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[0048] &9/t T EF& 2 PR MGARS 18] 9 OR , A A4 (1-1) FEHPMCAS-MG H 115 [l 44 2 B A 1)
XE S R AT 5 1 5

[0049]  E10/RH TAE40CHTH % MM ERI AR T EBEINHE, AW (1-1) 1
HPMCAS—MG H 1Y [ 44 3 51 R XS 2 4 AR AT 49 143 5

[0050] P11 /nH TAE40CHTH % HATIEERI AR T EZE 2N HE . L5 (1-1) 1
HPMCAS—MG H 1Y [ 4 3 H5 1 R XS 2 0 A i 59 143 5

[0051]  W12/RH TAE40°C T % MM ERI AR T EEINHE . AW (1-1) 1
HPMCAS—MG H 1Y [ 44 3 A 1A R XS 2 0 AR AT 59 1A 5

[0052]  E13ARH T FHAL G (1-1) FI5 P AL & WA AL FRHLE0 . U937 L Jurka t F1K56 241
M FRA8/INBY S I BA A FEEUE 5

[0053]  [E13B/~ i T FHA It Atk &4 (1-1) BEA AL FRHL60 . U937 | Jurka t AIK56 24 i
FRAS/INIT T (R A Fa A

[0054] W[ 13C~H T HTHEL Rt 04L& (1-1) BAA 4L BRHLE0 U937, Jurka t FIK56 241 i
FRAS/INEY e BB FRBUE 5
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[0055] & 14A7RH T A MUt AL FRHL60 . U937 Jurkat K56 241 il Z:48/ N 22 Ji5 e vk FH
A (1-1) R HR A/ i 1 Bk A P B A 5

[0056]  [&[14B7n T FHA Z: MUt A FRHL60 . U937 Jurkat K56 241 il 2272/ N 22 Ji5 e vk FH
A (1-1) R ERAS/INI i (1) Bk P B 5

[0057] & 14B7n Y F B2 Mot A FRHL60 U937 Jurka t FIK5624H i 2248/ Nk 22 J5 Ik
A (1-1) R 247N i 1 B P 58U 5

[0058]  [E14CR~H T A MutF AL FRHL60 . U937 . Jurkat FIK56 241 i 2272/t 2 J5 vk
AW (1-1) kb A8/ i [ B A P B4

[0059] & 14D7/RH T FA 2 Mot b FRHL60 . U937 . Jurka t K56 241 L 2 2 5 ik FIL &4
(1-1) A 5 A TR EUE R S 4

[0060] & 15A7RH T AL 7] fth b FRHL60 . U937 Jurkat K56 240 g £:48/INBF 22 Ji5 e vk FH
AW (1-1) AL FRA8/INI I ) Bk & FE BUAH

[0061] & 15B7RH T FAMAEL 7] fth A FRHL60 . U937 Jurkat K56 240w 2272/ N 22 Ji5 e vk FH
A (1-1) kb 24/ N 5 1 R A Fa BUE

[0062]  E15CRH T FMAEL 7] fth A FRHL60 . U937 Jurkat K56 240w £27 27N 22 Ji5 e vk FH
A (1-1) ke HR A8/ 5 1 R A P BUE

[0063] & 15D/~ T FHMAEL 74t 4b FEHL60 . U937 . Jurka t FIK56 240 il 2 5 ik FAL &4
(1-D) A R A TR AR B 4

[0064] W& 16A/RH T LGP (1-1) 5% M BOREL R AR5 Ak 3 HL6 0 4H il 2 24 /M k)
J& > HL6OZH i R Fh Ak T subG1 I 4 i 71 4 L

[0065]  [&[16B/~H 1 LGP (1-1) 5% M BOHEL R AR5 AL 3K56 221 il 2 24 /)M i)
Ji , K56 241 ffd & 4k T subG 14 i T 43+

[0066]  E[17TAZRH T AL EW(1-1) 5 R Mot BUiA bE w] A KA A ZEHLE 04 i 3R 24 /N k)
J& , HL6OZH e 2 eMYC IENIFI It R E B3 (cleaved caspase 3) . UJEIKIPARP(cleaved
PARP) \p21 FIBAILEN £ 1 1) & [ BT 25 I

[0067]  E17B/RH 7 HALA P (1-1) 5 % M SR EL R EG & 4 38 Jurka t 40 i 5224/
I, Jurka t4 M 22 MYC P11 H MR 2 B 3 VT PARP  p2 L RIBAILBH & 1 1) 2 11 s B
I 5

[0068]  [E[17C/"H T LA (1-1) 5% M BUREL AR5 AL 3 U937 41 g 2 24 /M)
Ji > U9BTH L Z H eMYC UT B B R 85 A B 3 B PARP L p2 LRIB LB 28 [ 1 2 1 Joi B 2k
ERYY)e

[0069]  WE[17D/RH T LGP (1-1) 5% R M BUR EL ARG & AL 3EK56 241 g 22 24 /M i)
Ji K6 241 i F H MYC UT B/ B R 85 A Bl 3 I PARP L p2 LRIB L) 28 [ 1 & 1 Joi B 2B
.

[0070] ‘K AR

(00711 TWAE, T SCRF 2 HR B ] R0 S i 491 ok B 4 ) s e o8 A B () 32 R, B sk o P A SE T
B 7~ HE T AR B SE T B8 AR, AR R BRI F2 R DA RAAS [F] BT AR TN, ¢ HLAS B i i
FRIR T AR B F ) SE 7 48 o AR e S 7 58 15 AR R IR AT A SUR B AR 7168
s S it o B A 3 A Ul B 5 75 WLAS & B Fir FH IR BT A AR AR 2 ARE#S AT ik 32 @i P JE oK

10
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ST T AN SO BT ER AR AR R 055 SLo AR B R T i LI i A T BRI L
FIFH At 228 SCRR B BA 51 I 7 s A SO AR S .

[0072] 1.%E X

[0073]  ZRSCA I ARE “he it & SR AN BB SR

[0074] ARG “BURI b A" 4R B A — B AN HBURIE B fe L3043, Forb Pk iy BUA R
R T IR FREBE — AR

[0075] T ARIE " A& BT A Id A2 AR AR EE I — 3043 (40 “Crafdfi 2 (5 58)7 )
H S # A Fa B A 2 /0 — N BoR B0 43 30 o ANV AN S BE B L — A SR R T, b BT 1)
U A T R R 41 AN AH AR S B RN IR BB 2 — AR AR R
I H TR SE A A i B — M SR B — AR P43 B0 o S5 nT DAZE U A R DA
R (2) B (BE) M GRHEAT o U (1) 45 2 S P R (R PR T 20 22 VTR 2 G T 2 (2-TA
L) ST IR IS ARG Co- sl L K Co-afi 5L

[0076]  RAE “Ci10” (FH JRIK RS, Fnt 5 F IR w3 =) R A & j R kMK
Ji - (L B v () B9 BB AR S (1 A o Y2 s ) e 2 L 0 i L o it L e SR R B e A B A, B3
B ] R R A A C - RN B 1L 2. 38 AN I S B R A

[0077] A SCHT L, AR i A7 B i 227 & 48F .CL.Brak 1.

[0078]  ARiE “RI 25 FII 7 & AU A AW, I B IR A M n A Te B8R PR T LER 0 A
WLER NS , B A WL TN IR R ES , A48 (20 72 A & B 4 &0 b BT, 25 () R e
(00791 AR ST Y, ARE “[ 4 7 UM A& 45 — L 1B 4R 7= 4, Ho bl & /D FiAS [5] 1) 20 40 41
R R SR AR AR AR K MR 24 5 O PE A )

[0080]  RiE “FPEM” f& ARAURA NN, I He 5 B A B AGT RE 2 1 9F 5 8 MR R 4
T MARE GEFH I EEA NS GAT RS EaF. “BIF s+ et e
(R PR B H A B 1 I8 79 F o

[0081]  FF'5% cm====" - T- R~ , Ho ] D BB XUBEE R — ik o

[0082]  IRAE “Stof i S Aa 447 AT FH T A 0 e S R Ak 1) 45 A Qs AR B 1 Sl B e S A A
LA 55 6 5 S A DA RS0 B S ) A e LM 23 S WA IR VR A5 HP R g S ) A LI Ko e S
PRIt B AR AR, W E 2 10% . 25% . 50% .75 % 90 % 95 % .98 % B 99 %6 X Mt 54y 4As ik

=

=

[0083] 4 7E A SC AT RIS “Sr Ak R ™ I 5 HH B A 1) TLART e A4 A S ok ik S A A B A 0
W S AR EH i o AR BHIR R T X S8 S B A TR G0 2 Pior Ak s da ks i ok, it A
AL BRI R G SR AR e % S A At A D B AR Y o

[0084]  GA ST H , RiE “SIARIEFEG B A2 17 X R0 A2 B S B 5 Herb B — 1) e B AY)
FEEE ST S AL 0 I R v B AR AT AT 1) S AG R0 B R R R T AR S A A ()
AN SRR G, H HIX L e B 38 AR ST FNIE o AR IR 3R B B a1 X e B PR AN EE XS
W2k PR Ak B 2 W Carreira ,E.M. flKvaerno,L.,Classics in Stereoselective
Synthesis,Wiley-VCH:Weinheim, 2009,

[0085]  RAE “WiZ5 17 & 48 Horh B SO I RL S BOA MR S5 A0 il /N T AE AL B == (H B
HHT AR SRIKEN 77, BN 59 B BCE MR A A ) T PR br 2578 S 4 5 57
M.

11
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[0086] WA SCHT H, RTE “YRIT A MR B X FEREAT & , 5 AR4E52 & 1 e wy JF =k
I IR BB AR A 2545 P 71 P S BB 3 AR L 2% 2 1 A R B (1 DRy I = 5 K
T B B AT H At 25035 T R i P VA T TR R TRBH BRORFE PR R Bk BIAE L, B
e A T BRI RE 1) 33 Jee R

[0087]  RiE“4y” j&45+/-10% .

[0088]  7E A< HiF K il B 0 BRI 2SR A5 ) 4 SCrp , B AE B SO b 20 5 AU B, 75 )
GO SO () B 57 BB AT ) BRSO R B HE BT A ) B EUD IR VB — A
BHECOP IR, 3 BARASHER AT A oA ) B EOD IR B — H B EUD R

[0089] HETE LRI, T AR (1) [ BEW; I =M Jf & b & mT L 5] 25
(1) 58 A4 — (R BC i g ] 4 43 HioAs , AT e (4 mT DA 25 W0 20 25 FH B8 Wi vy TR g 2 It A
PRI R0 o FE— AN SR T 2R, BT 25 R SR A W e B 4 TR R AR 4 21 DR IR s (KRR
T PR 2 T 2 B LA 4 2 IR AR BE B HPMCAS) o fE— N SEHE T Rp , AT A R AN E 2
JA LS BEER (PVP) o

[0090] 75 —uLsijiE g 22 v, T I J TR 2ok P R 41 4 25 R R IR (HPMCAS ) il B4 : HH9% 2
B /11 % B PR I AOMZ% (1 01, ~F 2RE 4% 9 5um i HPMCAS (ET , HPMCAS-MF , 4114 2% ) B ~F %)
K42 2 I mm i HPMCAS (B, HPMCAS-MG , #iki 4 ) ) s B 12% £ Bt At /6 %6 B% Bk 2 ¥ Hel (3
P IR 42 9 5um T HPMCAS (B, HPMCAS-HF , 413 2% ) B >F- 341 0 4% 24 1mm [P HPMCAS (B , HPMCAS—
HG, SR 2K ) ) s DA R A 8% Lk 2 /15 %6 BEHBE 2 (1 L 2% (51 &0 , ¥ 39 ki 42 4 5umfFJ HPMCAS
(B[P, HPMCAS-LF , 413 2% ) B ~F- 32 ki 42 24 Lmm [ HPMCAS (R, HPMCAS-LG , FURLZK ) ) o

[0091]  7E—2EsLii /7 2Hh , 58 LR ME g BE ) 75+ &7 292,500 (Kollidon ®12PF, &
P8 AE2,000423,0002 [8]) . £19,000( Kollidon® 1 7PF , %) 4> F&4E7,0004 11,000
Z i) #)25,000(Kollidon® 25, ¥ 73 T & 7£28,000%8 34,0002 8 ) \£150,000(
Kollidon® 30, E 3#4F & 1E44,000%E 54,0002 7] ) f1Z11, 250,000 ( Kollidon® 905
Kollidon®90F, F 344 F&1E1,000,000%1,500,0002 [F])

[0092]  II.V&Y7 ik

[0093]  fE— ALy B, AR A FF AL TR ITI LS A MR T R ) 7 2tk
FIBIT I B A A B M E A AW, ZAHAYE EMREE ST V.V VIRV TH 4>
FEIA B 2H A PR T A 73 B

[0094]  FE—ANSEJt )7 e, 1 M5 A7 Hask B B DL e 08 1) i 28 - SRR ES i e e
M358 (ALL) « S B B8 1 1 %5 (AML) (B 2Pk ol Bl 4 B P 1 979 ) 48 1 vk 28 40 B 1 19 I
(CLL) R P& BE M (A 1555 (CML) o

[0095]  7E— NSty L b, iR Hs AR Va7 A w9 5 vk, B4 R 75 ZE IR T &
i A SERRER (DA WEE T 25 A &, K (D A &L mT 25 A £8
DL e 22 /b — P AR I ¥ 7 700 () I BRI it o 75— SETE AR HE X (D AL &4 DA 2
F /P AR R T T RE W8 R I B VR FH o A — B8 SEE 7 P, A 7 AR W H] RN o 7
—ANSERE TS, TR HAR R G SR % B DR A S YA R 2 - RO A% 1R T R
B Bz SR 2 \m—TOR il 551  HDAC— 161|771 . 2 B B A o) L PR 25 s g A% 67 (1) SRALL P
MHREETE W) AL — DIXFER L 7 2, 2 F A R A B PU AR o £F 5 — DX FE I 5L it

12
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75 v, HDAC—H 1 35 A AR Sz 0% A B A B =) A o A8 55— NI RE A SE i 75 ZEHh , mTORFT il 771 Ay
WRAETE ] o 7E Ty — DN IXFERI SR TT S, B 52 TR ot ZEK AR o 76 3 — M IXFE R SE it 77 48
w2 B 1 24 e 1 AR e R A A R A o A T — AN IR AR S T S s
WE % I AU A BIR BT AE 5 — DR S T B, BB R NE IR H R .

[0096]  fE—MCsifi Jy R rp , AR A FFHRAL YRS LB B LRa K 7% A4 « 1m) 75 ) A
HER A ENAAY ZH A A S RIEETIT IV VIV - fR 4 51
] 425 7 A

[0097] Pk B 98 T4 1 L9 /60, 8 ML A e R S, L op B e 7 A T R AT e L 4 i
Y ML L/ INR o S M B B PR O 5 B RS (AN R T R 5 AR 293 1 S PR B Tk 1 1l s
LA e i v -2 [ - 22 [ (FAB) BB 20 214 2Ky S PR BE M 1 M0 37 288 o AF — 8 STt 7
i, B BEIE (MR P ONTR A R 1 P (MLL) B4 FH PR S0 BE T 1 19 L JAK 29848
) BT 4T 4H 388 2 REHEAL 1K) (post—JAK2 mutated polycythemia vera) & P& &EM: (A I
9 BUE BEIN AR B E R AR L (post-myelodysplastic syndrome) ) S P BBEVE A L7 -
FE— LS 7y e, S VB BRI 1 s ] DA S 2 MR I TR AN e 1 1 s Sk A B R 1
H A LB R A — S STy b, SR REYE D TopsnT DA S PR AN M 1 il n
(A7) L A PEBE N A A 10955 SRR ) L 2R BEZH M 3 19 (R 40 A ) L &PE 40
L2 L 1 L9 S PR A 0 L 0 L R P A 2 L B I TR MR T M 3 22 0 L PR
PR 2 R P IS R A B T LR P L 2 9 L B A R A I o A
ST R S R R ) R A PR R R AR R I S E B E O R R 2 R A
S R SR BETE A R S BUR T DS S B R . R BE B R MR IR AR S S
B BEPE A MR AL AR AR T AMLAERE € (8:21) (q22:922) AMLAERE inv(16) (p13q22) B t
(16516)(p13;922) ,AMLAEREt(15:17)(q225q12) BL KAMLARERE 1 123 535 697 AH IS AML
AL FEAEASR T 5 A 70 A 2 A AML AT A 0 S At 114000460 750 A 5 I AML o

[0098]  FE—ANsEiitiy S, AR AR B B9YR Y7 A ML I 532, B ARG 1A 75 ZE LSRR T I &
B ICA it FHAR 3R X () IO 4k A sl L mT 24 A #h DA Je 22 /b — b H At i 3697 57), Jerp =R (D 1
1AW Ek FomT 25 R 3 DA B 22 /b — Bh At 16 Y697 790 1R] B BUAR Y it FH o A — AN SR 7 R
) B AP CA B AR ¥6 7 770 R B BOAR K it FH o 78— L8 S 7 S8 P S i I & 7 AR b R 2L
N o FE— AN 7 2, BT HAR A VRS 7 ST M 3% 1 H DL R AR A R R 2 - g A 1
1A R R m—TORHIH 77 HDAC— 1] 77 25 BR 24kl 7] A B R M e i 1 1 28
AN AN B B 1 25 AR — DI RE R SE i T R, 25 B R D PR A R AR S — IR
(K52 77 S, HDAC— I A A AR S A BUIA L Rt o 76 55 — AN IX FE I 52 77 270, mTORH
B LE LR o £ 7 — AN IXAERI ST S 70, W8 B2 U ot ZE KA o 1E 5 — IR 5K
Jit 77 G, AN EE R 2500 1 B BT R T B A A I 2 A S — N IR AR S T &
H M A% T I AU R R BT o AE 7 — DX SE i T b, BB R NIE R & .
[0099]  FE—UEsijii /7 S&H , AR AFFHRAE TR TTIH AL S S B B O s , 4 - 1Al
T B E A2 ENASY, ZHAMESRIES I IV VRV HEA
AW [ A oy B o AE—Le S 7 S, i B M S P B MR ) s TT BAAL T8 4 3 o AF
ST R, NS PR S PR B B T 1 e T LA TN A S — ST B i 1g s
PEEBEYE A M5 P PAAL T 2R

13
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[0100]  FE—/sLiETy &b, iR AR AR W VG TP IS PE S P B T B R i U v AR R R
TESRIR YT R B A I P AR MR (O M6 5 s m] 25 AT 2 L S & /b —Fhd
fb i), e 3 (0 B AL S W B AT 25 TR stk LR 2 /b — b LA ) 36 77 51 R R B4R 2k
it FH o £E AN SR T S8 b, 2Q () BIAL S WL R AR R 7 790 ) Pk BSOS it
JT G AR TR DA RN o £E AN SRS S8, I HAR VR 7R ST B B LT AR
VIR RS A < FOULIB A i 700 B B Sz m—TORA 1 771 \HDAC—11 1 771 25 AR AL 791
BUAE 2 e I 1 R AN AR B PR 2 o AL IR S S o, 25 AP A )
b PSR A S — AN X REMI ST S, HDAC-HI 57 A IR S A BIA L Rt o 75 55— A
XA S 77 S8, m ORI TR AR AE S 7] o £E J3— AN IXREI SE 77 S8 8 B Bz it
FEARIR AL T D IXFERISEHE 7 S 40 75 PE 25 0% B e a9 767 B0 Qe A g 2
FE 55— D IXFERSE T S8, e 12 1) SRAMD 9 R o A8 55— IR SEft T 56
T, AR E R NE L E R

[0101]  FE— LSy &b, AN R AL 1 iRy L ahY) S Pk T g i Pk B w9 05 7%
ALHG 1) 7R B F 2 SN A S ZH S E S RIE ST IV VAV
73 AR IR AL 5 WD [ AR 7 AR o £E — SR SC T S, S PRI B 2 I P I R e SR
ALL-L1 o 75 HAth S2 75 G b, O vk L 40 0 P 19 I 95 7] 4 70 S W ALL-L2 o £E HoAth St 7 52
w2 IR L R 1 9 T A SO ALL L3 o £E U S it 8 op 5 P AR 40 M 2 L
AR 73 SR A B S PR b 2 B ) L BT B M o £ A SR TS S, SR IR 4 e
1 HL958 PT A 73 28 9 B AA T2 kb 2 e 1 19 L o BT T o £E — L8 SK Tt 7 S, BT AB S
I 2 A e P o P R AT R AR s AR € (12521) (p12, q22) TEL/AML=1 5 t(1519) (a23;
p13)PBX/E2A;t(9;22)(g34;q11)ABL/BCR; BLT(V,11)(V;q23)V/MLL.fE—2E5L)E 7 B,
SRR AR R AyBurki tt s B o /E— BESEHE Ty S, SRR i A LR
XU R A L o

[0102]  7E—ANSEftiy Srb, R4 A K B IR 7 S PRI L A Pk 1 s P O vk, B A 1l /5
TSR TN B A it A A AR M R e 2K (1) AL S W B Al 2 AT 6 B R 28 /b — Fif
HAt 367770, Horh 30D Fom B AL S B ] 285 AT £ DA R 28 20— H A (4 36 7 57 ) P
BRI FH o £E— A SEHE T S, 20 (1) IR B AL B0 A B ELAth (14 96 77 5 [R) I B e FH
FE— RS T S0 AZ IR A 7 AL WM A RBONL o AE — A SEJE TS S oy, AR RV Tk B H
LA AL S AR 1S PR 21« 2R L8 A 8 5 57) AR B 5Tz s m—TORF 3 771)  HDAC— 11 771 25 P ek
BT BB R MR NE A K S AN e e PE 25 o A — IR SE R T b, A
AT B A o £ 53— NI RER SEHE D5 %8, HDAC— i 57 9 IR 32 v fth BB L ] Atk o £E
N IRREI SE T S 1 mTORS R A HRLE B 7 o 45 5 — NI SEft 7 58 v » 1 B i
OB ZERR A 53— DN IXFERI SERETT S, AN PR 2530k 1 el R R 0 B R e A
JRII AL o £ 53— N IX R SE T ST M e A% 1) AU N R M o £ 53— NI RR S
i w T, B BERNERER.

[0103]  7E—LLesgjfiyy &b, Va7 SV B BETE A R 12 M S R REVE ) R B R
SRR PR A R R AR A T SO MRy JE = 5F —RUR S A (BRI R
A R SRR T e K S R AL AR A 22 AR A, Horp

14
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[0104]

X (D

[0105]  HApRUAEG 1 BANBRI Bk s RS F 0 2 BTk gl o 3 R 1 3%
FERIEA LR ANBRI B3 R &R R AT gl g 32 5 A L= A BRIK B2t
HA B AN e A 0 BRI BRI 2R 2 s —NR°—(CHa )o—R®, Hh RO A R+ B A |
FANNTRM BT, m0 41 B HY, I HRONELe b ol pa & R 5 BRI 8 S BRI e 3 5 B -NRY
—CO—(CHe)o—R®, L RTHE R FE A A | EAMREI B n N0 Z 200 85, I AR T 3%
Mgl 2 R EUAR G 2R B e 5 5 I H R N—(CHa ) a—CO—NH—R, Horha g 1 4 5857,
I HRTNEAG TR AR e s B I B AR R e 5t s A 1 EANBRA b s BT b
BB A1 R AN R b L B A 1 R A BRI e U L R R B R U R R B g I 5 B —
(CHz)»—COOR™, Fe b A L B AR BHY, 7 ARV EA L AR bedt o

[0106]  #E—sbsgjif s & op, (DA R (1A), HAr 28 F Sh 8K &9 LA 25 B 5
“W)

N

Yo M

s N . .
. AM(CH;),CONH-Ry
2 s X

N

X X (1A
[0108]  Hir, Xy 2, RV ACI—Caliidt , RENCI—Cabiidt a1 BAMK R, R AC1—Caliidt . Cim
Cafp b2 Cr—Calm U ATt B A B Y R L B et B oA U R I 05 i A2 — 1
IXARER ST Zeh , W MR Wy I =M I AR B A T 1 B T E T Ry S = e g
A B AW E A BUA .
[0109]  FEARK BT, Vo977 227 B VR IT” 2 AR A 2= AR 12 W 1 S AML . CMLERALLY 35 B
A PAUSSE % Fé 9 AML . CMLERALL () 838 ) it AR % B IS MR 4H 43 I AT AT a7, B 19 A8
T (40 98 58 AML . CMLERALLE SR E » By LEAML . CMLERALLESRE 1 A& E , Bk 5 31 AML L OML
BUAMLF UG 2 AT HPIRAS
[0110]  ZEAK IR 7k, 53R (1) By Jf =M g 50 2% B A4 A I A 08 1 25 F 2
AR FEAR AR T 2R A B g th i 25 B 4037
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(01111 %A,

[0112]

TR (5- A2 R )
: ENEN

TEEE T

g ey

D
i\\ﬁ,@%&

N

N &

5%@5@%

| Experientia  1964;
1 20:202-3; Cell 1980;
20:85-93; T Natl
Cancer Inst
2005;97:1498-1506

%,

s
GeLAR:

S

‘| J Natl Cancer Inst
2005;97:1498-1506
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[0113]
A

| FIHsIm v
_ | J Natl Cancer Inst
""""""""""""""""""""""""""""""""" 2005;97:1498-1506

IS B

FRETIEE LS TR (EGCG) , | I Natl Cancer Inst
S 2005;97:1498-15006

| T Natl Cancer Inst
2005;97:1498-1506

(01141 ZEARKR 7732, 3R (1) AR 3F =gk S R S I A i AT A& i 4L R
i < 516 (CHDAC) 411 i1l 71 FEAH AR T " B b I 71 HH (R HDACHI 1 591

[0115]  £KB:

[0116]

0] 4 B

AW B

BT

AR (SALIA, MKOGE3)

ARSERALCE B | Na 1, |
JRETIR, SAHA, Zolinza) gT-I(Uf?)fz;gﬁ; Nat
2 HDAC#%I7), 1¢50 | Biotechnol, 2011,
= AR | 29(3), 255-265; 1

‘| Exp Med, 2012,

Nature, 2011,

209(1):35-50.
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[0117]

TR T

|IMS-275 /& HDACT

HDAC3 1] HDAC 1%
A, 1050 70514 0.51
LT M,

| Nat Biotechnol,
L2011, 2003),
:11255-265; Proc Natl
i[iAcad Scill S A,

| 2011,
108(49):19629-34;
‘Cire Res, 2012,
110(5):739-48.

W H R fi(LBH589, NVP-LBHS589)

I TIDACHIEIR,

IS0 4R 5 aM A
20 nM-

LBHS89 (M0 LE 7 i) 2 7

A& MOLT-4 #l Reh #i}f1

‘Nat Biotechnol,
12011, 29(3),
|:255-265; Blood, :
112012, 119(6):1450-8;
| Acta Neuropathol,
2011, 122(5):637-50

WEAEE A (TSA)

AU R A(TSA)E

HDAC ] 1050 %

| Plant J, 2013, 74(5),
|:815-828:;
: §Epigeneﬁc:.s-,;51{;)1-2j
J410), 1161-1172.

ﬁMoc etinostat (MGCD0103,; MGO103)
: 8}

MGCDO103
(Mogcetinostat) & HF
HDAC!1. HDAC2 Fl

HDAC3 8547 301 HDAC |
IR ICS0 330 0.15 |
M. 0.29 M F1 1.66 M. |

| Nat Struet Mol Biol,
12013, 20(3):317-25;
| Cire Res, 2012, 5
110(5):739-48;
‘Omncogene, 2011,

Hela 41 AR
% Jy 27

| R E MR PXDIOD T |
Y HDAC IR, 77

Nat: Biotechninl,
12011, 29(3),
|1255-265; Breast

| Cancer Res Treat,
112011, 131(3), :
1777-789; PLoS One,
2011, 6(2), c17138.

MC1568

MCI568 i EFEHE HDAC
AR, 1C50 Ky 220 nM.,

‘Proc Natl Acad Sci U
S A, 2012, %
109(34):E2284-93;
‘Oncogenc, 2013, ;7
‘Biol Chem, 2011,
286(27),
23842-23851.

LAQ824 (NVP-LAQ824,Dacinostat)

LAQ824 (NVP-LAQS824)
ML HDAC 1],
FC50 5 32 M

‘Nat Biotcchnol,
| 2011, 2903),

| 255-265;
Diabelologia, 2012,
55(9):2421-31; Mol
‘Pain, 2010, 6, 51.
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[0118]

A 42 AR

{31 e

[ITF2357 (Givinostat)

| ITE2357 (Givinostat) & 1
4ty HDACHp 7 1C50

4 7,5-16 nM.

J Neurosci, 2013,
33(17), 7535-7547,

b WB Tubastatin A

| Tubastatin A &AM |
| HDACS I, 1050 %
15 0M, |

CUDC-101 &4 4
WA % AR

MR 157 M.

HDAC. EGER fl HER2

T1CS0 %051k 4.4 M. 24

‘SB939 (Pracinostat)

H O’H ‘g“\“‘fji;[mm\

(B3 T3 1-(2-( = 2B 35) 2.8y 1 - 56
[0 e -5 )N - s e 1 A T

Antimicrob Agents
| Chemother, 2012,
:1:56(7), 3849-3856

‘Droxinostat

; g
R "

(SR 2 B UIE )N R T

| Droxinostat (CMH,

15809354y HDACS
| HDAC6 #1 HDACS fiik
| BB, 1C50 4y
1l 16.9 uM, 2.47uM Al

| 'Nat Struct Mol Biol,
2013, 20(3):317-25

R IR I BT TS R

INJ-26481583

HDAC2. HDACH,

‘nM.

(Quisinostat) & IDACT

HDACI0 Al HDAC1L )
HDAC #sf7, 1C50 4
S 0.11 nMy 0.33 oM.,
0.64 M. 0.46 aM 1 0.37

PCI-24781(CRA-024781)

JEEFR] TIDACT,
HDAC2. HDAC3,
HDAC6, HDACS f0
TIDACLO By Fr L) i

PCI-2478 (CRA-024781)

HDAC ). Ki %l
A 7nM. 19 nM, 8.2 nM\%
17 nM. 280 nM, 24 nM.

‘PLoS One; 2013,

| 8(5), ¢65360: Nat
‘| ‘Biotechnel, 2011,
1:29(3), 25 5
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[0119]
A AR MRS {9 e

B UKEE R(FK 228, Neurosci, .
FRO01228, Filymepk, | 33(17):7535-7547;
NSC 630176) &4 xghy | BrJ Hacmatol, 2013. -
| HDAC1 Al HDAC2 9]
5, TCS0 4054 36 nM
[ #1147 aM. 5

(18,48,77,108,16E,21R)-
7-W 2 H-4,21-FL(1 A3k
aﬁe) 2B I-12,13- T8
458 2023 P A L ALTR
[8.7.@]:+4-16J%
-3,6,9,19,22~1 % 1H

AR-42 (HDAC-42,
OSU-HDAC42) % :
pan-HDAC 51, Icso
& 30 nM.

ﬁi&ﬂ@’iﬁl%&i (P %) | J Neurosci, 2013,
& TIDAC #5071, 1C50 | 33(17), 7535-7547.
b 04 mM; FFH EIDH :
GABA- %ﬁ%ifﬁtﬁ@&
PR R S |
PC1-34051 | pCI-34051 mﬁéﬁﬁ'idf?j%r

HDACS #1, 1C50 ﬂ;

§CI994 (Tduedlndhne)m}m
i HDACT b 4,
1C50 28 0,57 pM.

M344 M344 2 H M HDACH |

il 1050 4 100 nM.
PI3K/HDAC #HIH 1 PI3K/HDACHIEIR L& |
PI3Ka . HDACI.
HDAC2. HDAC3 M
HDAC10 [ 4L PI3K 1
HDAC #HF: 105045
HlA 19 aM, 1.7 aM. 5
ML 1.8 nM Al 28 M.
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[0120]

A g AR

Rocilinostat (ACY-1215)

| Rocilinostat (ACY-1215) |

\'\.

.

-

s M
@ Il' ' J\ f NHOH

i

| AR HDACG J4)

i, 1050 K 5 nM .

Apicidin (0SI-2040)

Apicidin & ] 2 it} HDAC
AW 1C50 8 0.7 oM

(35,65,95,15aR)-9-((R)-
S TRy6-(- TR
- LH-0 -2 B :
Hya-(e-FmREETE
- TH-HEBE ?
[1,2-a][1,4,7, 1010 & 2y
R TRE1,4.7,10012H)-
U :

Scriptaid £ IIDAC ]

av
\&}/ \_.-N)\

éN-;‘;é%zx-((z-%&-3,4-:‘%&1111-.%&.‘!‘15‘5]# [4,3-b]

WS (2 H)-A5) B R K R e Sk R b

Tubastatin AL A0 H.
EEEM HDACS HIEIR],
IC50 4 15 aM. :

J Biel Chem, 2013,
288(20), 14400-7.

| E I mmESTHT .

CHER YRAS HDAC (935
kR R BRI
fEAL |

Resminostat (RAS2410)
g ' TN

a |

(E)-3-(L-((d=({ — H B4
L) FE L ) AR Oy
FE)-TH-IE IR -3-38)-N-F¢

[0121]  FEARKR RT3, 50 (0) BUMEMy I =I5 5 2% sE B A 3 FH B X e AL P
(1) 85 115 25 2% (mTOR) 4171 il 551 i 451 -~ B FEAELAS PR T~ 71 2R Crp B 21 HH I m TORF! 1] 571)
[0122]  #%cC:
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[0123]
No. | #5025k 8 71 HSCEk
1 BEZ235 (NVP-BEZ235) BEZ235 Nature, 2012,
5 (NVP-BEZ235):= XL E | 487(7408):505-9;Blo
e ATP240E PISK #1 | od, 2011, 118(14),
\/ m‘{g ON pllOa\ pllO}u p]_]OS 39}11-3921;(:'&11001‘
N i pl 108 1 mTOR s | Res: 2011, 71(19),
NS P N el ORI 5067-5074.
A S T i, FL1Cs50 4150 4 4
S R \\‘,/"Lf)‘/; aM~: 5 oM. 7 oM F1 75
aM: Ff HAZ HE ATR,
S 1C50 % 21 nM.
2 422 E] (RADOOL) WA B THRADOO) & | Cell, 2012,
FKBP12 () mTOR i3] | 149(3):656-70;;Canc
#1,1050 % 1.6-2.4 oM, | et Cell, 2012, 21(2),
155-167; Clin Canccr
Res, 2013,
19(3):598-609.
3 % IH 5 = (Sirolimus, AY22989, 5 1) 75 F=(Sirolimus, Cancer Cell, 2011,
NSC226080) AY-22989, 19(6), 792-804;
) WY-09021 7)5‘5%%@ Cancer Res,
mTOR #HH, 1050 ig(%(]:g%f;? 2012,
H~0.1 nM. AV IV
4 AZDB8055 AZD8055 £ # 1 ATP- | Autophagy, 2012,
4 M mTOR 45, | AmJ Transplant,
1C50 % 0.8 nM. 2013, shioehom
Pharmacol, 2012,
83(9), 1183-1194
5 PI-103 77 R i Leukemia, 2013,
DNA-PK. pll0a. 27(3):650-60;Leuke
mTORCI. PI3KC2B, |mia, 2012,
p1108. mTORC2. SBT3 inche
; m Pharmacol, 2012,
pLLOB I p110y HI ATP- | g3y 1831194,
4 PISK 0307, |
IC50 754 2 M, 8
aM.. 20 nM. 26 nM,
48 nM. 83 nM. 88 nM
3-[4-(4- 15 Bk FL Nk e A 150 aM.
[3'.24, 5T 3, 2-d o g -2- 55
Bl

22
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[0124]

6 WP EEE (CCI-779, NSC-683864) | L 2 5] (CCL-779, Autophagy, 2011,
Torisel) 455 1 T2, 176187, Tulieeg
mTOR A, 1050 | Respir Dis (Seoul),
W 176 gM. 2012, 72(4),
RS 343-351:PLoS One,

2013, 8(5):¢62104,

7 Ku-0063794 KU-0063794 #& Cell Stem Cell, 2012,

[Oj mTORCT Al mTORC2 | 10(2):210-7;Cire
G b s | Res, 2010, 107(10),
" A I R R 555 TaaT
J\ mTOR 7], 1C50 e
N 10 1M Immunol, 2013,
i e 190(7), 3246-55.
iy, K\N’“"'
s
= V ) | Ha |
rel-5-[2-[(2R,6S)-2,6-— H F-4- 15
BET-4-(4-TE A S b B FR[2,3-d]ME g
7-F ]2 LR |
8 GDC-0349 GDC-0349 & Wik
\, B ATP- %
[ mTOR AL, Ki
E\ 348 nMc
N I
Vo i N o
o b\ )\
N
H
9 Tmm 2 Torin 2 & & 1A R
2R HPEME mTOR 417,
N__jf } 1C50 % 0.25 aM, JfH.
X
= =M ATM/ATR/DNA-PK 7=
ekl st
b %}_{{)—Q_/—NHQ ﬁTﬁj‘%’HJEWMiH
Py e ‘f%; JZCDO /73 j’IJ j‘] 28
O-(6- B SILBER-1-B-(= T ) 0 2V g
VAR IE]R I [h] L 6-ZE0E-2( H)-H | "
10 | INK 128 (MLN-0128) INK 128 & A HE
NH T mTOR #6505 1C50
“‘;\_\ a1 aM,
\\Ai
?‘éﬁp \g*“
w“‘%\ - ““{-
NTOSRR
o
\-&:«*‘ \w
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[0125]

11

AZD2014

AZD2014 23 A AL E

mTORCT H mTORC2

A5, HAT AR B
S

12

NVP-BGT226(BGT226)
HN-_ ¢ F
S

(%
o e O
/O\‘(“\ 'N”{q
Sy
E PN

NVP-BGT226 & i
L PI3K/mTOR #1%i
. 1C50 g 1 aM,

13

PE-04691502

AN
O W

PF-04691502 /& ATP-
e Ak
PI3K{a/B/8/y)/mTOR #
A, Ki k1.8 nM/2.1
aM/ 1.6 aM/1.9 aM F
16 oM B 1E T308/S473
s s Akt R R AL
fER,  IC50 4 7.5
nM/3.8 1M,

14

CH5132799

CH5132799 75 H4 T
HIHIVE M, e A EE AT
PI3Ka, IC50 24 14 nM;
I HAR S BT 4076
mTOR, IC50 4 1.6
uM.

15

GDC-0980 (RG7422)
SRR
PI3Kea, PI3KB. PI3KS
A PI3Ky F05] 4] 1C50
Ak 5 My 27 nM.
7 aM H 14 oM I HAB
& mTOR #IHI57), Ki
M 17 nM,

24



B

CN 105960239 A A 21/55 1T
[0126]
16 | Torinl Torinl £ L1 mTOR
: IR, 1050 A 2-10
[./"" \\,§;§ # {:‘&"\ nM o
' ‘gt’/"::::‘L\\ {\
l’: N, rN\\ g, a “x,\s}
l PN aj
1-[4-[4-(1- P A% )- 1- WK 2 -1-3-(=
AR 129 (3 - b L)< 5 T
[h]-1,6-Z5 ¢ -2(1 H)-f{i
17 WAY-600 WAY-600 & 4753
ATP- PR RIZE 61
mTOR #IHF]. 1C50
X9 M,
18 - WYE-125132 234
_ '%,, RLHT ATP-35 4 RS
] S mTOR 5],
SR IC50 4 0.19 nM
3{}“\{;}’“’& x R
Yoy M}
é H
S et R
& \'\}\“(-"« O’
e
v
19 | WYE-687 WYE-687 J& ATP-784
: z e mTOR )
S HFL, 1650 8 7 nMs
20 GSK2126458 7 i [ ik '
PEHHE 200 pl10as
§”\} pl10Rs pl10y. pl108,
N mTORCTE # mTORC2
; AL, Ki ok
0.019 1M+ 0.13 1M,
0.024 nM., 0.06 nM.,
0.1% aM F6.3 nM,

25
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[0127]
21 PE-05212384 (PKI-587) PKI-587 i e FE A 801
N PI3KaPI3Ky Fl mTOR
= KLEHNBIAL 1050 4351
- K04 nM. 5.4 aM A
1.6 1M,
22 | PP-121 PP-121 /& PDGFR,
FHS— Hck. mTOR., VEGFR2,
L e Src # Abl i) % B
A N%N&* < Sy 2 8 aM., 10aM. 12 aM,
\I \]L L > 14 M A1 18 oM 3 FL
| NTOH | 0 DNA-PK, 1C50
1R AR 3L H-IE M JF[2,3-b]MEBE. | Sy 60 nM.,
-5-J% )= TH-L 4 3 [3,4-d |95 Ve -4- i
23 | OSI-027(ASP4786) OS1-027 FiEHF M A | Exp Eye Res, 2013,
P mTORCL Al 113C, 9-18
mTORC2 A EHIHIH],
1C50 44l Jg 22 nM Al
65 nM .,
Q&\m
24 | Palomid 529(P529) Palomid 529 #l
mTORC1 # mTORC2
"AW, B
pAktS473, pGSK3BS9
Bl pSe ik, {272
A0 pMAPK 8§
pAKIT308. 1.
25 | PP242 PP242 K353 mTOR | Autophagy, 2012,
I; 417, 1€50 K snM. | 8(6),803-914
N\r/ ,
2-[4-F - 1-(1- B 280 - TH-uE
H3,4-d]05 BE-3- K -1 H-15 | -5
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[0128]
26 | XL765(SAR245409) XL765 & mTOR. Endocrinology, 2013,
o pl100, pl10Bs plloy | 154(3):1247-59
N A pl10s MRE
- & Neg mTOR/PI3K #1171,
s U 1C50 43514 157 nM.
N i | 390M. 1130M, 9nM
MRy ey 811 43 M.
2R I
B &N
27 GSK GSK1059615 & Nature, 2012,
E PI3Ku. PI3KB. PI3KS. | 486(7404), 532-536
PI3Ky I mTOR [
: AW AN A, 1C50
i ‘ Ak 0.4 nM. 0.6
o nM. 2 nM. 5aM # 12
P
|: I nMs
28 | WYE-354 WYE-354 211 %45 7 | Mol Cancer Res,
Ov} FERT ATP-2 4 2012, 10(6), 821-833.
S mTOR #5, 1C50
N :
B O 3 M.
P
N
e
29 I % F (Ridaforolimus, MK-8669) | ElH&E = Mol Genet Meta,
s g9 | (Ridaforolimus; 2010, 100(4),
[& %iif]’ Pl | AP23573; MK-8669; | 309-315.
) - fw “0 A2 R B £
I 11_! mﬁ@ﬁ\ 5
t Ridaforolimus )i 2 £%
- E mTOR A7), 1C50
H:0.2-aM 5
Y’
[0129]  ZEAK BTk, 50 (1) ARy I =M Jf — 50 2% 2 A3 FH IR W B2 B &= 1

B A FEAEAER T 2D 0 V1 B B

[0130] %D
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[0132]
‘No.

(B R s

3 Eakn

,
b
//W, % .,
;' 2
% 7

T

% g
R s e

[0133]  7EAR MR Tk, 5l (1) MRy I =M I — G 7% B3 I0CA 180 T 10 45 3 1 WL
N PG Bl AR AEANIR T REH i g1 th 1 40 M B 1R 2540
[0134]  KE.
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[0135]

BifF R

TR W

Cid

[0136]  TT1.WEWY I =Ik3F B AW

[0137]  7E—ANSZiEJr b, 782K S WY A6 ) 70 o 4 P A B vy O =i 9 — R A Ak A vl X
(1) FR7x (CFE HAT B0 3 AR 0T ie S A A ST e < KA 40 < v 7 A 4 AR 4 fn 22 2
AR «

{1}

[0138]

L

[0139]  HARUHEA 1R AN G s RENER F 5 R R BUT IR MU ) 2 i 7 8%
BRI A A1 RZAMRIO B RPN ) BT Tk plid 2 57 BB 1R AN bt
B BA 1B AN A BRI BRI R, —NR°—(CHa)w—R®, H RPN E R B2
A 1RANBRI SRS moA0 B AN B, I AR AT bl 1 2 R AR R L B e i 5 -
NR™—CO—(CHz)n—R®, e RUNEE F B A 1 £ 4B B, n o0 2 201 8840, IF HR®NT:
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M e 2 SR B G R B e 5 5 9 HR A - —(CH2) a—CO—NH—R?, Hiha iy 1 E 4 5
B0 HRONEAG 1R AN BRI b A 1 B4R F b s B 1 B4R e 48 3 BT
et bk BT LR AN e Ak B L R AN I e S | S B R A R L B e L 5 B
—(CHz)—COOR", Jevhb Ay 1 A B8y, 3F HR'OA B L AR fedt o

[0140]  FE—AsLi s £, A& I Gt AR AR 5 A AR 2 AR R 1) B S B e
S AE— AN SEETT R, AIE I RS VAR R 2 3R SR 1) B B B B e
S AN SERETT R, AIE I R RS LA R 2 2R SR 1) B B B e
T AL —NSEHE T P, AR B ER e 3 R AR EASR T 3 2 TR RS OE
TR T AT B BT R AN SR R T B ) o A I A L R AN PR T R
LT R 2-F -1 - AL A2 FR -2 2,

[0141]  FE—LUSZifi )y b, AR BSR4 T A K BH BT 3 fr MR Wy = 3 S i b A R0
A2 FAR I EE AT (5K A 9) FE AL R FR BT R AE— AN SE iy b, By 1 =
M G AL A T 2 R SR 55 5 TE N LR T A T o Rl 8k o 75— AN SE ey R, 1
Wy 5 =M I 22 B 10 T 2 I TEALER N a5 0 56 SR L IR IR SR TR PR M R b
B VB B 1) 6 o 77 — AN SEHE T B2, MRy I = 3 M Bl L BRI FT 25 I SR G 5
HLUBR T A R N A Bk o 72— AN SRt 7 vy, MRy I = Ik 9 R 2R B AL A PT 25 FI RO A HLIR N
B AR NI AR AR SRR SR CER R AR E SRR R .
B TR O B IR R ) W TR 5 R IR S BRI R AR I R R - R R R (i sothionic acid) A
B2 RHEER . SRR B IR R AT PIE IR IR IR A EUR DU LR \ AR Z R F IR KA R
TR kIR IR (TABEER ) R TR IR £ e I 2 T8 B IR TR Tt I S M R IR - L A
T2k 1 R 7 TR TR (491 1 2R R N 4 PP S R TR ) o

[0142] AR HIHRAE T AR B Bk MR Wy 3F = I — 9028 B3 Ak & 10 24 2 T 632 11 [ o
Fhnn e, b — B AN E B R PO A E S R B BT R S AR LI R
B SEHORF KR F BB A 8 TS 70y I = I R s b AW 1 AL &R R 52
BIAFE AT SR M A A Bl AP 3%, 10 e PCRT e & Bilin™Cl s 51, Bl s i ' s
L, 540 P TR T 5 56, 49 A NN 4, 4914000 O RN 80 5 DA KA, 491 ™S ol AT DL A
ST H AR 575 R0 1 5 BB Ak ] £ 18R Wy 1 = e I SR AR S AL A TR AR 1D TR
e

[0143] (1) Fronfe &R S [F A7 bR ic R (B0 51N 7 80 1k [H) A7 22 1 06 ) mf
T2 5 A0/ BRI LS A A o BT B0 P R A 2R CHD AR - 14 (M*C) 55 T 5 A FIED
P R I B, BT DA A1 S0 T 3 B A o i P S 1 [ 3 2% (9 i (D ) 3EAT AR
A LA T 0 ) A AU R s T i 7 AR G RSy T 3R AL B AR P R R I K B s A =
SREEAR, PR, 76— L4550 S AT DL AR I o 3 R 5 1E L 1 R A2 2 (B 4n e R PO
BN)FEAT B AT DA IE H R S W 2 AR AR 72 (PET) v, BTG T 52 44 o5 A
[0144]  FE-—S8SLiE 7 R, AR A FE BBy 3 =M It R B AL AW mT DL S 2 2] 42
SZ VA Y B K DA B AR A B T AT AE AR U AR S 2R A 1 2 , T A
R TR (AEIX P 0 A B BT i () ey I =k 3 50 2% B AL A ) RN 7T R I A 2
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TR E A AR R L2V FIAN S T30 BT (B I =g — RS A ) i 4
Vg o« FH T T% G A A 1 -5 0 8 700 30 S 9 B, R AEUAN R T 7K FRBE L R R AR 2
IR o B AR A0 38 IV TR N 245 257 AT B2 IV ) o B0 (1) 2 5 BT B A 7K o 7E— AN S i
TrE AR I (K VDY I = I AU B A A I 2 2 T B 2 (K A A L 2
TEFNLAD S 5 TR BV A - — I e v A ) DU Sk g 2 704 . — S AR SR 4
BUT BEE R 2 T BEE R s AU beiE A 1, 3- i 3E-3,4,5 ,6-PUE-2(1H) -
WA I i ( “DMPU” ) 574640 1, 3~ 2 F SR Pk IR FR ( “DMI” ) 95 771 AL 420 R0 1, 3~ FR JE bk nae ik i
(“DMP”) AL BB AR A4 -

[0145]  7E—U8SZifiy &rp , Ak W1 Ik i IaE w0y IF =1 5F R sk A AT LA & — ANk
ZATFPE AN/ BORUEE , RG] DAL TLART S A A 6 il S ) A B0 R e S A 4 1 . 347
15 o i LR Cahn - Ingo 1d-Prelog ML MK iy 44 BEWY 3 =M I — S0 2% 514k A Wi ot At S 44 4
R Wl A A4, BT (1) RIS “RY BCS” R 137 4 e 45 A e A v 0 B BRR T e
), FHIGEBZHAR KT 48 8 45 BN Bk —ooORU S ( DA & JUAT i i) , IXREmT DL I 7E R4 44
A S FEIR R T AT H R A A I

[0146]  FE—ULSZifiy Rrf , AR W Ik f Ry 5 = Ik 9 — A S AL A AT DA LA BETR
GOSN DRI Y AL, FmT DL & T M 3 10 S5 = 1 72 e AN A T 0] i S A 4w BA
I ATER (£)-Bid 1R RIR IS IMH e TR G4 , 2R B e A 22 e S AR B A S5 (12 1) 1R
AW 1AL, BT Grac—(Bracem—) B4 5 RSFISRE A LA Ty &AM GRS

[0147] [k Ab, B HUAR I [ Seiie— B 0L S 1) HE 51 B35 BRUA R [ G B0 It S B0 2 IR R 27 v
A ) TUART S A A 9 P DAAEAE T AR R B AL G AR — S s i 77 2, 5 5 s=====n] i T
FoN ] DA S XU B = S B o [ G — i BRI AR R ] DA A o 2 77 BCET M A
Hor AR 48 TUPACKHR HEAE FHARAE “Z7 FUE” B AE 53 Ul BH , 753 W R AR SUBE ) 25 M ki 55 1 27 A
B SRR o [ GE iR — R XU BEE AR Bt AT DARR A M B s 2 (7, e i R BUA G
FERUCEE R 5 17 sz 207 2 7R HUA R 78 XU X M) L o BAR 22 [ B2 B A 1 27 49 7] DA
209 MR B 3 o ARV Wi 7R B 5 A 1 ~F 1 () [R5 g ARAE e =207 R 7 B
ARIETE IR T BN b o G wp BRSBTS 16 S 10 %9 [0 A0 %o ) 4k 5 4 BT e 1)
TREWn 2R Wik / e =0 8 “Z/E”

[0148]  7F—SUSLifi Jy R rb, A K I BT A FRAGMES I =0 3 — S A AL A AT AL B S 51
2 B E YL AE— DL P, AR BT A FF IRy I =W Jf i &
W& T E R A AL R, AR BT AFF I EEY JF =M JE et &5
A5 Hd— 2 ) AR — AN ST R, AR R T BT A Y I = g R s A
Y H 2 R BUIRR G AL D — AL T R, BT e & e 4 i el

[0149]  7F—SLSLifE )y b, AR B BT A 1 HOMEWS HF = M 2 5Lk AW AT LA LA B — %o
e S A A T 3 Xof PR S ) A ' ST AT AE o A — AN SR 7 S v, AR R I BT /A FF 1) IR Wy 1 = e
I B AR AL S AT R AL B T 5 H (entiomeric excess)EiE80% KR AFAE.
FE—ANSEHE T 2 b, AR B BT A HIME WS I = 3 S 2k 5L AL A AT S A A &
bl H 190 %6 B TE SRAFAE  AE— AN SEHE 7 S8, AR BH BT A FF I Ewy I = 3 — R Bk &
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PILL Xl e A A it & bR I 98 %6 BT SAFAE o £E— N SET T S, AR K I e 2 1 1
Wy I = I 50 B A A DA S AR A ok & T 43 bl R 99 %6 I T AR AFAE L AE— AN SE T
J7 5, AR BT FF Ry 3F =g U e A AR E 2 10% . 52025 % 2 /b
50% \ F/75% 52790 % L 52295 % | 5 /198 % 42 21399 % BT AA R 1K) ZEL F ) st ke S A A it
EHA LB AF.

[0150] o TSty ik e Al A % 1 &, AT LA AL T 28 0 (FE (1) ) 2Rt B e A AR E L AH
X T 50 W S R AR E 2 1 o e S ) Ak iok & 7 43 L

[0151] AfBRBH{EEIRIEET b= (Bl {E%SEX;}D% 2£1X(1)

[0152] A DLiE R 0 i RO € 3 (HPLC) AZE R L3R (NMR ) B A ] L Ath 38 16 05 v S )
SEEVHE2[H AT & o AE— B S 77 S8 v, XTI S A AA A 5 400 (1) 200 B2 P DA 60 ik e A AR E 1
E2AEXS T HAA R &, X 26 A4 5145 B A FE R = MR/ 3R ORI S S B A o
[0153]  fE-—SuspjifiJy Zerp, 3 (1) FUMEWY JF = I 28 2% B AL S W B H AN IR T-8Emy o
SR R E A (-1 F(1-18) , KB T R EAH .

[0154] A SCERARA G (1-1) B HOTX-015.0TX0158% Y803,

[0155] KA AKHAK RGNS
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[0156] \‘—-{

(1-5)

[0157]  FRA(LL)
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[0158]

[0159]

RACEE)

(1-7)
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(1-9)

(1-11)
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(1-13) (1-14)

o
O
Yl i
i it ot
M PN ,»"A\ww' i
i
v

(1-16)

[0160] o AN
iy f,w*‘\r . 1y i i
/ \ ) ,.. ’\ﬁﬂ .‘\/«*"\‘\}\E\x\#x
s s-:”ﬂ“\”fl\xﬁ ¢ il
)ﬁ“m\”
e
(1-17) (1-18)

e f*‘«\ =4 R . » N »
T Vod
SREN SRR

[0161]  7E—28szfifi )y S, 2R (1) Fron A ME Wy 3 = e 3 S Bt A a5 : (1) (S)-2-
[4-(4-FACIER) -2, 3, 9- = H J—6H-MEWy 5[ 3,2-F ][ 1,2,4]1 =M 9F-[4,3-al[1,4] ~ &~
B-6-3E | N-(4— 53 LB IE B K5 (1) (S)-{4-(3" —FAE R -4-3E)-2,3,9-
R -6H-WEWY E(3,2-F1[1,2,4] =M [4,3-a][1,4] IR 63 ) Z R F B (i)
(S)-12,3,9-=HH-4-(4-R R FH oK L ) -6H- Wy FF[3,2-11[1,2,4] =M3f [4,3-a]l1,
A] TR -6 ) LR LA (iv) (9)-(2,3,9- = R —4-[4- (3R B R 0 ) %
FE1-6H-MEWy IR[3,2-1-][1,2,4] =M I1[4,3-al[1,4] "R E-6-JE ) L TR 1.

[0162]  fE—SLsjfiJy &b, 3 (1) FroR (e Wy I =1 3 S8 s b ARG (S)-2-[4-
(4-GARREE)-2,3,9- = B —6H-ME Wy 3F[3,2-T1[ 1,2, -4 1 =M JF[4,3-al[1,4] “H A -
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64 ] -N-(4—F 08 L) 2 Wi iz

[0163]  TV. 5]

[0164] (1) Fron AL & WA 52 A6 4L & WO H) H R 4 24 A 4 7 T 2R IR H = 4 1 I
HME 5 A LS 25 W) AR MR R DA R B TR) AR SR A IR 70 R R 2 (1) R A P ) AR I A, B OO
5 LR LT KA PR P A S W AR R 77 2

[0165] 2 i, C& R INAT LA FHEA TR MR £ Ba - R TR A IR TP R - = R i S R R T
IR BE AL R Y (Eudragit RS, FHRohm2 &) il ) 453X (1) om0 AL A P ae B s 44 2
B, AT SR A AE R W18 Hh A S BT 25 W 2E 43 UA F T30 97 98 VW ios (A1 i 2 11 465 W ¢ A
S B ) 1 AR AR (20094F 1 H8 H 2 FF 1 38 [ & R H1 152009001 2064A1 ) o i it 22 4> 5L 58
(B FESNATS )  RILEL R PR S, 29V AE IR A8 AL IR A HL T 28 PRI A2 1K) ELREAE
FHEE FLHH 5 R e R P v B Oy B 2L

[0166]  BLAE, B AN R BUARYE 2 (1) IR i e wy 3 = W 3 5 R Ak & L mT 25 R i)
TR CBE K EW) T E) R A AR LA R R Ar 2= b i 20mT DAAS FE AT 245 ARG
SR W TR ] s ] A 3w, AT B 43R VAR AR 12 10 A R BE 8 (S 251 4 40 1 S i
JEW R AG IR , TG TT 28 TR v DA B FCAth 22 95 o A2 J00 R NS b B FEAE B , 5 2 RITRIE K
[ TR 97 RYE R I Eudrag it 447 HUA Sl 7 AH EL | B 1 28 ] 44 3 i B s ) IR
VIR

(01671 [ 4443 B A E AV TR 22 B 25001 1 AR ) F R ) — BB

[0168] A SCHr F , ARV “[ElM A BUIE” 45—k =, s 2 /D2RAFE R B
W A SRR B AR R K PR 20 CRR A = (1) ey I = e I B e 5 ) L T2
FE 73 WA B 201 HEAT , 7] BAIX 73 g 6 R AN [R] SRR fg [ A 73 B30 o T8 5 T A4 7 04 70 9 - e
FRARIL IR VR B [ VA A BB B MR T DA B &85 it A R 1 T s T U < b 4h , T A7 AE
— B  BIANAE R —RE 284 AT DUSURATAE , T — 2897 RL 7 IR U 8

[01691  7E—ANsEiti )y Zvb , AR HE 30 (1) (e my I =k 3f 2 2% si A S mT KLU &3 7
BT T AR () T o AE 55— AN 75 v, AR 3R (1) ey I =W g Uk b
Y] LA DL 45 i UKL TR 273 o A2 — SR 7 R, AR AT DL A 5 e 1 o £E 5 — N SE T T &
B AR R LR TR TR .

[0170]  FE—ASLiE)y B, AR BIFR At AL 5 [ AR - BUA ) 25 A& 4, Horb Bk [ 44
A3 HAA ER DL T A s AR A (1) Ry = e 3 — Gk s A BB TT 24 I £ A R
(BFERKEY) THBY) X S e b AR B A A2 R ARl B X LRI 2 I SR &) o £
— AT F, A2 I SRS Y B TR I A TR A 4 2 R B R s (P g e 1R i PR 4 P
14 R FABR B RHPMCAS ) o 7E — S22, 23 Bl ch ey 3 = e 3F S S A
B % 0 TR 2 R S 4 4 R IR R IS (HPMCAS) I B L N 1 38 L L AE— N SEilE  Bp, =/
— R EE W I = I AR B A A P ST A T AN A S WU A R AR S — AN SR T B
o, IRy e R AR B A 8 S o BT A [ A o A AR S T
PR BRI 55— RN B R T (Te) oAE—SBSL i J7 22, B Tg£E130°C 2
140°C 2 [i) H B o AE HAB I AL SEJE 7 S0P, B — 1 TeAE 29135 °C i Bl o £E — LEIX AR B SEJE T
F, BARBUAEA0°C AHREE TS % (RGN 288 /0 1 HoAE—BsKiti )y =, £

37



CON 105960239 A w Bg B 34/55 7

[i5] 4 73 RO IR X B 2ok R AT ST I S8 b, R EAEAE S 451020 (1) s ) ey 3f =k 3F —
RS AWA RIS AR BN BN S, A BT RIREL21°20F , 1F
T 5E % (amorphous halo) EANFEAE S &5 8103 (1) Fron (OMEN) JF = e 9f ks b
WA RTS8 o AE— e S 7 Ze Hp , T PR 2 TR ik FR R 4 4 2 R B0 R I (HPMCAS) o] A4 - L
9% 3 /11 % B8 FAEE I MZ% (B4, 7250k 428 A 5um A HPMCAS (B, HPMCAS-MF , 4183 2% )
B S 2R A% 9 Lmm - HPMCAS (B, HPMCAS-MG , ik 2% ) ) s HAT 12% 2. k5L /6 %6 B8 FFE L (T HEK
(5t , P 3k 42 9 5um T HPMCAS (B, HPMCAS-HF , 41 4% ) BT Y5967 4% 9 Lmm K HPMCAS (HPT,
HPMCAS-HG , ki 4 ) ) 5 LA M2 B A58 % 2. Wk 3/ 15 % B8 BB JL (1K) L2 (45 2, “F- 15 %0 42 A 5 um )
HPMCAS (R, HPMCAS—LEF , 145 2% ) 5 - 510745 4 Lmm (T HPMCAS (R, HPMCAS-LG , ki %) )
[0171]  fE— AT B, AR R T — P a G, a5 () FrRigEey 3 =
e SR R B A A R T 2 A £h VA L CAE K A1) I BEA o ik S AR A | S A
A BLR] Az ZR AR e AR ] 245 I SR A1 v 1) 144 73 A o 76— AN St 7 22, AT 245 FHIG 2R
BWRE AT BB (AR N TR GEBAEPVP) o £ — AN SEHE T R, 43 HUA Fh Ry 5 =k I
TRAENASYEPYPRIEE N 3E L 1AL R, BB Ry I =
TRIR AL A A ST A BT A B AR A U R AR S AN S T R, Ry R e R
BB A Y38 S A BT AN AR Bt b o AE — S st Ty 2, [ AR B R TR o
— Py R B AR T (Tg) o fE— LU 7 S, BB — [ TgfE175°C R 185 C 2 [A] L.
78 HAd I RE R SETf g R, B — [ T AEZ)179°C IR o 77— BL X RE SE ity 22 vp , [ 44 43 B
EAEA0°C AHXT IR AT % IR~ 22 2 /01 H AR — 285 7 &b, 76 [ 44 4 SUA [ X
S A RATHHE Zrh, AR EAEAES S0 (1) Fros i Emy 3 =M — B s &Y
AR L AR EN TS, “BEAR LA ZIBAELN21° 20 £ LB %
(amorphous halo) FAAZAE 548 & 12 (1) Bt BEm; Jf =M Jf 5 2% L & 0 R4
SR AE—SE S 77 b, B LA s BE BRI 4 F = T o 22, 500(Kollidon ®12PF, B3
SFEAE2,00043,000217]) . £19,000(Kollidon® 1 7PF, ) FEFE7,000E 11,0002
[1]).£125,000(Kollidon® 25, ¥4+ &/E28,000%34,0002 /) £150,000(
Kollidon®30, %4 FE1E44,000% 54,0002 [8) ) F1£11,250,000 (Kollidon® 905L
Kollidon®90F, 34> &1/E1,000,000421,500, 0002 [[])

[0172]  fE—ASLi ) B, AR R AR A Wa-S e R0 R (1) BT ey 5+
T AR R AL A B T 2 I R T I (R K A ) S B R R R A
PR R ] A7 2= R0 B 205 7 25 IR 585 WD T 44 7 8 o 72— AN S8 T b, AT 25 I 2R
EVNNEEER IR AR AR IR /£ — S5 7 2, 2N (1) Pros 18wy IF =M JF — 2
A SRR AT P AR BRI E L N3 L A E T R, B b
R MRy S =R I A A R AL A Y ST BT AN [ A S A A S — AN S &
Hh, BEY I = R AL A ST BT A [ A A T AR S s T
P BRI B — 3 U B B S AR IR (Tg) AE—BESL i T R, B — I T £130C &
140°C 2 TR tH IR o A8 HARX AR ) SE i 7 28 TP, B8 — [ TeAE 29135 °C th B, o 75— L2 0 ¢ () SE Tt 77
ZEh FR S HUALE40°C AHXHR R NTE % IR T 2 ik 2 /014 H AR — 5L )y h , 78
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[#] 4 73 AR I XS B R AT ST v, R A AE 5 4 d 20 (L) From (1 e wy I = e g —
B2 S AW RMATS & AR B BN S , A LA RIREL21°20F , 4F
T EARAEAE S 45 a0 (1) s ey 3 = JE R S b AW E RN RTE R
[0173]  fE—AsEii s b, KR WM AW E & R m () Fros il s vy f
M T A A A B T 2 A VA AR (B RE K A S TEBE S X S AA A L S
PR R F A7 25 A e B 205 1 25 I 5B W 0 T A4 o Bk  7E— AN St b, nT 29 R 2R
BWNE GG BERR o /E— AN SR T 2, (1) FroR (WY I =M 9f M R e 55
RGO e E R RN 3F L L AE— DR R, B — ey I =3
B AW ST BT B A R S B A 5B — NSy R, RS S = g A
B AW IE ST BT A [ AR A R AR S T P AR AR 45
MBI AR IR T (Tg) AE—EESLHf T B, 35— (K TgfE175°C 2 £185°C  [A] H i o 7F H:
XL SETE T S, B[ TeELI179°C T IR o 7F— BL IR AL () St Ty 2 v, [ 4 7 Bl
TEA0°C AR ENT5 % PR T 288 2 /DI H AR SesZif 7y & vh , 78 18] 44 43 Bl (1) X B
e R RATET R S, AR EARTEAE S SR (1) B isemy 3 =)k K s A s
KRITHZHIARRENENM S, AR LAGFE RIEEL21°20F , L E & L AF
72545 13 () Fros (e I =3 8 B AL S W R IATET k.

[0174]  fE—Asii s b, KR I ZWMA S E &5 SRR (D) FoR e JF =
W G A E A B B L T 24 A 2 VA L CRLFE K A T A o ik S AL A L A
B A A7 2= AR 10T 35 T 25 R SR A B AR 4 B o AE— AN SE 7 2, AT 2 R &
VT PR T 5 FR R AR 4 Z R IR I o A8 — NS 7 S b, 20 (1) B IR MR W 9 =k 3 — 40
I BN AN ST R P TR 2 TP AT 4 R BRI BRI B N1 3F L1 1,

[0175]  fE—Asgifi s &b, KR I ZMA AW E &8 &R0 R (D) B e F =
W I A 2k B AL A B R 2 F G BE AT (R K B9 T FEA e S R A | S
B R A7 2 A 0% 35 T 25 I SR A R I 4 3 B0  7E— AN SEte 7y 2, T2 R A
Y NEE CARTER e o 7E— A S22 b, 2R (1) P e my 1 =8 3F R At A 5 5%
Jy 1S e =5 S I ERE VR I

[0176]  fE—HLSLjifa 7 S , Ik B 55 T4 ke il &0 5 W 4 4 BUA R 29 &40 -

[0177]  AE— ALy b, AR B 25 44 W0, 385 2 11 10 1 44 o B, i [ 4 4y
B EH DA TR 30 (1) B IR R Wy I = I — R0 7% e A S ak HL mT 2 FH I 26 VA L)
(CELFEKEH) THBED R A L SRR BRI, R ARt B2, fml 2 SR &9 fE—
SEE T S, T 2 P R A W N BE RS T 2 T SR A 2 R BRI RS AR — SR B LA
Y (1) SEEIRIE TR S A 4 2 PEHIR RN EEW N1 38 1 e £, 20
— PRy = I AR B AL A ST BT B A A S U A AT B — AN &
Hh Iy I = I SRR B A A D SR A BT A R o A T A — s T R
W BRI B — 45 A B AL B AR R T (Tg) AR — BB ST 7 rh, B — [ T E130°C &
140°C 2 TR tH IR o A8 HARX AR (1) SE i 7 28 TP, 88— () TeAE 2135 °C th Bl o 75— LL 0 ¢ (1) SE Tt 77
o [ R BUARTEA0C VA IR ERTH % RS T 5288 22 /D 1A H A — 285l )y R, 7
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[#] 4 73 AR I XS B R AT ST v, R A AE 5 4 d 20 (L) From (1 e wy I = e g —
Bk FHAAVE RN E A PIEN BN S , A LA I EL21°20F , 7E
T EARLEAE S 450 (1) B ey 3 = 3E R b AW E RN RTH R
[0178]  AE— Sy b , AR B 250 4 A W0 3 s 55 15 1 [l A o 3, iz [ 4 4y
A R DA R I = 38 (1) BT s RO My 3 =1 3 — 0 28 B AL A M s L 7T 2 FHT A 26 9 AL
(ELFEK B WD) S THFEDD %o e A A4 | S AR B (R A 2R b JE s mT 25 I SR B o AE—
SCiE 7 e, T2 R SR A YRR RS e o AE— AT B AL AW (D 5 R 2
LG R BB N1 3E L 1A — DL R, /0 — 3wy 3 =M 9F | ek
E W) EI A BT A AR S U AT B AN e R O SR R s A
¥y ST 4 BT B (] A 3 M o o AR — e S 5 e, A B R T A — ) e 3
WA (Tg) o AE— BT T S, B -— [ Tg/E 175 °C 22185°C 2 [A] HH I o 7E HARIX AL 1)
SEHETT R, B TefEL179°CH B o AE— ELIX FER ST T R, [EAAR 2 BUATE40°C AT
WIENTS BRI N85 2 /1A H A s T b, 78 [8 4 23 SO (1) X B 20Ky R T 5
B, AR EARSEAE 545 S () IR eV I =1 9E R AL A WA RRIATH 2
SUAHIEM BRI S, “BAR LAFE RG220 L L E K= EAFAEE R
(1) Fron fRBES 3 =5 R 2 B A A0 S HIAT T 46

[01791  AE—AsEii )y b, AR B 250 4 & W0, 565 55 11 11 [ 44 o B, i [ 4 4y
B PR T s e R 2R (1) B (1 ey o =M 3 a7 s Ak S s mT 25 F G 26 W 7
FI) (FE KA ) THBER) Wi A SR AR BRI R bR id e Al 25 - R A4
TE—ANSEH 7 b, i 25 I 5 A W0 N B IR 4 TR 2 R 4 2 R BRI RIS o A8 — NSt 7 &
o, 2R (1) B BOMBENY 3 = 3F S 2 S AL A W S S R 2 TR 22 PR 2R 4 4 R BRI R R L &
P38 L FE— NSy R, 55/ —FR 4 Ry =M I — S B AL A 3 ST 4 B
TR AR A FE S — AN SEE T b, BEY I IR R RS AL AW S A T
HEA [ 4 UM o AE — B S 7 e [ A A B R I S R — 3 1 B ER A A R
(Tg) AE—H8sZjifi Jy Rrh , B — (K TgFE130°C B 140°C 2 7] B I AE — B X RERY S it =,
[ 44 73 B AE 40 °C AN IR E N TH % IR B N 888 2 /D 1A A AR H AR R SLi 77 &,
B TgfEZI135°C I o /£ — LS 77 G, 7E [N - B [ XS 2ok R AT i B e, AR
BRSSO BRI BEWY 3 =3 R S AL A WA IS AT 2k . kA HRE
BME , AR DA RIREL21° 20 /LR E & LA S S () By
WEIy I =M IE A B A A R IIATET 2R

[0180]  fE— sy b, AR B 25 4 & W0 1, 305 35 11 11 [ 4 o B, i [ 4 4y
HOA DR T s TE 8 TR 2 (L) B (R e Wy =i 3 — 207 e (b S B v 2 FH I 26 7
FI) CFEKE YD) TH e Wi b . AR BRI R br i XAl 2 I R A4
E—ANLE T e, Al 25 R R AN G el o 72— AN 29, (D) B i)
MEWY I IR I R SR A S R RS B RO 38 L AR AN S T B
i, B /b — F RNy I S AR B AL A I ST A BT B A AR A AR A
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ST e, EWY IF =R I R 2 B AL S 3 S A BT BN [ A 4 Bk L A e S
J7 e AR A BB R I HH B — 35 U B A AR S (Tg) o fE— BB S 7 R, B — 1 Tg
FE1T5°CH185°C 2 (A IR o 7E HA X AL S 7 S8 v, B — (W T EZY179°C I o /E— 183X
FER S 7 S, [ A4 7 AR AEA0 C XTI RTH % IR EE N 8 20 I H AR — 25k
Ji 7 ZE R, AE [ 44 43 SO IR X 2ok RAT T R 2, AR BEANAEAE 5 45 S i 20 (1) s 1 g
Wy I =M I R AL A R AT 2 B B I B T S, A AT R AR
2121°20°F , 7E L% EARFAE S SR (D) o i memy 7 = F R & A %
RIRTET 42 o

[0181]  AE— Sl Jy Rrh , A K B 25 2404 W0 00, 35 05 25 15 110 [l 4k o B, i [ 4 4y
B LR T - 45 R a0 2 () B (e Wy = 3 — R e fb A ek L AT 24 AR 6
AP CBFGK G T REYD il A A L S AR B[R] A7 R A e U T 25 R 3 &
M) AE— AT R, n] 25 F SR B M IR TR 2 PR R A 4 2 RN I o AE— NS
2, IO s IEEYy 3 = I R 2 S AL AW 5B IR 4 T 3k PP L 4P 4k R BRI S 11 =
S IEREI R

[0182]  fE— sy b, AR B 25 24 & W0, 585 35 11 11 [ 4 o B, i [ 4 43
BAAA E LR TR 45 88 a0 5 (L) B (R ey 5 = e 3 4 2 e Ak A s L AT 24 R 26
TEFE ) CBFEKEYD) T FEYD N il A A | S fa AR B[R] A7 R AR e B U T 25 I R &
W) o 45— ANSEHE T R, T 25 IR AN TR IR e B o /£ — AN s g b, (D) B
(KyEmy = eI S B A AW 5 R LR BB ) b 13 L

[0183]  fE— LI SEitE Ty b, AR IRML T —FhZg M -&1), HA S AR 8, 1%
[l 4% 73 i pA B DA T TR : 2-[(6S) -4 (4- AR KR ) -2, 3, 9- = FF -6 H- Wy 3 [ 3, 2-F ][ 1,
2,41= M [4,3-a][1,4] =R H-6-5]-N-(4- 20 2B — K E (LA (1-1))
B2 R L A A CFE KA I FERD R e A L SR A B R A7 R b T X
DA 2 R AY, b Frid b A (- -

[0184]

(1-1)

[0185]  FE—ANSLiifi )y S+, T2 FHIN SR AW NHPMCAS o 75— N SR 7 b, o Uk P AL A
Yy (1-1) AIHPMCASHI B & HE N1 : 38 11 Lo AE— DR TT Z, /Db — o3 MR Wy F = 3 — 5
2k B AL AW B ST o BT B A TR S AR A S — AN SRR R R IR = A
AL E A ST A BT A [ A o B A R A AN S T T T AR O A S 8 55 TR
FE— RS 77 Z2 b, ] 44 3 O R I HH R — 5 s ) BB AL G AR TR 2 (Tg) o AE— BB S T 52
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H, B Tg£E130°C 22140 °C Z [8) W o 78 HAR IX R Y SE it 7 b, 35— T /E ) 135°C
o 7E— BB IR BE I S 7 b, [ AR 2 BUAAE40°C HIXHE T NTH % IR N 2% £ /D14
H o AE— S5 7 S, LR B4 2 B B XS 2ok RATHS B R, A EAEAE S 45 15X
(1) B~ EWS 3 = I R i A B W SHIAT BT 2R B A RS I BT &, “FE A A
FPAE” RFRAEL121° 20 R, AE T 8 T B ANAFAE 5 465 i (R ey 3 = e 3 25t &9 (1-
DA RIIRTHER

[0186]  7E S\ —AsLifi 5 b, Frid ZgM A &8 S &9 (1-1) BT 25 R & A L
Y CBFERA D) T FEW) 0TI SRk | S AR B R A7 AR e X A R T 25 SR 5010
[l 4 3 A o 7E— AN ST R, nI 2 B R AW APVP AE— S T b, U A
M (1-1) FPVPRE ELL N1 : 381 1 AE— ST Brp, 20— MEmy F =k JF — 54
EE AL A ST A BT A [ A A A o B S — AN SR T Fe v, MR I e g AR e
1B P35 ST o BT A [ A o i o o A — AN SEE T S [ A o BSOS A2 15 25 TR ) o 7
—BE St 7 ZE [ AR 43 B R B B — 5 A IR B B AL i I R (Tg) o fE— LR S Ty
Ep L R —Te/E175° C R 185 C L M . AE HARIX L SL i 77 e rp , R — W TgfEL1179°C
B 76— B RE Y SE R T S, [BAR 2 BUARTE40°C AN JENTS % RS T 85 2 /01
A H A B S T G, 78 AR SO R XS 20k R AT ST &b, SRR EAEAE S 45801
(D) s pIvEmy 7 = JE 508 S EMA RIIATH & A HER BEMm S, A L
AL SRIRAELI21° 20 T B 5 AN A7 A0 15 45 il () VBB 0y 7 = e 3 2% 5k &0
(I-1) A RMTE 26

[0187]  ZE—AsEifr &, A K B I 254 & a8 T8 2 T A K ey I = e 9 — 4 24
BEALAY(1-1) BRI AT 25 FI R 3 AT (R G4 « T BE S ke 3 fg A L SR R A B ]
frabric ezl A AT 2 - R B o A — AN SE 7 2, 7T 25 I 56 A W) W HPMCAS o £E —
ANSZHETT R, A B LA (1-1) SHPMCASHI B B EE N 1: 3% 11 1 AE— Ly &,
b —F Ry I e I IR S A A R ST BT AN AR S A o A S — A S it
J7 22 BEWY I = IE TR Z S AN A 1 A A BT AN [ A B T AR AN S T R
w3 B A58 25 I ) o 7 — SE St 7 R, [ 4 3 A R B B — P s I B R L e
AFIE R (Tg) AE— B8 SE i 5 &rpr, B— [ TeAE130°C 3 140 °C 2 7] H FH o 48 HoAth 3% R ) S it /7
Zrp B TerE 2135 C HII o 7E — LR BE S 5 S8 P, WA - U 7E40 °C A N
T % IEE T B 2 /D 1A H AR — STty S, 78 [ 44 73 BUR I XS 2o b RT3 B %2
FR EAFASE G (D) FroR RMELy 3 = a8 A i B <RI AT ST 26 . A R
BT S, G AR BIRAELI21° 20 AT E % L ATEAE S 45 ey IF =
e R R E T (L-1) AR IIATST 2R

[0188]  ZE— ALy &, A K B 254 &Y a8 T 2 TR R e my I = e 3 — (2
B A (1-1) B AT 24 FI 36 ST AL R K A 00) S TH BEND o e S A A | S ) Ak i [
g bRt X5 ] 25 586 R [BE 4 8tk AE— AL b, rT 2 IR 5N
PVP FE— N SEit 7 e, s e & (1-1) SPVPRI E S N1 38 1 1 AE— A SETE Ty
R, B ARy I = R R LAY 5 BT AN R A AR R AR S —
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AN e, R I =M I U BT AL A 3 S M A T A [ A 4 A v AE A S
it 77 ZE R [ A4 3 UM R B 55 IR o 78— BB S G ] 4 20 U R TN L B — 35 s ) 38
TG AT B (Tg) o fE—SESL i T R P , B[ Tg#E 175 C A2 185°C ] Hh 3. o 75 HAhIX A1
SEE T R, B[ TefE£1189°C B o 7F — ELiX BRI STt 7 2, [l 44 2 UK TE40°C  AH X
M SENTH % PR T N F s /01 H AE— S8 s Jy b, 78 [ 4 23 BOMR (1) X5 280k R A B
g, A EARTEAE S 450 R () s FIWENS 3F =M 5F 5 2% B AL A WA SR IAT ST &
SEAHE BT S , AR LA RIRAEL21° 20 7L T E 2 b AAFAE 15 45 1) B8
Wy 3 =M It AIRELAL A (1-1) B RN AT 2R

[0189]  7E—ANSZiiy &&rp , Ak I 254 A ML & 5 S 2 I ey 7 = I — ek B
AP (1-1) BT 24 I & V8 e (LS KA ) I e 5 B S A 4 L SR A A B8 ) 4o
FAr it 50 24 A R A YR BAR 5 BUE AL — AL B, n B EAY N
HPMCAS o £ —ANSEHE 7 R, A AL &7 (1-1) 5HPMCASHI EE &= LE M1 :3& 1 1 fE—
S 7 S A4 B SR B 5 TR

[0190] fE—ASZitiy B, AR BIZMAA A& &5 SR R semy JF =1 Jf e
AP (1-1) BT 24 I 3 V8 A (LS KB ) I e 5o B S A 4 L SR A A B8 ) 4o
Fhr o S A 2 R AR E AR 2 B A — AN ST R, AT 2 R S NPVP.,
FE—ANSERET T, A AL A (1-1) S5PVPRI E S N1 : 3 1 1 —NSEE T &,
] 425 4 B A VBT 25 TR Y

[0191] 28 [ it F A BH BT 3k 149 [T 4 3 SO ), JFE SR T HH 4 S A 1) ) 2 I o 4 7E B A B
NP FR AR ) P X6 H e FH A 5 Bk ] 4% 43~ B s 1) A R e o ) 9 B AR AN PR T —
B B KT AR R B o AR R BH I [T 4 o A ] DL AL 5 20 (1) BT s i E Wy 5 =1k
I AL A Y R A YL BRI [ R Bk o AE — RS S, [ AR B A T
PR (1) FIoR K Ry = 3 50 2% B AL A MR USCON IEL 3 R, 73X A2 AN AT A S 3t (A
K (D) s ey 5 = 9F R A5 3 IR A 3RS, 1 2 R (D) Br
TN FRIBEY - = 5 R B A AW Z YDA AKORD K 22 BOK PR A J5 v 0 v A mT 22 ANt o
DA T 22 Pl A A /B 4 oA F 72 o 0 85 (1) T 7 F BB W7y 5 = 5 — 0 B A A W s o T
Wy I = I SR B AL A (1= 1) I AR R FH o A P B 20 AT DA A oK R sl A 2ok
BT .

[0192] AT DA JE Rk v 5 AH 6 T RS A4 bk (X ) PR ) 1) 9 AR bk (Yl ) , 2236105 (1) Bip s 1) TR 1y
I = I R A AL A B R I =R T U A A (1-1) [ ML B R L A
1M 3R15 28T A (AUCE, B IS AR R0 FH B SR i, 1 i [l 4 - iR R i =X (D) B
IRy 3 = 3 5 2k EEAL A B R I e g A B AL A (1-1) IAUCHE 5554
WIERIANEE R AN S S (D) FToREIEENY 3 =I5 58 2% e AL A B, i Ve [ ey
H =M R A (1-1) FIAUCTH L 5% o E — B8 SEHE 7 = b, 240 Fridk [ 44 4 ik &
it FF 25 0, 22 8 A 2 S5 A4 11 il 2% N T AR CAUC) (B )+ El 3 bk it P 45 A0 1 ot BB ZEL 45 0 1)
FIRAUCIE I 2 /00, 445 .0.56%.0.66%5.0. 8f% . 1. 0%, Horh plrid xf B4 &8 &5 B 10 45
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2 () BT sy 3 =13 R LA

[0193] AT DA i AR FUL S PR 155 R By B 558 140 pHARL 6 A< 1 I3 ke I & A2 4 01 FH JE o mT BLad i DA
TINEBATINE 301 BRI MEWY I =M ) — 4% 50 A B se s 9F = 9F — R x
A (1-1) B [ AR - SR B R AEpHA L O Z 2. 02 [A) (R ZK PEAA AR IR A b, B i ) e
AR A BT pHAEL I 7 5. 087 . 00 AT RAAE pHARL Y 5 J5 I e A 24 /NI HR A AT s (7] >k
& T LI 20 (1) Fros (R VR Wy I = Wk I — 20 R 25 AL B B /8 T E Wy I =M I — 5 7%
LA (L) BRI AR — 5Ll )7 P, 7EpHE A5 . 0 7. 0 Z [E] R 7K PR A A Ut A o
W, SAEE RGN G I (1) B e my I =i Jf — 5 A A VDB 45 0 (1) ey
H =M R A A (L-1) R BEAHEL , TR - s e 2 T X (1) B ey 9 =
M I A R B AL A B T S TR Ry JE =M IR R R B A (- D) KR S = 2 /b5
% FE D6 B ADTRE D8 B DIBELE B 1045,

[0194]  7F HAh (i se i 7 b, ZEpHE N L. 0 & 2. O /K AR A IR A b, EAR SRS
PR & it 12 (1) B i WEwy 3F =P 9F — 2008 sl (b AR BE AL | [E44 o ik v e T
(X (1) BT ey 3+ = 3 — S8 Z B AL AW BT 58 FE ey 3 = 3 M stk A (1-
DR EREZED40% ED50%E060%  FED70% FE /D80 % o 7F— LLIX FE SL it 7 &
Hh [ A 3 AR T 2R B 0 W HPMCAS o 7E — BRI R (1) S it 7 28 7P, [ 4473 B 1 58 5 0 PVP
[0195]  £F HA R SKt 77 S , B [ 44 43 i v 1 06 s TR 09 20 (1) B /s ) R Wy FF = 1 5
TS ST E T E RN R S R S A (1-1) BRI R (1) B
WEIY S = 3 S 2 Ak A R TT 2 RTS8 P 1 A 43 st o £ 3R (1) B (R ey 9 =
W I A B I IR P A 040 % B /D50 % L B E 60% VB AT0% L B 80 % , M
Hh BT ] 24 D S A ide B DL TR W R AL R 2L PR - 5 TR R B L A 4 AR TR R R IR R TR A
P& ¢ B — R TR A R R 5 — = R iz ¢ 5 R R TR 0 T TR A S SR, JH w5 o A 4 A
B AEPHE L. 0222 OB 7K AR AR IS 5T P o £E — X R SRt 7 S8, [ 43 B4 1)
AV HPMCAS o 7 —LE XX FE I STt 75 S8 , [ 4 HOA K 58 A 1) RPVP.

[0196]  fE—LLsijifa Jy e rf , 78— 8 (IR B AR BT 22 5 — BT [A) ), AR % BH BT ik (4 [
Mo B AR R I H R (1) s 19 MRy I =0k 50 2R 25 AL A Bl ey I = e I R
FEALAY (- RS SR A £, e (1) BroR i ey 3 =
I B AL A B I = R R R A (- D R R E S R R E B D
90% . /091% FE092% . F/093% F94% . F95% . F 96 % . F 097 % . F /098%
FZ99% o

[0197]  v.5I%:

[0198]  mJ LA A T4 i BH 1) [l A4 o0 54 1) e 1 ) 2R B B AEAN B T B L 77 /N Y A 7]
R EE R (beadlet) AL /INTRE (granule) JRiFf| (granulate ) Ay K . AT BAfE A6 1 i
BARRAESEI A A G AR VAR EAR T AR F R LR 4R FR T 5%
LA 4k 2 (HPMC) (FR TR L FE L 4R 4 20 AR K RIS W R L TR M IR AL SR ) BB IR 2 T
SRR A Y X PR HABR I (HPMCAS) o /£ — B85 77 S8, AR AE S EE 20 A, 49, A2 [R] — 6
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AR R B A DR Dy I =M IR AR B ) S8 A ] DLRRRAF AR, 1T — 28 4 I L 4 FIE R
AT AR

[0199]  7E—Esjii /7 S, A% BH A 1] 4% 43 Ho A ] AT il je v 7] 28 7 B 3 o AE — s
it 77 v, A R B 1 ] A 43 E A T DATRE il R/ B R FIER BN T (pour—into—mouth) /)
VR B 43 (consti tution) [ 1 AN R o 78— B8 ST Ty S, A R B IR [ 4 o g 5 4L
b 0 IR 71 (43 B, 400 1) B 465 ot /D D SR A S R B B ) AL I a0 BT B R R R )
Hh, AT B A B R RS 1 227 1l ) o 78— SE Sit J7 Zerh , AR JR B D ] 4k o3 0 T BATRE 1l FH T L
BHATT o

[0200]  YE—ANSZiy =9, A K B 2 A s e il BT D IRGG 2 A8 — N SEHE T &
H, BT I 294 A 085 IR AR A B FIidk 1 22 A St 77 28 A T 44 o3 i , oA 5 - 20 (1)
BN ey JF =M I 38 2% Bk &0 B AT 26 F I 6 WV e P (L5 K &) T e
XTI S A A | SRR BRI R AR IR B DA R A EUE A — AL T P TR
WA A8, — P 22 PR N FA) , 48] 4 35 A 751 S 7R B ) R 5 R AR

[0201]  FH-F ik (K0 2900 20L& W SCAA 38 4 7T 24 FH IV T 70 RN mT 24 R T BbA s 790 ) sz 4514,
FRAHANIR F B A AR S RERREE Ve Ry I8 A =B IR 45 1l AR R 5 Al R PR A L R IR TR
B IR EE VAN R O T O AR 4R H i T R B TR R S B R
e g 2 e B RO R R G & 5 R

[0202]  FH-F ik I 254 20 & W 140 6 38 1 T 24 FH D R 45 7R ) SE A RS PR T e b  4F
Y2 Ty FLRTAE W, 9 TV A 4 25 (B AIAVICELPH, 18 [AFMC/A &) ) VR TR LA 4 25 L 12 2, B4
o 2 RN TR ik B L 41 4 2K (HPMC, B SiNMETHOCEL , 3 [ Dow  Chemical 22 7)) ; BEME A7 ek . &
KBEHR s Z R e

[0203]  HH-TFrid () 252 A 4 3 1 v 24 PR SRR AT 25 RO FRE 7RI sE o iR
ANBR T« 5 SR A 2 T PR P A 0 A 80 0 45 5 R S RN T L LR L H R R AR 4
2 (MCC) R AR AR 4 25 LI AR L FEHE A A

[0204]  {E—SCspjfi iy Erp , fERTIR 2 A A b WL AT LR 1E 2 T — R shse . 1
W, SERLBSORS 25 751034 ] LA Ay R 7]  Bhmt 7] ok B 700 S v 7 B R R S

[0205]  fE—sbsjfi )y Rrh , A K B 250240 & M0 ml LB A5 A n ) s BB , Bl i A Ak
FICHI I HTIR M FR A A ER B T AL FR 5T & Tk (BHA) . T b B L 2K (BHT) a2 B W
PR IR ERE SR B A M) B 7)Ao 750 (A B TR — 1R ) F /5B FEg 7l
[0206]  J8H , A EHI 23 W 20 A4 mT DATRC Ml B A AFT 43 PO ] 44 77 B o 7 — S8 STt 7 &R
AR BRI [l A - SRR VR B A B A R B 8 R R BB R B 2 IOk 2 4 (4 T/ N
BRI BB R, L T4 2.

[0207]  HE— NSy b, Z9 W2 S 0 & - AR U AR R W T 3 19 3 4k 43 AR 1) 2 A 52 e
J7 S0 2 (1) R (K my I = e JF 50 % B8 b A5 PRI R ¥4 TR0 5k P DR 4 4 R IR 1 R T
(HPMCAS ) F [F] 44 43 B0 , 1o v BT i E Wy 3 =8 I — 580 2% B A0 & W 7E [ 44 o ik b 2 T
TEIT, I ELEEW; I =Mk Jf 5% S AW S BRI A L FF SE 4T 4E 2 3R HIER TS (HPMCAS) (¥
HHON1:381:1:45H &% B50HE &% I K EW 35 & % 40 8 % (1) 7l 4 4k
FHAER % ROERE X NN AL RW;0.8EE % 21 .55 & % Bk 4 ALkE s A
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0.8EE% £ 1.5 = % M RIREE.

[0208] VI.F|&E:

[0209]  FE—/SEHE T b, AR WAL 1 n] ARG il A AT 5 3 ) o] 48 570 B () 25 0 A
Mo AE—/NSEHETT S, MR M AR BRI 29 A1 A 8 5 AR R B R X (1) Bl s iR MR Wy - = e
F B EALE W 2 P ST R ) —ME B, o Bl (1) B (1) ey FF =k 5
TR FIE AL 10mg B L) 100mg o 7 —ADSEHE S R, AR AR AMAEME T AR
BT IR 2 (1) s (R My I =M I S 2R K 2 P it 75 S b 16— P 2, b Bk 0
(L) PR Ry 3 =1 3 — 580 24 55 0 A B3 1 Bl A0 R AR 2 R 41 - 29 10mg £ £7100mg £
10mg %= 2790mg . £ 10mg £ £)80mg « £J10mg 2 Z170mg « £ 1 Omg & £160mg - £ 10mg &= £50mg . £J
10mg &= £740mg - £710mg &= £ 30mg F1 £ 10mg 22 £ 20mg . /£ — 3Lt 7 7, A K I e &
WAL & A R B TR 5 (1) BITos (OB Y 3 =M 3 S 2R B 10 2 P szt 7 b i — Fhai 2 i,
Horp B s (1) Bros i ey I =1 JF — 5 24 S K 7 =% H B £010mg . 4150mg « £ 75mg « £
100mgH4 I o

[0210]  7E-—EsLja Ty R, AR BH I T3 V20 4 1) A 75 2 00 52 63 it FH 48 R B Fnidk 22 Bh sk
Jiti s b — AR 2 R () Bros e 3F =M 5F R e, R Bk 1 i R &4
I : Z)1mg . 2)2mg . 292 . 5mg  Z)3mg . Z)4mg . £)5mg 2] 7. 5mg  Z)10mg . £]15mg « £)20mg « £
25mg + £130mg « £ 35mg . £]40mg « £J45mg « £)50mg . £155mg « £]60mg . £]65mg + £ 70mg . £) 75mg « Z]
80mg  £185mg -~ £190mg « £195mg - £100mg  £]1 10mg £120mg - £1130mg + £1140mg F1%]150mg ;
A% BL R B A B IR BN R IR R R — IR VEEI R — IR VR =R IR
BB — R — IR R — IR EERPIIR VBER IR BER VU IR VEER TR AR 13— N SETTT S
AR AT ) E BN Y AT A SE S DB T

[0211]  FE—SEsLjii 77 S, AR BB 7 VA 4 1) A 7 2200 32 635 it O B B DL R AL &9
AE) PG AL v PRIy I = 0 R BE A A (1-1) . (1-2) L (1-3) . (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) . (117 ) I
(1-18) 5 Fr ik MR Wy 3 =R 5 580 % B (1) it F 770 203k B BH DA R 7 E A I 4 < 20 Img 29 2mg
#)2.5mg. %)3mg . ZJ4mg . £)5mg £ 7 . 5mg . £ 10mg « £ 15mg  £)20mg . £)25mg « £ 30mg + £ 35mg
£]40mg « Z145mg « #150mg « £155mg « £160mg . £]65mg . £ 70 mg. £ 75mg« £)80mg « Z]85mg ]
90mg . £]95mg « £]100mg + £ 1 10mg £ 120mg « £J130mg « £ 140mg M1 £ 150mg ; F ) A% H B DA
HA A AR IR AN KR IR B TLR IR VBIR — IR B =R IR VBB — R — IR B
R IREERPIR R = IR VEER VY IR BA S B R TR o 72 5 — SR 7 b AT RN 7 &
BRI AT DA SE BH s/ D ERE TN

[0212]  R4BEFFEHIVGEYT B B BITE BRIk A A A A B H 45 251 5K o fE— MK
7 =, A 75 E N2 AT L 2 D RS R R H A LR R B o AR — AN SR T R
WA BRI E AT L2 DR H IR H 201 A AN AE— AR R, A TR
(1) 523 35 AT LA 22 /D4 JE e FHAZ R Y, I HLRZ 500 8L 5 RlopE S B0 R0/ BRASSE I ) & o 72— A58
7 2, A T B 52 P DA JE e PR 2, RERE 3R AN/ B JE 6 ki FH o £ — N SE it
77 EH G T E SR E T DUVRERE LR SRR3R VERRR VRED R S RE6 R RN /B B DA 4 77 = e FH
I o AE— N SER T S A 75 B 32 P DL AR FZA AL R 24 B2 A S5 40 1 &
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BAEEHIE

[0213] ] LAAE FHI451) 4 v 0 AR S B 2 v G 790 2 (A0 G e S v ) s /N 7 L B Tl
TR ALF S AN RL A B A o 538 B AR ] LB AR E AR TR —H IR AR 4R
PR R 2 2 (HPMC) 2 R i R R A 24 3R 4008 — R IR IR IR P R UM IR AL 2R ) B IR 4
PR 2 R R A 21 2R R AR IS (HPMCAS)

[0214] VII.T.Z:

[0215] A% B I 20 FF (¥R Wy I =8 3 — 2 2% Bt Ak &P mT LA LA 9 28 B o e o sk 2 11 72 28
FAAE, Hea] LR 32 [H LR F i 2 FFNo . 2010,/0286127 (A F N 25 LA 51 7 200F AR SCER
ARG ) ETR A T R IRAT AR B R I I e I A A e A A R SR I A A
AR IR S AR A AT DA EE A B AN XK AR O BT AR S 4 RO 1 T 5 AT A5 O R A R B A B T
2l & B I ] & SN R TR A A8 I A AU R RN A R R 3 TR
il 2% o X Bk 73 T iE AN < (1) ST i S A I VR A W B 26 76 T 1 B 5R) b, Ji et 5 4 i B
TAEVE BT AR e AR VRS 4, 91 B3R ERE OG- 4l 1) s (2) 48 FD6 0%
YR A Bk s (3) AEF VR i i - B34 SO 20 i e A AR TR & 4 s B (4) £
P AR e P8 Ak 2l R BB R BE AT B A1 273w 0 o B Ah , A0 T8 B TR & Pk m] LA JE L 24 %
(1) 77 ¥ (a0 T 1 AH 1BV B A W 7E T PRV 700 o 45 6 ) T 9 0 B0 e AT R0 A S 7 ) %F
e A A

[0216] G SR TG 2L, AR W I A FF HIVE WS I =Rk IF 58 2% sn A A IR 5 o o e S A A mT LA
T I AN FR B A S S TR B R0 e A, H b AR R R W R A AR ) VR S P
735 It FL5H B L LA R TR, AT B A T 75 K0 0 K 0T e e A 4 o R 3l , 76 P ik 9 40 25 Bl 2k
H A6 B (Bl ana B2 ) B PR Be A (1R ) B 40 T, JES i AR i SR 2 Tl DA ik 7%
TE RSP 8 FH A 38 11 16 205 PR () BR UM, S F 6o = ke Al S5 A 4 O e AR 4500 A R 93 20 465
B (018 T BT B UG TE 180 HEAT % 43, FEAERE i [0 Se 200 P 0 e e A o ] A FH AR 8 2 SN i) 2
Pl ikl g 20 (1) 1Ry F =M 9 R 5L A 1, JLrh o ik SR fA f i & 1 4 bl i
FEITE 2980 % o A R A2, DLI%E B 0T B A AR 1 i & 43 B K T80 %, ik K T-90 %6 , BE Ak
KT95% , I Hm Lk y99% Ll L.

(02171 2R W 49 ] 4% 43 A ] LA I 22 Fh ) V2 SR il 4%, A0 AR A B NIA & K J7 1 - R K
A D [ A% 2 B0 3 T BLRR 95 20 71 SO b P iR i L FP Al % : Chiou WL,Riegelman S:
“Pharmaceutical applications of solid dispersion systems”,]J.Pharm.Sci.1971;
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;LL JzVasconcelos
T,Sarmento B,Costa P:“Solid dispersions as strategy to improve oral
bioavailability of poor water soluble drugs’ ,Drug Discovery Today 2007:12:
10681075, Jr A X L 3CRRILA 51 77 508 A SO A

[0218]  AE—ANSEHE 5 ZE b, AR I Y [l A4 SRS S T aed o i T 25 1) 8 ) o £E — A SR T
P AR T 2 RE AR R A o 20 (1) IR MRy I = e I R 2R L0 2 A S T K — AN B
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ZANETEL AL AN SEHE T S, SR T AR AR I I R AL S A AR VS A AR AN 5K
T T M Rl L 2 AR B A A BN T o AE— SR T R AR AP IR S
W AR B B A B A A ) NG T

[0219]  FE—UesLifi iy Srp, 20 (1) By Jf =M I Uk B ol 5 L 2 24 mT B2 10 3k 7 77
W CELFE K EW) IS FER) S T i S da A e i AR BRI A7 S bR e 1) T a0 S5 gk (A A AH 2
FEIX AL, AT AR Bl B b I ON 3 T 6 4 7] 5 AT B LR AE A VR &9 vh TR B 9
A BRI o AE— BE St 77 S b, 2 (1) (VR 7 = 9F 5 2% B I 2 AN SERE T R P i — A
B2 AN SE it )5 B mTE T B R A A 1 5 AR A P R A B 280 R4, I B I
T L 2R AE— AL T S, R VKIS B T 5 R ) 25 AN AR IR A Ve A A —
AR T S, T R 5574 H (AT e R e ok Vet 25 4 45 ) ST s Rk 10 245 i A A4 TR 5 1092 A I [
ko

[0220]  fE—ANSLja Ty b, G S R BE 55 28 V4 E0 = ([ PR R I P B4 200 P R KR
AT A FNE ) DL IS B RATURE , WA A5E 47 B P 24 RS AA (1) VR 5 0 E BT
o AE— AN T G I 7E B AL PR Ak 2 5 o (S R 3 A 55 A AN L[ A, AT £
JEF Rl ) 24 o R BB TR B A HV R B4 o 7 — AN SR D7 R, I AR R I R BT TR A

H BEAT ISR AL AT A5 5 R 1 247 o RS AR (1) VR S % B[l AL

[0221]  fE-—Besjfi )y Z2rh , Al LR BT Be B (hot—stage extrusion) B @R R Y
S G 29 () I B SR PR o FAB BB AR A I R AR IA RS N R TSGR A I 2 3R
M DL i B SR AR R I () N B 1 s 7R =3 T F R UCER BT I P21 JF it B

[0222]  ZE— Sty &b Bl (1) (e IF =8 I A B (0 AN SE T =P i — A
B2 AN SE it 5 AR BAR IR JE R N T, M G AT AR AN AR AL A R R R A AR — A
ST S G AR BB R I P I R ) (9 AR AR ) 45 A 1T SE I ARG b FER
T JE AR — ST R, FERRARE A R B 1 A 40 IOAR 1) o o o, 80 R v BT DR A 2 B
e 2 b B A A T A B SR A o AR — AN S T R T S R A O B MRy I =
W G R AL A I B A TN 2 T P TR 750 e 5 DA T o 24 AR A % B g i 4 43
A AE— A SE T Fe 3 A S MR AR I (R MR I = I U R e A A A R —
T 22 Rk P2 751 (40 VR 5 0 T 2 A8 A P s R s R Y B A I, MG ) A AR AR A R T A
] 42 4 B A o

[0223]  7E— L5l 75 S, 30 b ¥ 7R 28 R O 1R ) A R Al X (1) Ry M iy =i I — G o
BRI AN SERE S R 0 — B AN S A — AL P AR R A
FEATARE S (1) (MR I = I 5 7R B PR VA 8 T 44 R 70 h S SR I 3 45 R TR 77
R AE— AL TT G, T R PR VE 7RI BA R —Fh B 2 PRI 7 75— AN Ll 7 Sevp, —
B 2 PR AR5 AR AS BT H0RG 770 Ve PR IEDR) 2% 10 1 790  pHE 39 7R RN 551 o 75— > 5K
it 77 G, W ] DAE A T HE R MR R, B AR P R PR R 2 B BU IR
[0224]  AE—ANSRHE 77 R AR AR BRI [T 4 43 HIOAAS 1) o 4 0. 68 AT e T R 1 9 7
(1) — FhEk 2 PR T8 o 76— N SEHET7 S, BTl ) T 04 02 T8 ST R MRV RIAE
IR N2 12 2R AT A e 2 R AN 5 55 18 W3 55 I RE v R T8 B4 FHER I SR A4
[0225]  7E—ANSLHta /5 S, 3 T V85 25 0 ) A AR A 3 (1) MRy I = e Jf R ks 4
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A i 7, HADFE AT Bk (1) 28 A ) R BROA TR 55 A RSN A8 e PR e 25 1 ) R R 9
o FE— SRt T7 22, RS A B 50 i 8 Bt 35 ks, bl A T 4l A
VDB B R 55 2 A0 18 B AL 2 e PR A/ B B PR AERL b el PR B H R B A —
S 77 G H 5 JE sk XCE B W I S BT 1 4 A W T TR B AR VR A T R B R

[0226]  fF—Lsijifn 7y S, MR R AR BH (1) ] 4% 5 B A 1) o) % 60, 453 BB Il S am Ak o R
B I FERAA” S T A SR A 5K 77 DA B DL — AT AR D BT o AR — AN SE T &
Hh MR AR R B R S i eg LR BRI S A AR o AR — AN S T S, R AR
e I AA A ] % MR 48 A o I 40 10 35), FL AR R AR 30 (1) ey I = 3 i e em 1
PANEAR IS e T8 WV ), 8 IR S 5 S A (RIS 4 5 N 2 00k T B 7R 2 o
DA S K Fir 38 V5 VAR 55 5 DTS5 98 77140 2R i 7 0 A PR skt A5 X, 1 U A5 453 [ 4 43 50 s S U v
TER BRI EE |

[0227]  FE—SLSf Ty S, AR U8 A W () 18] 4 3 54 1) o] 6 A0 475 058 FH AL DiE 7 v o A —
ANSZHETT P, FERF SR A FE NG AR VA R N S AR 5 (1) B mEmy I = IE R RS A AW
MBARTE W A AL T B, B INEEE RIS R AR 4R X (1) ey I = It
TR R A ORI AR AT FEUTIE , AT RN o AE — AN SR R, b e R TR TR
(RO, AT B A T 5 4T A 7 A

[0228] Xy TR (BN EMEREWBEAE (—FhEZ PO BRA LR A R nl R e, R %
HrT Pz =0 (D) AL S A A 2B AT, 3F Bz IR P55 S Fh2im g 22
[0229]  Jdid AT R PR 52 1 SE e 451 A 0 I AR B o

[0230]  VIII.fH+:

[0231] it LA T AR FR 5 1 S it 451 > i B A B o

[0232] s« A A4 (L=1) 1 T A o BSUAA T A4 b i d

[0233]  ffi FHAL-A M (1-1) BL S B AR A1 v i — Bk il 28— b ] 4 43 A , I B ik 5%
AW S BR 4 TR Y L AT 2 2 B8 IR IS (HPMCAS-M) ¥4 7R i B L &1 4 2 4R 7K — FF R i
(HPMCP-HP55) 5§ Z I B2 R (PVP ) \PVP-Z. R 2. )5 g (PVP-VA) AlIEudragit 1.100-55, Jf
HXF TR AW AAY (1-1) B 5133 25 % F150 % ofF FImE 2 108 , S8 )5 7B AR i
MEFE HBEAT T DT IV R 2 SR H i # T] As  BSAAS  J e SR A P e
(non-sink dissolution performance test)RVEAT &[4 7 BRI HERE , Brid Pt &
2R ik E A o I [R) VAR R B A AE R 3 29 M) & o e AR VA A 2 tH T H e i i U7
AR RARTE M LA A D AEAR P BB 50 o 12 005 E0 45 A8 3-8 4% 51N 2 00K 5 5 2030 7 8
2409580, BUARE B pH(0.IN NaCl,pH 1.0) % lgpH(FaFSSIF,pH 6.5) 1 “B #F2” , i
BN T AR N 4G 00 o [FaFSSTFAZERIRA BN T, Ho HH 3mMA 4= 25 IR EZ 44, 0 . 75mM[P) B
W6 .0.174g NaOHEiRE . 1.977g NaHoPOs © H20.3.093g NaCl Flid& & 4115 /K500mLLH % ] o 1
F S RO 33 (HPLC) 5 fllAgi lent 110053 BRHPLCK B VA M 25K & o il IR IS A O
(E1A-1]) R ABX TAEAH R A P R E R HI AL A0 5 7ERTA [ 9 SO &)
L 29 A A R 3SR R 1 i1 o 76 B R [ A 3 i v, 21 T8 ipH I B TR Vi 18 25 M 7K
PR X — R ILAT AN, SR A BRI A PIAHEL , 25 %4k A (1-1) 7EPVPH () 73 54 L 25 %
WA (1-1) FEHPMCAS-MH {7 BlA L A A2 50 % A A9 (1-1) ZEHPMCAS-MH ) 43 BUR $R 3L
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5 K 22 TR AL o

[0234]  sizjita 52 : AL 54 (L-1) B [ A o BSOS T A4 P A ack

[0235]  DAHE K () RIUASE il & A A 40 (1 1) ) [ 4k 3 B Ak RO 26 %6 (A4 (1-1) /EPVP R 43
B4 L 25 % A (1-1) FEHPMCAS-MGH 1 73 A L LA £ 50 %6 A6 A4 (1-1) AEHPMCAS-MH (1) 43
B, DL TR P BIFA o 25 il I3 e a7 S 461l 1 BT 3 () 44 S A I 9 PP A SR T iR IX
S 2 WO A2 TE 8 T L35 B, 38 3 XA 28 K R AT 5325 (PXRD) FIAE 1E 1 22 7 1 16 = #2:
(mDSC) K VEAT 5 73 B X ST LATH 1T ABruker D-2Phaser. 7348, 8 1 1 AKX % Ff 43 1L
A4 () B B A AR P (T ) R 52 M0, 56 i 2 AE T IR ARG B2 (BT, 25 % .50 % F175 % RH) R F
1732/ L 8/INI B RE S AT mDSC o LK T LA FHAE [ 445 4304k 14 384 98 5510, 9 L PR v MEAL B D B R
AT B FR IR PR AT DA S 4 S A RIS IR K I & D o

[0236]  HEYLRE v fif &5 SR (B 2A-2C) b5 STt 4] 1 73 AR 1 45 SR AH 24 o PXRD &S S (B 3) R
BAEER TR R EUA R A4S AL A, F HmDSCES R (E4A-4C) B 7R 354 Bk
BIAFAE SR — I B S AR (Tg) X R B & B 2 3 50 (1) o R T 25 4 Ui, M2 3 Te 5
FHXHIE S 2 (8]0 A DG (5 ABLAF TR BN A2, 0T T 7E75 % R P 11925 % AL A4 (1-1) 7EPVP
() [V A B, IR T PN T, IX R BR AR T A8, I A4 BV I8 S 7R #2756 %6 RH
TRAETIEN, XRIERIFE i R R A T 45 8% (E6) i Z RILR 25 % L& (1-1)1E
PVP [ 43 B [ A% 52 1 55 T HPMCAS-M43- Hit i«

[0237] 7 VP4l IR =R BUR R A, 17 2 HEEME S R R (B3R 4 T RlEN
3mg/kgMIALA 70 (1-1) B AR 3 BUR R K M B R CELE D IRIEME LA Z) , B E 44 T HE N
3mg/ kg VAT 7K : 1% 58 < % (PEG)400(60: 20 : 20) H I ALA ) (1-1) (FF LA bk HE v E
Y2 ASLFRKOR) AERR KA 25 503 B (IR ZG Z 81 ) 540 Bl 154 BRAI30 53-8 L AT L/NA L 2
/NI AZINEE (8N L 127N FT24 /N, A R AE D IRIE MR 25 24 5 10 40 B (IR 2 2 W) 1543
FI3043 b AL /NIE L 2/N8F L AZNIF L 8/NIRE L 12/INI R 24 /NI R 8504 Fe) 2 3 ik e 8 I 3R
it o {3 A A FILC-MS/MSIZAG W 45 B S P AEAE AL A (-1 &, - BB R R 80, 5ng/
mL o 30 X P 2 PR AR T v ) ( L 2 i £ W] IR 3R 2, T A 0 2% R Y o L A4 22 T2 95 ) ke
S ML 5 e i — e i) gy 282 1) ot 28 T AR (AUC) o 88 3 o o 50k 55— i)l 8% 1) 4% A 2 M 3 o 1
17 B /N 3 Il 4 M SR v E ST B 2 T B (b)) o B L3 9K P8 0000 415 ) e Kt 2 R
( Cuax ) T2 B Conax [KI S 8] () o SIS FH 1 AR 25 24 S5 10 7500 2 VA — AL TR AUCHR: DA ik 45 25 I 140 571
HIH— L IAUCK T D IR R (F) LA E 2 80( %) Uik s . PRI B4 g 3
T 25 %A A I (1-1) ZEPVPHA [ [ 44 43 B A4 25 % AL 545 (1-1) ZEHPMCAS-MH ) [i5] 44 43+
BURRI50% 4k A1) (1-1) 7EHPMCAS—MAH (17 [F] 42 43 B4 11 37 25 101 IR 2R 0 00 LS, 45 5] 958 %
49% F74% ,

[0238] 1.4 Ik (po) FIFH K (iv) 5 25 G LA (1-1) 254030 115 S8 (BUE A3 R
HIH P54 )
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[0239]
~ o rrm i 1 Comg t AUC ti F
e S CT 1IN 4 ) ly, = b max max ; 1r2
e 1)9’] A F R R (ng/L) (hr) (ngsmin/miL) (hr) %)
KB PEG40O I mg/kg . )
(60:20:20)°1 Hy ¥ v 769 | 0.083 53,312 1.5
25% A (1-1yPVP 3 mg/kg ) "
0 B A b 6 487 1.0 93,271 1.6 58
25% At & 1) —
(1-1)/HPMCAS-M Bl /& mp%‘ g 228 0.5 78,595 2.0 49
S BB KB
50%4k &4
(I-1HPMCAS-M |4 | 3 mg/kg PO | 371 1.0 118,174 1.5 74
SFRUR KRS

[0240]  AUC: I3 3% J5 ] 8] i1 28 T B9 T A 5 Cunax 2 B¢ R MILIR U B 5 F 2 A2 W0 R FH P2 s HPMCAS -« i
PR F2 T Fk R L AP 4 A TV B0k N s PEG : B 20 2 ;PO & 11, TR ; PVP : 3¢ 2 S L g Be B
a2 15 B Conax RIS 8] 5 €12 2 M0 Y 2 2 34

[0241]  SZifa a3 : A A A4 (1) B 4 o0 SO 1D e B il 28 Il PR B2

[0242] il & 1 Omg 5 5 1Y) W e e 5 , A0 S8 A W P ML YRS 1) BB 3 v AT 020 10 e PR AR 90 » 22
T SLE ) 1 A2 5 BT IR (A A (1=10) 1 [ 44 4 SO 9 A4 A R Y R4 R, 18 #8650 % fb &
W) (1-1) AEHPMCAS-MA 4 [ 44 43 oA FH T B BRI o LA 35 RS 1 B B B e 22 5 190mg () 3E
Fe N B AR 6 B BRI B, DR DA 3R ) A m A e o S 7 B KRS 1 R S 1 5 At 3
IR T B8, RIS R A A A AR 36, v T AR IR Fe 1 551, Hoh A AR &1 9
il 73 H B AT B B A TR R o T BT A0 i 7100 S0 7 S AR AL R e R A it
S I LA I 6 F87 B %) 1) 57 CAS A TR0, F B /D200 B 7)) FH T il o 34T g T
IR R RIS R B 7, DA S (] 4% 43 HIOHR R VBs 25 148 T 2000148 J B A 1] 5 HE VR )
SR AR 210,608/ ce ) B ARHERS FE 0 SLTR MR 4R s AIRIF B s DA S B B IH 7 1K 264
[0243] &5 R LAY (1-1) AR S WU TE IR ¥4 TR Jk FR BE 47 4 22 B 30 R B (HPMCAS-W) 75 i T
PR, R 55 T4, T AE =550 %k A4 (1-1) 3% &1 [ 442 B0 A 8] 44 (SDT) i
Fr o PXRD 23 BT 5 78 SD T T 5 JE (1), mDSCor M B 7R SDLAE 34 S) 1) (P AE R BS 464 T~ B B —(1)
Tg) «EVEIFEHEHLET 2 N BEH K50 %6 40 A9 (1-1) FEHPMCAS-MH (3 [E 4 43 #5044 ( 1000g ) FHIE
TEF) LRl 47 2 R IERL R 45 771 (4428g)  ZZ IR B L 47 4 22 0 93 A 71 (636.g) e fdk — 44
AT A BRI /T 7R (156 ) A T R B8 40 BIGRI /3 771 (156 ) FFLIE — /K & ¥3E K} (5364g))
LV ARG W TR A W I F L, TS 2200 . 6g/mLIK HE 25 B A8 A SR T AL TR
GR35 RO R B e 22 (H AR IR 78 5 : 190mg) 1, FFA3 F RS B S ALK il 45 1 B
=

[0244] 751 IR 251 0mg s 2 (11550 %6 AL A (1-1) 7EHPMCAS H 1 [l 44 73 #5044 ) f #AT 24
VOB F75 VR4S R 45 R 5 ot G I D IRGG Zi4x 10mglg B (AT (-1
Fudragi t[il 44584 ) fa BT R 25930 7125 A LA XS L

[0245]  YE N F2AM2BH IR AL T IX PR 2 WAL S B 38 o 2 R AR udrag it 71 7E 20094F
1 H8H 2 FF 1) 35 [ 4 R 1 2009/0012064A 1 P R S HE 1570 4 FIrfiiad o 1% H i 10 il i 72
TKAN B IR A A A A AN/ 384 1 (A) B s (K By 5 = i I — 20 7% B R, 2 FH IR 571
(BEZIEFRENAREEIL R YBA (Eudragit RS) HFENERILREYCAE (Eudragit

o1
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L100-55) 1 f FIREBRAREE ) Sk il 2 Eud rag it 44543 WO il 57 o 98 i, A58 FH 0o DA PR i E
BURE B3R B HE 35 53R S V0 INAE R £F 4E 2 3K (Nonpareil 101,Freund) b, A4
%2275 ST IR F T 2k PP S 4 2 20 e 2 v 1) 0 o

[0246]  FEIX AN FRAFFFCH , 43 FH 2R B8 I LC-MS/MS 77 v 3k U 58 AL &40 (1-1) (¥ MK
S, FERR A AR B R4 24 i 24 /NI P S ) AN AL S (- 1) I TR JE SR 134T 254 )
FIEAHT o TR AL 45 5 TR, HRHEAUC(924%4/1140, FH T4 2 FI1 &1 22 B i e 4 )
HPMCAS—MIE 42 43 H0is il 570 76 19 AR P R JE LE Eudrag it 3] 44 43 Bips il 3510 v 365 DA b 1t
b, FRAE M 52 21 1) Tuax , HPMCAS il 77 I W SCI PR T-Eudrag i t il 57 ( Tuax A L /N vs 4-67)
i) o HPMCAS—MIE 4 43 s i 771 (1) 75 22 8 22 1 7 1HI (1) W S 50 2 kL 2 A

CN 105960239 A

[0247]  FR2A: F T I PRI A AL &4 (L-1) B [ A o3 B0 B 22
[0248] A EALAY(1-1) 11950 % HPMCASEMA - BRI Z3 WA 54 : 10mg i 5, 345 RS) 1)
A I e o 2
[0249]
Wy hge mg 8 %
AADF R &Y R 10,0% 5.56
amcasany O ESESRE  100 | 556
B —KEY HOR 85.0 47.22
(BETER IR 70.0 38.89
AR R AL AT Y Rl I ) 10.0 5.56
etk A ke S A 3 25 1.39
i 1 1R Bk Ay BRI |
Bt 190.0 100.0
[0250] 2B 6 £l A (1-1) fBudragit L100-550 ¢4 HUrk (0 Z540 414 1) : 10me

JEE 5 25 RS AR B B P
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[0251]
4 i RESE
T.L% L
A% Yt mg Wt %
thEW(-1) Ui A 10.0* 3.8
s
T AT F R 3 Treund. oY _ v
%’I;a T4 Z 3K (Nonpareil 101, Freund 2 oy 100.0 185
EWEENE:
AW PENGREEL R Y B BU(NF, e
PhEur)(Edragit RS, Evonik) B 10 42
FFIL TR AR R LR Y € BLNF)/ B ST IR R
- R AL B (1: 1) A BY(PhEur) F9, 4 7 25.2 9.7
(Eudragit L100-55, Evonik)
HEE) LA 88.2 33.9
ik BR 5 5% (Neuslin, Fuji Chemical) FLACH 20.0 7.7
B =4l 8 3| 5.0 1.9
TR A 0.8 0.3
260.0 100.0
[0252] sl /KIER
[0253] K3 AR EW (1-1) B BAE 4 BUiR 22 1 i 25 N e I 250080 715 54
[0254]
o _ ) 5 Al Cina Tonax AUC
"EAA l'l 2y f(i # 1’%5{ b o \ max , “max 0:24h
HA - ‘ ®% | (ng/mL) (hr) (ng*h/mL)
Eudragit [& 745 #17£ 40 mg .
e 7 o 83 446 1140
50% HMPCAS-M [#] 10 mg ; .
53 TR 7 ko | % : -
[02551  AUCo-oan: 24/NIF P OTXO 15 I 4 3 o sk (1] it 28 7 1% i A
[0256] Cmax : Eai‘j(mlélﬁwg
[0257]  hr:/NE}
[0258]  HPMCAS : i iR f TR 22k P L A 48 2 B TR I
[0259] mlL:ZZFF
[0260] ng:4NTL
[0261] P02 10, AR
[0262] Tmax : j‘igucmaxﬂ(] HTJ‘ I‘Eﬂ
[0263]  sjfasi4 . 7 KB 0 O IR 2 R
[0264] 7 K BR A I 2 A A1 (1=1) 16 [ AR 43 54 1) 3 i 550 1) 10 I A= 420 0 RS & B ade 14 3

P BUE 25 %A AW (1-1) FEPVP A ) 43 B0 L 25 % A6 &40 (1-1) ZEHPMCAS-MG 7 ) 43 oAk
50 % A9 (1-1) FEHPMCAS-MG 1 (1) 43 A o 72 ZA0F 52 0 A8 I 209 45 B 12 /R 22K 2
(GF2Z) B RFP L %= (Central Animal Laboratory ) JoiF & itk (SPF)[FHsd :
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Sprague Dawley K5 o KBTI EH AL T 157 = ) Har lan . K5 CONMEME , 7 HoN10 & #%, 12 5
KT Z A AR IR BiMakrolon TR HFEINM (BAEH3R) S =E 21
+/=3°C, B E W B AHRHE B 55+/-15% , 3F H W= vy B S N TR, 1 HL o 1278
F B S AT 1 P (B JE AR 18: 008206 : 002 [H) ) o A A S (Tapvei Oy,Estonia) H-T#k},
I B 2D B R AEXT B T B 45 25 R R )RR AR A 8 B 25 24 Ja B ]
[R1 247N Hh RS B B )R K

[0265] A FUGHHE R EMES HEEKIMAZEG RAGENER S BUEK A+,
RBWAY (1-1) A E R0 . 75mg /mL, B il 44 40 525 %6 (A4 (1-1) ZEPVP R [ 43 U 1
CIRE B A28 25 %A (1-1) ZEHPMCAS-MGH ()43 Bl 1) 11 I S B 45 25 VA WURT
3,550 % 1G4 (1-1) FEHPMCAS-MGH 1) 43 B 1) 11 Il 58 B 45 29 V3 T - AERFHR 45 24 /1T 5 %
M1 5E B 45 25V AT iR e TR 5 2070 « T B K4S 2910 8 48 2578 A 70 . 25mg/mL I ik
EY(1-1) , 1% 58 B4 A TERZ B Smg AL A0 (1-1) VI T IX FERTR S ok % 1
Frid 8 &85 AnL i ¥ 3 9+ & 400Da) 5 2 B (PEG400) \ AmLI¥) 2, % (96 %6 21 5 ) Al
12mL IR 5 FH TE 7K o AE TN G 1R 304380 2 9 A8 FH 237 725 % AL A4 (1-1) ZEPVP AR [ 43

PRI T =45 25V AE TN IK TG 604 80 2 AT FH 5 25 % (A4 (1-1) /EHPMCAS-MGHH /)
A3 BT B B 45 25 VA MURT & 50 % A A0 (1-1) 7EHPMCAS-MGH (19 73 B Y 58 S 25 20 VAW o
i F4mL/ kg 52 45 20 &, WAL 59 (1-1) Rl B 5 10 45 257K N img kg, CUIRGE 2510
YK N3mg ke B B T RAERAP LT

[0266] F4.HTRKROMBENANEEARATHR

x| EZR | FEmL) WA H BE
fﬂ 236.5 0.95 Ha(1-1) i
2 | 221 0.88 e a-1) ik
3| 2375 0.95 L&-1) i ik
4 | 2555 1.02 25% A (1-1)7E PVP I 4r Btk mp; ¢
5| 2242 0.90 25%AL B (-1 PVP H B 4 Btk T
[0267] | 6 | 2192 0.88 25%AL B P(-1)7E PYP i 43 B FR
7 | 2516 1.01 25%A% A PI(1-1)7E HPMCAS-MG T i 4r 8tk | Ok
8 | 2404 0.96 25%4L A 4(1-1)7 HPMCAS-MG P4 ik | O
o | 238 0.95 25% 4B P(1-1)7F HPMCAS-MG T pa2r Bk | 0l
10| 226.6 0.91 50% 4k B (1-1)7E HPMCAS-MG S4Bk | Ol
11| 2284 0.91 50%4k B P(1-1)1E HPMCAS-MG i 40 Btk | D
12| 2285 0.91 50%1k & M(1-1)¢: HPMCAS-MG 2 8ok | Ol

[0268] AEEELZE)EHI0.25/N 0. 578 S LZINEF S 278EF S 47INsF W 87INESF | 1 27)8N) 124 /)N s}
(AT ) 5, 1 29500 L f I 9 RE S IR BE B 40 2050l 2,0 %Y 2.8 (EDTA ) Y& W M Eppendor 4%
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I AR i S A5 BE B i) (] e 543 f i 8] 5 A SCER IR o EH A5 A 3R A5 200 L L 5 i
AAAETUKIE ?uﬁﬁﬂﬂ‘ﬁ fii PR B8 AL (¥ VBUAH €433 3 JBR 5T (LC-MS/MS) VR0 2445 it 4k
AW (L-1) BRFEREAT 0, g & R 0. 5ng/mLs

[0269] ﬁﬁﬁPhoenlx WinNonlin® {42 (6.2. 1i ,Pharsight Corp/A7l,CA,USA), % HFr
HERAE 5 AR J7 vk v 280 7715 250 T I X6 e e~ (1] g 28 1 28 R 28 40
HEAT B /N T [m T 2 B et S T A 2 3 (tay2) o 3 5 FH 28 PR 6 T 026 DU L 2 e 2 ] Y )
R, I 5 W 2 ARV AH AR 22 T8 95 R Sk I o 4 A 52—k T ot 2 1) il 22 1 [ AR (AUC) o 18
TR 24 Wk il 2 A1 HE 22 T8 55 KSR T AR B I 1R (MRT) , AR T EWEF ZE R
0 R OR B I Y- S5 [A) & o R IR R R B 4 A5 31 B K I W PEE (Cnax ) IS 3] Cuax 1) B[]
(twax) o I I O IRES 25 J5 B 570 & 5 — AL B AUCKE BLEE Ik 25 25 Ja B 7 &= 0 — AL I AUCSR T 55
RIS O R AR (F) , BIF = (AUCCH IR /A& (D Ik ) ) / (AUC(F# k) /77 & (B k) )
FLLE 22 (%) Ak .

CN 105960239 A

[0270] 253 /1% ZEAE RS 45 5 MLRAR FE AT IN TR] 1 B 7~ T B T8 R
02711 35, LRAB KA ZE R 0L A9 (1= N Z5 1030 2 4S5 1 3 REMIN T
SIS
[0272]
waEw B 1 mg/kg Tk 3 mg/kg OB F(%)
HEPU-D AUC (min*ng/ml) 74698
K Z W PEG 400 | Cumax (ng/ml} 730
(60:20:20) Tinax (hry 0.25
' Ty (hr) 8.5 8.5
CI/F (ml/min/kg) 13.4
MRT (hr) 7.4
25% 1k & W) (1-1) | AUC (min*ng/ml) 39920 18
{5 PVP 48 | Cuax (ng/ml) 77.9
M; Torax (hr) 1
tipp(hr) 8.5 13.8
CI/E {ml/min/kg) 75.2
MRT (hr) 18.0
25% A (1-1) | AUC (min*ng/ml) 35306 16
# HPMCAS-MG maxgng)/nﬂ) 4853'
Ay B Tinax (hr 0.
TR tys (1) 8.5 11.0
CUF(ml/min/kg) 85.0
MRT (hr) 17.1
50% & 91 (1-1) AUL (min*ng/ml) 40238 18
7F HPMCAS-MG | Ciax (}rllg}/ml) g.m
chy Ay ANt e mdx( I
o L o) 8.5 05
CI/F (ml/min/kg) 74.6
MRT (hr) 12.8
[0273]  SEfifh5 . M55 55 -5 0 BICUR ) il 2%

[0274]  ffi B T PP ik B9 58 & W0k il 2 A0 A 0 (1-1) B9t 55 11510 43 Bl , iIX5 R R &4
9 :HPMCAS-MG(Shin Etsu ChemicalZy ) JHPMCP-HP55(Shin Etsu ChemicalZy ) .PVP
(ISP, AshlandA &) EEI]) JPYP-VA(BASF/A &) ) flEudragit L100-55(Evonik Industries
AG) AT FHREPP IR B LA 25 %6 FI150 %% il & B A FRIWE 55 155 5 1 PYPYE VLA AL , BT A1
TR A2 AE TR B 1] 25 16, PYPIE VRS AE £ B il & 10 o 0T 85 VWL IT & 5 72 L0g ¥ 771 v il 2%

55



52/55 T

B

iR

1. 0glfl #k CR AL &Y (1-1)) AL AAT 1. 5mm

HF1Biichi B-295,P-002

i\

CN 105960239 A

G

ZE

(NI I 715 2 A80psi, H
SEN100%

AR IR

J

—-290, PE-024M51

FMEIBichi B

e

g

I HAl 25 e N

’

_‘[,

» FRIE

JEE-20C

JE

R HiA

HE

5ENA0°C ¥4

100% o 7L 55T

o

H PR

b

N,

r

R BRI

f

NI}

D

i %o

I

ISRV € Sii

1
‘kﬂ 121

N

i

i

.
.

SE 516

[0275]

Q V‘w\ V)\.)
# By ﬁ\u\m«w wvw e
o“v\» Loy m«\a‘.\. i wr «\M\m\«\m

\&\
\,v

ew DUPEL
A DBESE

‘(v.mw

oz ”

Va4 vyma

N wwegma

BOL- I EEhEEYE
I

e

v\«\.\.\

BY G

b4

LR b
LT

204

(GBS
15

e 1% ROIRLOTIN R FLOEBGLD
g gerin Ay “W&& Pl
047 mm_.m
GYL LS TDIEINTIONET D142 2ULZLOC0GT | 88728 SM&}Q S0
S T PRI Mwmam % L ,5 WS £ GEO0Y
LYL0 W70 g e %
LOLPELUZLOSMINGT | QUL LEZDIRLERRN0E G5 3}% ‘21 SEOG- Y

B 1 OIS Mmmmm w s e
805 3 U'n G
: 90 G en FO el
g, Leiu Gl Bk
SULLE~Z0/E wmﬁucvmv YLBLDIZLGTUBRET BN
I PR L
3 m.w VA

L8 v S0

K%&mﬁ

VGERGHIEE

mwv L N?\»M,ﬁuﬂ.\@

Qf«%émw wc&n& S

SRR SR

Rl

sTA0-HY

\\w\ ey

V\R\ 4 \

(53 SR AN

m&,x\wm P

wam@mmm b

CEBU¥eY

CAM%E 20

0% A8

£,

ar

(HSG 200 0% s
2 A

[0276]

56



CON 105960239 A w Bg B 53/55 I

[0277] il AE AR T & T /K4 RIPAS AL &4 (1-1) FEHPMCAS-MG 91 (1) 25 -8 43 Bl 4
()R 58 T o T AE 75 %6 AHAHE JE 40 °C R T L 234 H , 2K 5E 1 A AH X I 2 1) bR 25U
W EAL L AR IR (Tg) o ZEHDPEJR H K5 15 55 M5 1) 70 B4 i 47 AELDPE AR N, AT I M)
i AL 25 R A T R6 S AERT RO/, Tg 2 134°C, fE14Y HIN Tg134°C, fE24 A Tg N
135°C, fE3 HIN Tg Ay 134°C , 3 HAE - DU E: Hh AU I3 58— 1K) 493 1 o AR PR S B3R 1 17X
S ZRAT B S B 9ot T 7R AR E T WA T B (] OB, A6 5740 (1-1) ZEHPMCAS-MG H [ ] 44 43+
SR B XS 200 R ATET I L 10 LURI 278 T 43 I 2 2 T-40°C 75 % AHANE B 1A A
24 HAI3AS AJG AL A4 (1-1) FEHPMCAS-MGHH F4J [ 44 2 500 1y X 2 by AR A7 B R P R R
WAREHAE (-1 A R EATRT S 4

[0278]  SEHAT : Ak S5 (1- AR Bk B S S ARty 7 2506548 F X A28 A I 4
M R IR AR ST

[0279]  FARLAIJT 2

[0280]  FIFIE 3G NI L& (1-1) A Bk B S PRSPt S P B8 14 1 15 (AML , EPHL-60
FIU-937 s CML , BPK-56 2 FINALM—1) Al 2 P4 9k B2 40 il M 13 1M 9% (ALL, BP Jurkat . CCRF-CEM,
MOLT-3H1-4) ¥y 8F L S 37 1 N 40 AR 5 o B i 72/ NN e dhATMT TAR 3% o A FH T 5 A e i e ot
Western Blot7#r& [ Bk . HQiagen RNAEasyif 7l G H#2EIRNA , I /EStepOnePlus SLi}
PCRZ4i 1 F FiFast SYBRGreenj#{TRT-PCR . ZE4Fh 4 £2 (HL60.U937. Jurkat FIK562 )t 1
WG R AEY (1) H5iEaE 2 BN b ZE KA | Ba) i A Bl FP 2l — i i
o FIHiCalcuSyn B/ d i H 2k &l (median effect plot)Zr#rifisE 48/ M LA % (CI),
PLAEAR M & A CTH H B ATE ] (Chou&Talalay analysis)Rin.CI<IFRRWHFEMER;CT=1
Feon BUINE H 3 PA R CI> 1L R 54 4E F

[0281]  4EHL.

[0282]  7E—ZHAML ALLAICMLAN S 2 b YA S 3000 & P (1 =1) B9 R 0 39 58 24UR , HL6O
U937 Jurka t £ 2 5 72/ J5G 5048 £E230nm A1 384nm 2 [A] , 1] ) 43 40 i R AIGI50=>1,
000nM. A0 &4 (1-1) BB 52 11 41 e 320 7= tHBRD4/3/ 2 ¢-MYCBCL~2 . p2 1 T4 Jfa J& HH 25
DIEE ) PRl IR 7K P AL  FEBUR PR A 3, Ak B4 (1-1) DA TR 1 77 205 B4 i
JARAS IEAEGLHE, M AN 215 S Al A T . 220l , 78 F500nMAk A4 (1-1) 4 FR6 /N A S %
72N, cMYC mRNAFIEE (3 i 7K F R I 26 Jurkat 4 4440 (1-1) 1% 5:BRD2FIBRDA
mRNAZKF- AN AR & 8 K o 53— J5 1, (A M (1-1) i 52 PE 40 i RK562/E 2 77 4
/NIFFI247 N f 7R HE e-MYC RNAZKSE (R BEAIG, 171 MY CER [ Bk P B AE AL ER 72/ J5 AR 98
H5E « FEALG 1 (1-1) BUEANN 32 4 i R M 25 (1-1) 58 E =K EAEH
(C1=0.8;0.4-0.9) ALAM (1-1) 5 7%= M 1 BRI AL (W BEA A2 PR R (43 7 CT =
0.650.6-0.7HICI=0.8;0.4-0.9) , /L% Jurka t K56 241 fd 2%/ X L6 254 b s AT — % 2
A FR 257 B 2 e b ZE K AR L W) 4th O iEHDACHI 7)) S -A 4 (1-1) — 2 /e Y
Fhémiy Zrp i =F R B T MEAR (C1=0.5:0.2-0.9;C1=0.3;0.1-0.7HICI=0.6;
0.5-0.7),

[0283]  SEHHA8 : Ak &4 (1- 1Ay Bk I LA S S bty 7 2505458 FE X A28 3 I 4
e ZR I ROR A S

[0284] ¥4k (5 &tk (HL60U93T) 18 M (K562 ) B B 11k 1 I 95 LA A2 ‘2 ek Ik 20 40 B 2 1 1T s
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(Jurkat) B PYRRC S22 AN 40 R A E SR G (1-1) A3 . 2 52 72/Nf J5 3 EATMTT
K36 F FPrism 5. 0018 ST 1) & N2 1 55 2R U1 5L G Tso FlEmax fH « 5 R R s = IR AT
F /D3R TS () HIME +95 % CT . GI50{H <500nM i i Z4 A 2wk & (1-1) Bk
(1) o R T B P pkam il il it Wes tern Blot 4341 82 1 BK - o % T 40 it J& 1A 4 B 4 i A
%S, g0 M4 B FHPTE Annexin V4 B4 4, 3 FIFACScan i 20 40 ju S AT 9 47 - 48
StepOnePlusSEZifPCR £24: H A FHFast SYBR Green Master Mixi#4T RT-PCR.¥HAnovax.
J5 % HDunnett’ s % 5 HL ORI , 20 B 3 L 40 M T2 5 M QRT-PCR&S 42 28 /D 34Nl 7t
IS TS E £ SD, Hidskp<0. 05 . %%p<0 . 001 Fllssekp<0 . 000 LAH AT X BEZH . (0. 1 % DMSO) o 7E
AL R AT A (- ECATA, iR g i R b2 8 T B A E e 57 (1-1) 4871
I B 5 T 3R = M G0 (1-1) 535 T8 05 MR 254 (CAn R st 4% 1 15 741 S [#
B m—TORFI sl 751 A1 i 704 16y 4 ff 55 7)) 1) JBK 27 48/NB, I I I Chou& Talalay J5 kPP o 5T
HESEI A T 2, A R R T A R M BUIR B w48 /NS BT 27N, FHAS S 231 (1) 1 57
e ARG - AP (1-1) Zb 2R 247N 548/ o A1 CalcuSyn B4 18 it o 22 ] (med ian
effectplot) MRS TR EL(CL) .CI<IR/RPMEE I s CT =13 BnfE s BL A CI> 1
FRTEDUE o 45 R0 =R AT B4 ST 3e 1y (B A

[0285]  JE %, LA 4 (1-1) 78 A MR AN ML F A 7~ AR A S0 39 58 1R FH 75 0 fol BE /R Y i £
Bt 4t e S A A AEG LI R AR A A (1-1) 3858 1 A B 9 s R R A S 3 BB
TXAAE M AR R T R AT R S T AR T SR/ i L3R R = R A A AN
B AR R A A (1-1) BUR A 40 M 22 (HL60 . U937 H Jurkat ) LA Ko — Fhifi 52 2 i 52 (K562)
L AE Y (1-1) DLAEAR N AT SEI IR FE TR 5 1 HUIsE e H BB 14 FEAL A (1-1) U
(%) 19 1L 95 240 i 2 5% T-500nMAk &4 (1-1) 48/} 5, Ak B4 (1-1) $g iy 17 4b - T-40 i J& GO /G1
(%) Bt 48] 5 LIS 3l 5 4t R

[0286]  7EEI15AZ1GFH , FEALEH(1-1) BUKM AU R 4L 59 (1-1) 15 Fc-MYC mRNA
FEE A T POERF L0 R AR 16AZ 16GH , n HE T A1 (1-1) R T 9 BE i R A 5 BRD2/
3/4.c-MYC.BCL2BXP21mRNAEK 25 [ 5t 1A 1 FL b AKCP B A 9% . AE I L TARI L 7B A, ZE0TX015
TR 52 1) 1 L 40 22, AL A (1-1) 76 5 25 B 4030 771)  HDACHIm T OR 11 1] 571 4 Jiz
JRBEE DA B I A M E VR 2 I A i s T R ) P R RO

[0287]  ARGURE AN ARSI , 7EA B AR W T2 R B M 444 n]
DA b SC R 7N 8 FE 0 () 7 A1) 1k S5 e 7 S EATAZ 0 DR b, 7 2% B A 1 e A R B SRR T i
TN RER I 7 B P S e 7 2, 1B 7R IR S AR BRI LR A5 BT R 5 1 A% R BH RS R R P
(K& 2 o 491 20, 7% 91 M S it 5 22 AT B AR AE P LA BT 2SR AR 971 R B 1) — R o Bl A & e —
oy, It BT A TR S0 77 R OVEFIE AT LSS & BRAEAR R IR tH B AR vl i, RiE “— AN “—
B A HR” AR T — AT s, M e RAX RN 2 Db—AY

[0288]  NiZIRAAMAZ , AN K B 28 /b — SRR AR RO R AR A R Ao EE R T 575 R F R A R
A R Te 2R, R A T ST I, B 25 7 A i AN G200 22 g 1 oAt o 28 (o m] DA
B EARKHB—E9) A H T ST R R AU A JI, 3 B T i — e E AR
TS R A B A A B RS i SR T R I A

(02891  gkAb, ik (1) 75 FF AR MO T A % B 2 tH 0 20 BR (0 e e L s T 5 5 20 BRI e
58 L3 AN L 12 AR R R ASUR SR ) R R o 8 B AR R BH ) T3 1R R SUR S2 SR AN B 1% PR T 455 it
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Fr 025 BRI PERE , T BAS U BoAR N Gy m] BLES By B AR X 2270 SR ] LA A2, O USSR IR
FEARB Y HRG FR ATV A o
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