2 A0 oK — FR IR B
(HPMCP-HP55) 5 Z Mg 452 il (PVP) \PVP-Z. R 2. ¥ i (PVP-VA) FllEudragit L100-55,Jf
HXTEPEASY ALEY (1-1) B 53R 25 % F150 % ofF w108, S8 )5 7R AR
MEFE HBEAT KT DT IV R 28 SRR i A [T A o B T SR VA A PR R
(non—sink dissolution performance test) VPl &5 [AIAE 3B HEEE , BT ik A =
2R e I o I [R) VAR R B A7 AE R 2 29 M0 & o e ARV Va2 tH T H e i i 17
AR RARTE M LA A P AEAR P BG4 A8 3-8 4% 51N 2 KA 5 5 2930 7 8
4055, 7B B pH (0. IN NaCl,pH 1.0) 2 pH (FaFSSIF,pH 6.5) ) “B ¥, i
BN T AR N 4G 00 o [FaFSSTFAZEEIRA BN T, Ho HH 3mMA 4= 25 IR EZ 44 0 . 75mM[P) B
W .0.174g NaOHEikz.1.977g NaHoPOs © H20.3.093g NaCl FlidE & 4115 /K500mLLH %] - 15
FH &1 0B 38 (HPLC) V25 AAgilent 1100 £f BRHPLCOR & S8 M 245 W) & o il 7RI VA A 17 100
(B LA-1)) B AHX T 7EAH R A b B R & AL &m0 5, 75T A 13- Bk iz 4
L 2 AR R Y5 DR IR 1 i o A8 B R T S o A v, 5 T8 W H I B TR Vi 125 25 M 7K
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P EIX — R AL, SARET G AA AL, 25 % b A9 (1-1) ZEPVPH [ 43 4. 25 %
&4 (1-1) ZEHPMCAS-MA () 23 B0k L A A2 50 % A6 A4 (1-1) ZEHPMCAS-MA1 (1 43 Bl $ it 7
TR P 28 TR

[0287] sz fsl2: 4b A4 (L-1) 11 [ 44 3 IO I A PAY i i

[0288] DL BH K HHUASE £ 4 &4 (1-1) B [44 4 #0id , BP 25 %6 4k 54 (1-1) 7EPVPH ) 43
BUE 25 % A1 (1-1) 7EHPMCAS-MGH (1) 43 HidA  BA 2250 %6 A A4 (1-1) 7EHPMCAS-MAH 1) 43
B, DA TR I 9 o 25 1l SR 3 80 T SRt 461 L BT 3k 1) Ak 1 s A DA T VP4 o R T B AR X
6 A BUAR 2 T8 8 T HL 3 B 5 18 XS Sk R AT (PXRD) A2 IR Z 78 Hil &%
(mDSC) KPEAh &7 U - XS R fiT 5 v ABruker D-2Phaser. H4h, N T T KA & P4 L
A ) I A AR BT (Tg) B2, 56 B SEAE T8 AR BE (B, 25 % .50 % 175 % RH) R
1732/ 1 8/INI B RE S AT mDSCo (K AT A FHAE ] 44 93-S0 1) 384 98 591, 5 L R v AL B B R
H T B RIIE M RT DR A X LAk R UL K=

[0289]  HAEVibeiE s R (B 2A-20) 552t 5] 1 H 4 HioiR B 25 SR AH 21 . PXRDZS 3 (B13) Woow
AR TR R 8UA R A4S AL A, FF HmDSCES R (Bl4A-40) BoR %54 Bk
BIAFAE B — B AR IR T (Te) , X R & AU A2 S S o 0 T % 0 Bl , 523 Te 5
FHXHIE S 2 [R5 A OC (B5) oA AR R I , X T 7E75 % RH 125 % AL A4 (1-1) 7EPVP
HH A - s, tHIR T AN Te, IX R R A T A B, I HZ A B IE R AET5 % RH T
RAE T IS4 X R AR AR R R A T 45 (B6) 1% R ILR I 25 % 1k & (1-1) 7EPVP
HH ()23 B TR A2 14 55 T HPMCAS M43 U

[0290] Ay T PPAGIX = Fh o MO AL R E 5 ) 22 AL e PR e R (R 3 R) T &= A
3mg/kg M ALA 40 (1-1) B FEAAR 2 B K MR GBI D IRIEME VRS 25) , B i 7 &k
3mg/kg MV ME T 7K . 285 5 2. 1% (PEG) 400 (60:20:20) FF LA (1-1) GF LA bk HEE
LR T S F K ) AEFRIKEE 2504 B (RZG B 5538 154> Bh AI30 43 % AL/ L 2
/NI L AZINISE S 8/NISE L 127N FT24 /N, DA R AE D IRIE MR 2524 5 1043 B (2 2 W) 1547
FI3043 4 AL /NEE L 27N L 47N L 8/INEE L 12/ AT 24 /NS FR 5 250 20 6D 3 e Ik e 8 o v R
it o A8 FH B AR IR LC-MS/MSYZAS U 25 K52 i R AZFE AL A 4 (1-1) &, IF B E 4L IR 40, 5ng/
mL o 38 A5 P 2 PR R TR v ) (L 2 A R ] U 3R JE T A 0 2% R Y o L A4 22 T2 95 ) kel
S ML e 5 — i) gy 282 1) ol 28 T AR (AUC) o 3t 3 o o 50 55— i) iy 282 1) % RS 2 M 8 o0 1
1780/ AR BN MR T B R A (1) o B ISR IR B B4 B 5245 B e R ML K
(Ciax) FHIZE B Coax [ 18] (tma) o 28 b FH 171 AR ES 24 05 140 571 &2 VA — AR I AUCER DA bk 45 26 J 1) 77
HIH—IAUCKT H D IRAEDRIHE E) , F VB 280 (%) Uk S PR IP SIS R
YA T 25 %A A ) (1-1) FEPVPH [ [ 44 4 A L 25 %6 4k A4 (1-1) 7EHPMCAS-MH [ [l 44 43
BUERI50% 4k A1) (1-1) 7EHPMCAS—-MAH {19 [F] 42 43 BAA 11 37 24 101 IR 2B 0 00 S, 45 5] 958 %
49% F74% .

[0291] &1 411k (po) FIERMK (iv) A& etk & 4 (1-1) MZY B 712250 BUE N3 R

H -7 354E)
[0292]
T e g Cap f - AUC R F B
(VLo NG il 7% Bk //:/,; Rax MY : 142 i )
s %(]_ DA77 AR {ng/l) ‘ {hr} {ng-m‘in/m L)y (hz*}_ . (%)
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[0293]
KoZoB PEGA0S | 1 mg/kg ) o
(60:20:20)5 f #5 ¥ T joom | sk o
25%AL S Ha-1P VP 3 madke PO , .
RO RS I B PO | W M e e e
2594k 5 4 o | | '

. T e

(1-1HPMCAS-M Bl % S o 78,595 2.0 49
 rMERRERI L
S0% it
(1-1HPMCAS-M B4 Imelke PO | 371 1.0 118,174 1S 74
S gk Bl

[0294]  AUC: I ¢ ¢ J5 —sf 1) it 2871 ) TR 5 Cuva = B K HILIR IS S5 5 F < AE W) R IS s HPMCAS : i
PR P2 7 Fk R L 4R 2 A TV : 57k N s PEG : R 20 % ;PO & 11, AR PVP : 58 2 ML W& e B
tmax 2 15 B Coax FRT [1] 5 T2 2 0L T B 2P 3 HH

[0295]  SEitafd3: AW A A (L-1) 11 [ 4 43 i 140 s B 1 o] % ARl R B2 FH

[0296] il 4% 1 Omg it & 1 BH B e 22 , 0 A6 A 0 1k MM A8 1) 3 v BEAT 020 B N IRAT 40 o 25
TSR L2 BRI AL &4 (L-1) 10 [ 44 2 s (1 4 2 R g It 45 3 1850 %t &
) (1-1) 7EHPMCAS-MH [ [F] 44 73 ik T IR BRI B R o LA 35 RS IR B B IS 2 5 190mg i 4A
&N BRI AE B FE A R, DRI IR AL ) )i mT DA T e 2 7 B K RUST | B 3 T 9% AE 1 3
IR R SR S, [FIRARFF A A RIS, vt T APh e B il 55, Horh B AR &= 1 A
fifg 3% BB A BAS B A TEIE o T B a AP 77030 2 7~ A AL 8 A A i e ik 45
G B DA e 356 e fe B 1K) 1159 S A TRV 1), 07 B B /D & AR 1)) T il o #EAT i3 T
IR AR K BRI, DUBA & [ 440 70 HOMR R 55 35 58 T 20008 i ) I 1) 5 25 VR 1
SR NIRARZ10.60g/ ce ) B ARHERS FE 0 SLTR MR AR FIRIF B s LA A B B IH 7R 1K 2644
[0297] ek & (1-1) R A YIRS IR F2 79 2 R R 41 4 25 BRI PR IS (HPMCAS-M) YA % T
PR, 55 108, IITTAE 72405750 Y6 Ak G490 (1-1) e 04 [ 4 43 HiodAs o 1R) 448 (SDT) Jiiks o
PXRD 4 #7 5 7k SD T2 T 5 FE ), mDSCH M W 7R SDIE ¥ 21 (RIE SRS &1 F A A 1 —1
Tg) «AEVELFEHEHLET 2 AN Be 150 %6 A A4 (1-1) AEHPMCAS-MA (1) [F] 44 73 i 4 (1000g) FHIR
TEFA (CELHE T A7 4 R SRR 45 771 (4428g) AR FF R 4F 4 300 R 77 (6369) Ak — 4
AT 3 BRI/ 77 (156g) Al TR R BE 3 BT /I3 771 (156 2) FNFLIE — KA W)IE K] (5364g) )
W SR G IR A I B I EHRL, I TTAZ R 290 6g/mLAG HE 25 1 AF F A L I IE 7 H L TR
EW A BLE 3T R A B e 2 (H FRE & : 190mg) H, AT AR ZH ALK H 45 10 i
E5271b)

[0298]  7EI IR Z510mgh#E (175750 % tb &4 (1-1) FEHPMCASH (1 [ 44 73 BUAA) fa 24T 25
W) S22 VRS, 54 B S RS IR E D RG 254x 1omelii e L5 &4 (1-1) 14
Eudragi tlf 445584 5 AT 2530 715 PPt AT L o

[0299]  YEFZR2AF2BA R AL T IX A M2 W & MR LL 58 Z BT Budragi t 5775 20094
L H8H 2~ 38 [ L R HiE2009/0012064A L HH ¥ SZ 515 H A BT ik i FRig 0 2k - il it 78
TR ZL B P R A b VA R/ B0 R (A) BT O MRS 9 = I 3 — S5 2% SR 32 IR 771
(O E 2 PR AR LR YBA (Budragit RS) HFEAMERILEMCH (Eudragit
L100-55) ¥ Mk I A0 %) SR fill % Eudragi t[F] 44 7 B4 il 71 o S8 Ja , A8 FH B8 Lo A PR iR

58



CN 107073014 A w Bg B 55/63 7

WA IR RS SR AW Il it A 4E 22K (Nonpareil 101,Freund) I, A4 77 BiL
%225 RUST I 32 7R 6 B 4 0 2 s 8 v ) SR

[0300]  7EiX AN R HF 7T b, A 42 DR AIE A LC-MS /MS 5 i SR I 52 Ak &4 (1-1) BBk
S, IR AT I FE 25 2 I 247N P 25 B TR s D A B (1=1) (9 T K 5 SR 3R AT 25 3))
F1A T T3 MM A0 45 5 TR HRHEAUC (924%4/1140, H T4 25 7 & 1 22 i e 3%)
HPMCAS-MIE 4 43 oA i1l 1 AE N o B A2 408 FH FE L Eudrag it ] 44 23 B0 il 770 g 365 LA |0 )t
b, *E%EXJ%@IJH@TM,HPMCAS%{J?IJE@ﬂ&%&iﬁﬁ*‘ﬁ%ﬂudragitﬁ%ﬂ%ﬂ (Twax A L/NEFvs 4-67)
) o HPMCAS-MIE 4 43 B A4 il 5 A 75 R G0 %2 5 U7 1 1) B S0 503t A2 J L 2 A o

[0301] 24 TR ARM KA S 0-1 E@Iﬁiﬁ%ﬁlﬁiﬁx%@z

[0302] & LA W (1-1) K150 % HPMCAS[E & 2 BUA FI Z5 4 &4 - 10mg i [, 35 RS (Y
it A s s

LR Lo BB

5 b RS 5|

*k(n} ey A | 1oo* 1 556
gﬁfﬂfiiélg L — 00 | ss0
[0303] :f' ﬁﬁ ﬂ\f*’iéf 85.0 | 47.22
: ; 700 | 3889
@*ﬁ%{’}% 100 | 556
Rk AL ERE 25 © 139

1N | §
Bk 1900 L1000

[0304]  K2B: A EFAW (1-1) MBudragit L100-55[ {47 HAK K 25 WAL 54 - 10mg ik
JZ 5 25 RS AR B B e P 2

A1t ‘ » ) o }Eg\%&/\il
75 45 T
?Hﬂ , , S mg 1 Wi%
A1 O EHEM | 100v 3.8
s _

W 100.0 383

faf 3 Al 10.8 42

[0305]

i fﬁ ;Mff} C }i”N?) PR R
: !}\1%3@&.{ #‘!ﬁ}‘t}ﬂ%ﬂ DIA B (PhEun) B 25.2 9.7
{(Budragit L100-35, Evonik)

B 882 | 339
A0 20.0 7.7
1A 5.0 1.9

0.8 0.3

26000 100.0
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[0306] s AFEAKIEIL
[0307] K3 AERAL G W (-1 IR A2 D HI 28 N R 258 7157 250

. oy o SN ey ’T, ALIC
-1y g e MU N Algan
[0308] ‘ P BE | mg/ml) (ht) (ngsh/mL)
Eudragit B prar fiix 7 | 40mg | 83 4 % 6 1140
5 ’ PO
[0309] 50% HMPCAS-M [E o 10 mg 6 : : 925
S agis ' PO C ' o

[0310]  AUCo-24n: 247N P OTXO 15 ML 242 94 55 s6of B ) ity 485 7 1) 1

[0311]  Cuax: BN MR E

[0312]  hr:/NEf

[0313]  HPMCAS : I [ 2 TR 22 R 4 4 25 BRI R T

[0314] mL:ZF

[0315] ng:44%

[0316]  PO:£211, IR

[0317]  Tuax: 18 3| Cuax T B[]

[0318]  sEjfafs4: FE KRR P L IR i

[0319]  FE RS H I Ak &4 (L-1) 1 [ A4 23 F0HR 1) 3P i 770 59 10 IR AE 900 R0 A B BT ade 79 3
Fh o it 25 % AL A4 (1-1) 7EPVPH [ 438U L 25 %6 46 54 (1-1) 7EHPMCAS-MGHH [ 4 Bl A
150 %46 54 (1-1) FEHPMCAS-MG H [ 73 UM o 721280 5 b 5 LI 30 W A5 B /R BE K 57
(G5 22) p ez Pk = (Central Animal Laboratory) HJEHFE itk (SPF) HHsd:
Sprague Dawley KB o K5 &I H A7 T15 22 Har Llano K OMBENE, 3 HoA10 8 E, 121
KT iZ R R BiMakrolon T AFFEEY EEANEF3R) S =E 21
+/=3°C, B % N AR B N55+/-15% , 3F H 3P iy B S N TR, i HL o 12708
BRI JESHE PG (1 A9 18: 004206 : 002 7)) « A A5 (Tapvei Oy,Estonia) I T-H#EL,
I HAEJE 2D B R AR AEXT B B5 25 2 AT R M RIK  AH SR TE B 45 24 JE B ]
R 24~/ RS B B )R

[0320] TS THE R = RS R B K I 22556 R A& 1 =1 9 EUR R 5254, 3k
A (-1 BB N0, 75mg/mL, B I il 88 7725 % AL 54 (1-1) ZEPVPH 1) 43 B0 1 11
M B VAW A5 25% 4051 (1-1) ZEHPMCAS-MGH (1943 Bt i 11 il 2 B 44 25 VA A,
50 %4k A4 (1-1) FEHPMCAS-MGH 1) 43 B I 11 R S B4 2V W o

[0321]  {ERFRGAZH 2 W0, 1 O ke R 45 20V AT I iE IR 52080« F TRk 21 2 &
LAEWE0. 25mg/mLI LAY (1-1) , 108 =45 VW0 1B sme AL &4 (1-1) V& f#
T XA HIVR A Wb okl & 1, T IR A W8 AnL I 3 4+ 8 8400Dalf R £ B
(PEG400) 4mL{) Z.B% (96 % 21 ) A1 2mL ST TG B K - ZE MDA K S5 1 3043 B 2 P A 5
H25% LA (1-1) 7EPVPH K 2 BUA K 58 S48 57T AE IR G 16043 8h 2 WAE &
25 % WA W) (1-1) FEHPMCAS-MG 1 1] 73 BRIV 8 S 45 25V A & A 50 % (&4 (1-1) £
HPMCAS-MG 1 (1 23 B (1) 58 B 45 25 VAV - i 4mL/ kg T8 B4 25 &, 1L &4 (1-1) [ #5
ik 4h 25 45 25 7KF N img / kg » 1 IREE 2 45 257K P R 3mg / kg o B LA 25 7 RALRAP A H
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[0322]  %4. ﬂﬂ?ﬁmﬂﬂﬁ%?ﬂﬁﬂﬂ’] BHRUGTE

KT HER | AL W H | i
St
1 236.5 0.95 BT % ik
3T 0,88 N |
31 2315 0.95 -0 (i
A28 5T T 23% S - D PYP SR B T
5 2342 .90 25UE 1~ 1)EE PV o BRR T
(03231 | 6 | 2102 0 sl B D PR RO Bk | T
71 2516 | Ll 9 S0A1E 4 (1148 HPMCAS-MG T Bk | DR
g | 2404 0.96 25% 46 BT HPMCAS-MG AT ik |t
N S T O R SSOih A 1~ 19E IPMCAS-MG i B | R
101 2366 |06 S0%E 4 (1~ 10 HPMCAS-MG T isriek | O
1] 2254 0.91 D 50%AE A0 HPMCAS-MG B §<}~ff}4_j§:§i§£€>i—é- YT
RN TR T S0%{0 & FCI-1)iE HPMCAS-MG P Bk | 1

[0324] EXEEQA,’JFE/JO 257N L0 5/NIE L TZINI L 27N L 4ZINISF S 8/NRF L 127N R 24 7N
(RIS 1) 25, 45 29 50 LI ML V3R IS £ 240, 25l 20 — iU 20 1% (EDTA) VAW Eppendor £
o, I LR ARE o TS AR 75 EE BT IR ) 7] 55057 B By 1) B P WO YT o FH &5 0 3R A5 20u L I FF- ik
AEAET UKL R LA T 93 #r o fF 22 38 E X VRORH E2 08 AR DG BT 1 (LC-MS/MS) R 5 4L
AW -1 WK FEHEAT 433, Hog & N R 0. 5ng/mLs

[0325]  f#i H{Phoenix WinNonlin#f4 (6.2. 11K ,Pharsight Corp/A7l,CA,USA) , % Hbr
E R EE 55 A TV R H 2530 7725 S 30 o T Ik R B0 B I ) i 28 1 2 R 4 VRS
HEAT B0/ 3 [0 A 0 i Sl v BV e 2 3 B (tay0) o 38 3 FH 286 T 6 2 0 ) B &8 e 2 mT T )
WRFE 05 W 2 RV R AH A0 23 T8 55 DR ke I ot 24 Ak 52—k T et 2 1) il 2 71 [ AR (AUC) & 18
TR 24 Wk i il 2 A HE 22 TE 55 ORI AR B I 1R (IRT) , AR T EWE B =8 R
0 Hh R B ISP SAI ) 1) & o R IR R R B0 4R A5 31 B K I K E (Cuax) FITIE B Cuax 1) B (7]
(tmax) oJHIE FH I ARSS 24 5 ) 75 & 0 — A AUCESR: DL ik 45 25 T 1 570 & 0 — A RO AUCSR 55
IS O IRAEFIHEE F) , BIF= (AUC (IR /71& (K R) ) / (AUC (& liK) /551 & GO ) 1,
FELL A3 (%) TRk o

[0326]  Z5¥)5)) J32 S EUAE IR 45 Y, ML B X ) [ (1) B s T B 7 A8

[0327] 5. M RAEIK L 20 5 AL &) (1-1) 28 11 S50 A8 8 B 3 R 3 F
SIS
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1 B 1 mg/kg FhEK 3 mg/ke DR F(%)
t e AUC «fnﬁfz*ng/rni} L4608
KB PEG 400 | Coax (08I 730
(60:20:20 Trtm they 0.25
Ty lhe) 85 8.5
CUF (md/mindkg) 13.4
MRTBG 74
25% Ak A1) | AUC (min®nphnl) 34920 18
T PV PR | Cma (ngIND 719
Pk Ty (b1) 1
[0328] ) Ty (hl} 8.5 D138
CHF {mlimintkg) F8i2
MRT (hy) 180 o
AUEC (min*ngind) 35306 16
Chne (aghm 483 :
Faae (B £} 0.5
tyathey 8.5 118
CUF {mlfmindkp) 8§50
MRT (hi) : 17.1 3
4 AUC (min¥ngimd) 40238 i8
Coue g0 878
i ihry 5 .
[0329] CUF {mliminfkg) T4.6
MRT (ho) 12.8

[0330] St f51]5 . W55 35 Mk o HAUAAR 11 £l 2%

[0331]  fifi FH L Bh BT il 1K) R A W) Sk il &AL A9 (1-1) WO 25 T B 10 o0 BUAA , IXB PR A 4
A :HPMCAS-MG (Shin Etsu ChemicalZy#]) JHPMCP-HP55 (Shin Etsu ChemicalZy#]) \PVP
(ISP,Ashland 2y &) [351]) ~PVP-VA (BASF/A 7)) AlEudragit 1.100-55 (Evonik Industries
AG) oA FHEF M B S LA 25 %6 H150 %6 il 2 FIr A7 [R5 55 - T o 3 1 PVPIE VR LA AL, T A IR 1
TR A AE TR B 0 13 24 0 PVPYA YRR 7E B TP 1 25 1) o AT S8R 5 5 78 10 ¥4 77 il 2%
1. 0glflE CREMAML G (1-1)) AT BA 1. 5mmfB M (¥ Buchi B-290, PE-024%3 55 - 4%
MiBiichi B-295,P-00274 %251 15 WRIBT 55 T4 o F5 5 55 -1 25 (R W85 I s 7715058 9 80psi, B
Pt 3L B 8 40 °C L, B A B IR R 1R B B -20°C, R B B N 100% , IF H Al 25 15 2 A
100% o 7EWE 35 1058 f , WSO ARE A4 43 U4 , FFRAEARIEL AR HEAR A i i 48, AN TIRR 5% R 1V
o

[0332] S 516 - I J AR 2 A RS 8 T
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WIS L AR (Tg) o FEHDPEJR H 4 158 55 45 1) 3 B4 i 47 AELDPE R I, ISR EICE M)
A G o 45 RS T R 6 JAERT (RO, Tg134°C L, FE LA H gy 134°C, fE24 HIN TgHy
135°C, 7E31> A Tg y134°C , 3 HAE S & AL 21 58— 1 493 1 o 6 BERRAE S L 3R47 17X
SR AT S B L 97 T FERR E TR IR T B[R] OB, A6 540 (1-1) ZEHPMCAS-MG HH [ [F 44 43
BAA [ XS 2k R AT 5 BT o 10 LLATL 278 1 T 43 7l #E 2 % T-40 CHNT5 %6 AHAHZ FE 1A H
2 A3 H G A &9 (1-1) FEHPMCAS-MG H ) [ 448 2 B3R 1 Xt 2 0y R A st PR 3

[0335]  sifiafgl7 . ARSI

[0336]  HIEEIEFIE ML A (1-1) 4bFE K H &% (HL-60.U-937) AP (K-562 NALM-1)
VPR R 2 Y 1 e AT S PR AR 2 A PR 1 15§ (Jurkat . CCRF=CEM\MOLT=3/-4) , 72/]NB Ji i3k
ATMTTINE o 30 ik 28 1 B e 2 40 M 88 11 R, HE#E StepOnePlusSEiPCR £24; | FiFast SYBR
Green#H T qRT-PCR AL &4 (1-1) EDNAFF B AL R I (U M 17  Hb P AR 52) ™ R HDACHI il
) (bE EG W) Ath) \mTORF 57 (R ZEZER]) Bl R Bz (G ZEKAR) A I s 2459 (3
C1 75 2 AT R B R R MBS ) 1 R IS e R 2 I e FH 1 T R AT VR AN . 8 A Chou&
Talalay 4 i Be & F6 50 (CD s CT<Ux W BRFEIE AT, CT= 1) i RIN/E A, CI> 1 4 bt
EH.

[0337]  fEHL60.U937 M JurkatH, B—255ib 54 (1-1) BIPUEE LR > EKGT 5047 T
230nM%2 384nM. [|] , KT H AR AN R 1 5 7= A 19 82:6,000nM. 7E3FL A4 (1-1) B 41
M & (HL60.U937. Jurkat) Fl—FifbA4 (1-1) i 52 PEAN ML &R (K-562) AT H AW R4
FRAFP A R, S (1-1) 5RZEMT (C1=0.650.6-0.7) (HuPafthiE (C1=0.650.3~
0.9) P HEHIE (C1=0.8;0.4-0.9) . FRAEZR (C1=0.8;0.4-0.9) FEZ KL CI1=0.2;
0.1-0.3) ({148 /INif H [A] -4 AT W [EI A FH o /EHL60 K56 21 Jurka t 40 i Z2 7, Hb ZE K45 L4k
YL w) A L Ak S50 A Y (-1 B P EAE R  AEAR 40 Z b, A48 280 e 1 Bl Lk
AR E DA S (L-1) B30 P4 A 77 29, 48-48/INhf \72-24/NF B 7 2-48/NB] [ J7 2
3 7 M Bl G ) b FE B B ) B R A S AE 7 224N H R AR C TR  ZEHL-60 40 i , fh &5
(1=1) (500nM) 5522 (31 1uM) BLIA LG 74t (20nM) K724 /NI 21438 im0 1 2 R A B3 1
PARPYIE, I AEKS6 240 fu rh , iZ 4 A 38 NP21 ) R AK , 35 C-MYCHT T 4

[0338] s fs8 . ARSI

[0339]  HIEEIEFIEMILAY (1-1) 43k B S (HLe0.U937) Bifg M (K562) BE4H fu it
L 975 £ L AT e U 2 0 i e 1 TIPS 0 M. (Jurkat) T DY AR I A GEIL R AE B EE T2/ N 2
Ji > BEATMTTINE o8 FHPrism 5.00, @1t STE & & S 7 #2 R TH 5 G T50 FlEmax{H , H-4 41
J, 22 9 2 N B A BT 52 28 L GTH04E <<500nME) ZH e R4 A A AL &9 (1-1) BURAL A
HL60 U937 M Jurkat 1, BLZ554L 54 (1-1) P3G FEACR = A GT5041T-230nM %2 384nM.2.
(6], 6 T HAR A L 2 i 5 7 A 827 :6,000nMs

[0340]  XHfk&4) (1-1) 525 B E AL GURME ML PO ARE) ) 3 HDACHI il 75 (MH B w]
A1) mTORF I (R LE BE=]) A R s s G ZE KA AV A B 240 GRAFE 2
R R R A ) g S (R IE FH AT VP AT o A8 FH Chou&Talay 43 Bl e Bk A e 2 (CT) :CI <1
S EAE L, CT=1 e B AnfE L, CT > 1 e WA /e A o 45 on TR 13A

[0341]  {EAL A (1-1) SO A A 52 78 (3 s 4 b, Ak &4 (1-1) 525 B 364k 77 HDAC
AIm TORFI il 751) B B o g 2= A0 R4 M 53 P 25 0 1) 36 (RGP R 4% 1 s B R /E FH
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WE 1B3AFTR R TAR A R, A (1-1) SRR IE (C1=0.6:0.6-0.7) \HbPUfhiiE
(C1=0.6;0.3-0.9) B fEMIT (C1=0.8;0.4-0.9) L FF X (C1=0.8;0.4-0.9) F1FH ik
1% (C1=0.2;0.1-0.3) F8/MIf H:[F BCA #H A BrEE - /EHL60 K562 Jurka t ZH il 5+,
Hi ZEA A Y T ) AIA b B At S5 ALA Y (L-1) P2 AR B R kA, B 13BR HY Y U4 T AL,
AW Q-1 BIBCE TR EUE AR EUE E T B R M A &) (1-1) L [FI A AL FE 48 /M
HLB0.U937. Jurkat fK56 241 il & . B 13CR H 7 FHMALL Rt ik &4 (-1 BBCA FaEUE
ZFREE A AL Fh AL A (1-1) SE[R BCA AL 3 487N [FIHLE0 U937 Jurka t FIK562
LR

[0342]  {E =ik A4 (1-1) UL ML R (HL60.U937 . Jurkat) Fl—Ffiirf 52 B4 i s R (K-
562) HHHEAT F TR AT o A 14A- 14D BT , TEAFP A ML JR v, 7648 FH 20 M 7 e i ik
AW (1-1) B A2 e O 2=, 48-48 /N L 72-24 /NI B 7248/ N 1) 5 28 /s HE L 3L ]
Aab ¥ B SR 1K BRI A FH 5 7E72-24 /N 6 S HH BB AR C T o 7272/ NI =48 7/INif [ 1R FH i R 4%
B EALHICIHE - B 15A- 15D 7~ , FEARP 20 i b, 7240 AR B wlth 5 e inde &4 (1-1) 19
AL A 77 e, 48-48/NiF L 72-24/ NI B 7 2-48 /N [ 7 28 7 HE b G [] A B B g
[FI4E T, 7E72-24/N6 i tH BB AR CTAE

[0343] X THAH (1-1) (500nM) 5% 2 M (3F. LM BfALL &4t (20nM) 19 24/Nef B H
FEHL-6040 i 22 HH BE4T 240 i JE A 5 . I’ L6 AT L6B R 1 T AL & (1-1) 5 & M BA B
w) At AL [F) KA b T 24/ FTHL6O K56 241 i 521K subG LK) 41 i 11 43 b o ZEHL6O A e , 3L [
SETEY (-1 MEZMTFFIEIN T subG LB MK) & 2 b , i 7EK56 248 g , 156 A 38 i
TGUAA M 4 b .

[0344]  E|17A-D% 57~ H THL60 . Jurkat U937 FIK56 241 it 2 T cMYC A7) S 2 Ik A A& il
3\ VIR PARP  p2 1 FIB-JLZN & A 1 85 1 B B Ze [, Firad 40 i 38 AL S 40 (1-1) R0 202 i 7
A b =) A 3 (R G2 Ak FE 24 /N o FEHL-60 4 i R, 4k A9 (1-1) (500nM) 5 %% g 7
(3f . LM) BRI EL w4t (20nM) 7 24/NF DE FH 3G 0 77 22 e R A& Bl -3 FIPARP I LI 1], T EK56 241
M Z R I N T P21 R IE HF IG5 T C-MYCT i

[0345] st . ARSI

[0346]  fif Fik B & FME M SR BEAN A A 1L (HL-60.U937 .K562) Fl1 2 14 7bk B2 41 o P
M9 (Jurkat MOLT-3) 5 R EAA I NI R . T2/NI B2 55 5, IIEMTTARIGT SOME AL &
PI1- 1 PUIGTE R 6 T A PRI 72, K 4 e LA 2 LO6ZH i /m1 422, 3 2 5% T-500nMII 4k &
W1-143 705 %0 59381 . 15535 30381 . 6043 T . 120 - B A1 36 043 % o £EAFAN H) £, ) FH
B T 2SR A L — R TR R (R S T 1-250ng /mL) , 43 A4 . [ 3 AN 4 e A R 45 4
A AW - LI WL A4 5 R P 9 8 o — QU R AT S T8 o b 41, ZE A1 M T o, £ P T B Ao
HEA FREBESES FRVETT, 73 FJFast SYBR GreenfEStepOnePlus RT-PCRZR%G: I3
4TqRT-PCR.

[0347]  ZEHL60.U937 Al Jurkatt ,GI50{E £ 230nMZE 384nM 2 [8] , X T HAh 4 il R i 5 N 2:
6,000nM, 7E BRI 52 24 1 MU 40 M R 35, (A0 1- 10 4R R 3 AR IR B (<553
B, IR R ~15ng/ 10641 e (3-23ng.mL—1/10640 ) , M4k &41- 1 4L 4b K12 B
B 56/ A F2E (~200ng.mL-1) o FE1 52 B 40 i RRK5629 , FRATI S 21| 5 52 2/ )5
CMYC mRNAZKF R i, BT 75 58 B 540 B s A I ) 146 540 1- 159 M A 7P A2 ikt o 7E 8K
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TG R (HL60 AT Jurkat) H , LS R CMYCER A AMmRNAZK P s RN i, X S50 A1 - 1H R
TR EUAH G, AR BUR AN R, e AL G901 -1 88 A 2 R (WIHEXTM, P21 FIBCL2mRNAZK
) FERHC B TR ) 5 A B

[0348]  FEALA W1~ LIEUB LRI 52 784 1 100955 20 e 2 b 5 70 AE UKD B 1) s DA ARABLI) 7 1
IACA D111 B PR AR 3R o AN A SRR 2R 1 e 3 W 52 38 1k 5 41— 1 BB L DR /EmRNA AT 2 1 K
P BRI 1

(03491 st 10. AL A4 (1-1) 78 FE 2 0% I R S8 (0 Th I A SR R A I 25
HIPAL

[0350] A% B AEATALA 4 (1-1) B B3 Th R 06, 2 B (07 TR R0 SR Ak i
3 B HL At 0L 98 2 e e R 1 A i P R S AL A (1) B DL ARBIF AL N T 3 R &
P 1 197 B G Al L 78 2 2 P 1) S RIS R B 4R 247 %8, SR B 52 T LR T ) KR
FAEH (1-1) , JEHE 910mg %2 160mg o 7E 55 1K, 6 T A ML 3 (58 2PK”) 7B 0t H fa 2470
IF P, AR B A P UACEE SR 1 7N A1) A I ARE 5 LSt T A ot ST e kg £ (R A1
YEPK™) , 751t FH J5 8/ Py BRS8N WA RS o T o A, A PR B
1-250ng /mL ) £ 36:1E 968 w8 ROURE Ea 1y A e B S AG I B AL A (1-1) RO I ok
1 AR 26 VR VR A RN BEAR B FE FPMono i x AR 4 . 3BEAT 2 B AEEAK 2548 5) 712 (PPK) 2
M E M) S50 BFRRICE B Ka) s RUWAAEF (V/F) LR WIFHRZ (CL/F) FlE
M EE (LBM; AR 2 2 1 ) AR EE A B 5D o

[0351] 854 BEZ LAY (1-1) BIIbHIES, 3 T-20134E1 H 22014458 HE:21R97 - 45
BFEFEAL B E K : 10mg . 20mg . 40mg . 80mg + 1 20mg F1160mg , BER 252 —X (QD) 5 Al
40mg BFR 45 25 IR (BID) o Horpr, 8141 ML MK 52 24630 (607 £ 23BLQ) [ & & 7] LAREATPK YA
VAN o | E AR AL T 0 HER T A B (1-1) 348 5 -k 70 il 28 o X6 T &5 MO AR U SRAS O TR 24
R3] 1% (PPK) ZENKa=0.74h~1 (12%) ;V/F=T71.7L(6.0%) FICL/F=8.45L/h (5.0%) -
ML B A ) (1-1) AUCHE FH 555 2 1) (1) e A AH G 14 9 1 0mg 22 1 20mg ) & 7K 1 (R2=0.84) &
WSO A 2R PE K S Tmax 78 1/N R4/ NI 2 18] oAb A8 (1=1) S6F TS 58 35 30K 1 280 YR s 2 T 34
5. 8/INBF (1. 1) o FEPPKEIFFLH , 2475 43 B HH % FELBMI 3R 15 S AR AR 2 0 T &4
(1-1) , IS ELRCL/FAIV /P2 [A) [ FHIS T

[0352]  ARAIUIEEL AN R RLZIEAR K AR, 70 A IR B A R IR (9 B8 2 19 & B A ST 264 TR AT A
X b SCHT 7R B FF R IR (0 7 9 M S it 75 SR BEAT AR 2 PRt , RO IR R 2 AR AR T B s
(1) - F I (1) 7R 9] 1 S it 77 28 5 L 8 IR 5 A R R A5 BT PR 5 114 AR & B () R b RS ) A 1)
ABER o A, 78 9P S e 7 58 ) R s SRR I T DA A B S SR AR AP 1 R B 1) — 3 3 BROAS & e — 30
a3, 3 BT A FF I SE T 77 R RFIE T LS & o BRAEA R I AE tH B AR B, RAE “— A L “—
F” A0 CFTIR” AR T — Ao E 1 & ROz RN 2 D—AY

[0353]  RIZIRMERTIE , AR AR 20— Lo fE A IR B R A RS T 55 R B fg AR
B R TC 2R, R A T TSI I, B 25 7 A AN S0k 22 g Hofth oo 28 (Ham] DA
AR —H5) A H T ISn R 2 A A J, F BT EMA— e E AR
TR AR IR AR B, B DAZE AR B op R BRI SR T 2R I RER

[0354] b4, Bk i 7 v R AR T 4% A B B D BRI 4 e U, s Ik & 20 SR
58 ML AN R 12 AR R R ASUR SR ) R R o 8 AR R BH ) T3 1R R SUR SE SR AN B 1 PR T 455 Dt
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Fe 025 BRI PERE , T HARGUSR BOR N 5y m] BLES By R A X 220 SR ] LA A2, I BTSSR IR
FEARB Y HRG FR ATV A o
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