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R
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[0007]  7F—RL S 77 22 H , ALK+ /IS 20 i Jifi i R0 AR AiE A5 T IMogg 4H i B A7 KT 2916 % 1
ALKPBH 4 o 75— 2L St 77 S H , ALK+ /N4 B I g (R R A0E 76 T Jo8g 4 i B A K T-4910 %6 ALK
BHME o 75— L8527 2 b, ALK+ /N2 e i e 0. 48 LA -5 ALK DR B A (R EML A [R] (14 e &4
o 7E HAR S i 75 2, ALK+IE /N e i e B0, 5 L A 55 ALK SE DR ik &5 T K TFBB I [A] | TRG 2 [A]
BCKLCT S A (1) it Jed 2 e

[0008]  7E—ULsjifi 7 R, AN AFFRRAE T VR ITI FL B (it 52 PR AR E A e R
%, A RE R B e HZ 2 Ll 2 SN EMEP B, h B A A S (D) A
SEITLIVERVER 4 Fr ik (A 2wy 3F = I 52 B A1 s A1 (2) mTORH #1771  BTK 411 61
7~ HDACH i 751 . FT CD20 55 5 & Fru A4  DNA PP 22 % I 01 1] 770 R 4 928 18 45 790, BB AT L &
IE WY I8 I SR 2R A W R T ORI 6 71 (BB TR 71 . HDACHI 1 71 . $TCD20 B 73 2 ¢
A S DINA P S5 2 0 8 400 1) 770 552 6 02 87 7710) T LA [0 Ao it FH B8 2 W PP e FH o 72— S8 SE T R
Bk 28 6 7] 72 AL Bl 1R AR

[0009]  7E—MEsijifi Jy SeH , AN A RRAE VIR ITI LB (9 i 52 YRR E A S e R
vk, Hh BTKI A7) AT LAk B K & % Jé (ibrutinib) .GDC-0834.CGI-560.CGI-1746HM-
71224.CC-292.0N0-4059 .CNX-774 . LFM-A13. L M FF 2 . QLAT A AT BE AT AN B 24 . 28
AL AT R

[0010]  7E—MEsjifi 7 S H , AR AT HRAE T VRIS W (i 52 PR AR E A S e B 0 77
2, HorpmTORFI 75 AT LA 5 FHBEZ235 MK 4 %< 7] 441 #5 3% L AZD8055 . PT-103 . %5 1 B 3 7]
(temisirolimus) Ku—-0063794.GDC-0349 L2 (torin 2) JINK 128.AZD2014 NVP-
BGT226 . PF-04691502.CH5132799.GDC-0980 FEAK 1 (torin 1) JWAY-600.WYE-125132 . WYE-
687.GSK2126458 .PF-05212384,PP-121.,0SI-027 I &' K 41529 (palomid 529) .PP242,
XL765.GSK 1059615 WYE-354. B 1A 5 2= S E AR BE AT A4 A 24 - $R AR S W) i) e 26
I

[0011]  7E—Uesjifi )7 b , AN AFFHRAE T ¥R T I P (¥ i 52 PR E A S e IR 7
1%, Fe A HDACHTI 57 ] BLi%k H B AR SL i (vorinostat) A # Al (entinostat) fALL At
(pabinostat) . # & #EH ZA 55 P8 7 fth (mocetinostat) « DA Ak \MC1568.LAQ824 .
[TF2357 EhER A 7T A (tubastatin A) \CUDC-101.MAF % fth (pracinostat) S FTiA i
(droxinostat) «ZE % fth (quisinostat) \PCI-24781 .20 % K1 . AR-42. A R ER 4N L
PCI-34051 . Z= v i IB#K (tacedinaline) JM344 . PI3K/HDACHI I FT Vo354 AR ITA K
BT BN HoK W (resminostat) ACEATIHIER AT BT 25 ERAE ST R 4
[0012]  FE—Uesjifi 7 &Hp , AR A HRAE VIR ITI I W (9 it 52 YRR E A S e IR 7y
¥k, A DNA R 3 84 F8 il 410111 77 2 b P A 72 (decitabine) o fE—SBSE il R, AN A R R AL
TARIT R FL B R R TR 2 VR AR A S R R 1 T vk, b e 0% O T R A2 ok TR B i
(lenalidomide) »
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CN 106687117 A yi BB 3/55 B
[0014]  FEVRITIR AL BRI HEE A Sk IR B a0 — SR sy b AR E AT S R A2
i 52 1A A kLA

[0015]  7E—LLsZjfiy Fe b, AR AFFIRAE T R AR (1) RIMERY 3F =3 R RS A Y (B
FEHAT R0 3 L SR A e S A4 W R S KA EE AL AR AN 2 R ) YR T T A2
PEIEEE A7 G IbR e PR BB B 40 R A0/ BRALK+3E /N A i itidess 11 9 725

[0016]

[0017]  HARUAEA 1B AMRM G s RPAEE F 00 R T BTk b 5 3R o
HEERI B 1 EAN BRI B s RO 00 R R T, AT i o 22 J5 7 A L B A BRI et
HA 1R AR e B UL BRI 28 5L, -NR°- (CHy) o —R®, Hih REASER T B R A 154
ANBRI B, moA 0 AR HEHY, 3 HRO AT Mgk o 2 5B 8 3L Bt e 5 , B-NR'-CO-
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[0018]  fE—ukjifi )y &b, 3 (D) 3% [ 3 (A HLZG 2 mT 52 (1 SR HL s A W A e 24y 2 m]
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CaFf e 2 | Co—Calyr Sl 2 L A ety H AT BRI O i L BT e b AT BAR R () 2 5 B o AR —
IXRER St Z b, R R I e I A A B AL A R T R TRy R =R R
I B AP [ A 4 B A
[0021]  AE—AsEhti )y Z&rh, 20 (1A) %6 5 H A M SR s 4L : (1) (S) —2- [4- @G-SR

7



CN 106687117 A w Bg B 4/55 Tt

s

) -2,3,9-=H F-6H-1EWy I [3,2-f] [1,2,4] =MIF-[4,3-a] [1,4] & E-6-3L] -N-
U-FREL) B REE K ED; (1) (S) - {4- @/ -FAEB R -4-H5) -2,3,9- = F JL-6H-15E
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B FpHAL. 022, ORI K AR SN IIEA i .

[0031]  ARAFF#E— DAL T H-TIRIT 52 PEIE B A S bk B8 L B BE4H MR A/ BLALK+E
ZIN 20 g 1 25 4 91 JE A 5 G AN S B R P 25 A8 0 [ A o A R — P B 2 P g 2 ]
B2 IR ), 1% 25 2% n 32 B 7% B B DA R 90 S B A R 4 < LA — KA 400 s Tl 4
Y2 AR TP SR A Y s IS A s W IR R B s S LA & A — SE s 7 B, AW
Hl7EAH0.55g/cc50.60g/ cclHERR % BF 78— LS 77 S, Z3W 7 mT LS 5P i 28 .
1E— LSS 75 2 Hp , Z9W R AT LR 29 7

[0032] AR FFIRFRAL T TR YT 52 PR AE 2 AT 4 ibk EUJRT - il B 4 R A/ BRALK+EE /N 4H
it e 1) 285 ) i 771, LA 5 101588 5 6 [ A SC I (1) W5 55 52 1 [l 4 40 0 RN B B2 72 TR
B R AR Y R IR HAER TS (HPMCAS) , PRy J =M I — 5 AR B4k S W 7E 73 B & T8 58 TF
(¥ 3 FLIE Wy 3 = e I 50 A B ) S BS IR TR A R R A1 4 2 BRI S (HPMCAS) [ E &
EEN1:3%1:1;45-50 & % (LI — K &4 ;3540 B % M AT 4E K 46 EE % I
PR B L AT 2 20895 0.8-1 . 5 & % MO BR A AL AE  f10. 81 . 5 H & % YAl TR PR 85 .

[0033] AN FFaRFRAL T IR 52 1 A 2 AT bR EEL R | A 200 i R A/ BRALK AR /N2 i fa
S 0 70 AL it AR TE X (D) AL A R AL o 76— B8 ST 77 e vp , AR VK FHAR 4 3 T
A B AGEAL TR, 1 AE H A S e T &, A e FHAR PR =X (D) AL S B Ab 7)o 76— 25
T &, BEAL I 5 8 B i

Bft 152 AR

[0034] 5 BT 461 P S it 77 S 1 B P ke 5] 32 i, 1% < 2 1) 58 4 i T 11 6 PR A SR DA &2 D
(1 %5 A% B 60 15 DRy I = I — S 2% B 57U I 25 AL A DR T VR IR St 7 R I VE IR o E
T, BOZIR MR e AR AR T B RS i BT B

[0035]  FEFE H -

[0036] 1A HE 1 A0 25 [ A 3 S AR 1) Bl 25 i 500 ) s A A7 10 JHG wh B ok 1 [ A 43 A B
25% 14k &4 (1-1) FlEudragit 1.100-55;

[0037] 1B/~ HE 1 A0 25 [ A 3 S AR 1) Bl 25 i 500 ) s A A7 10 JHG mh B o 1 [ A 43 s B
50% 14k &4 (1-1) FlEudragitL100-55;

[0038] [ 1C7~HE 1 A0 25 [ A 3 S AR 1) o 48] A i ) 40 9 e 5 0, EG v i o ¢ ] 4 4 A £
E25% LAY (1-1) FEE ZA7Eg el (PVP)

9
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[0039] P& 1D7~ H 7 A5 ] 4 43 B 140 7 91 P ok 700 0 8 AR 450 5 G R B o 16 ] A - P
50% MIALA Y (1-1) FIPVP;

[0040]  [&[1E7~ HE A5 ] 4 43 B %) 7 91 P o 00 0 8 AR 400, 5 G R B ok 16 ] 4 - i A
r25% IALA Y (1-1) FIPVP-Z. 18 2. 47 s (PYP-VA) ;

[0041] [ 1F7~ HE 7 A ] 4 3 B %) 7 91 P o 00 0 8 AR 400, 5 G B 14 [l 4 3 A
F50% 4L A9 (1-1) FIFIPYP-VA;

[0042] & 1Go HE A ] A 43 B A 140 7 91 2 i 7500 0 P AR R 00 5 G v o 16 il A o S A
Fr25% ALY (1-1) RIS B 72 TR 22 B 40 4 K BRI IR S (HPMCAS-M) 5

[0043] ] LH7™ HY A 5 ] 4 43 B 140 7 91 2 ) 700 0 P AR R 400 5 G v o 16 il A o A
50% HI4L A9 (1-1) FHPMCAS-M;

[0044] & 117~ H 7 A ] A 43 B A 190 7 91 P o 700 0 8 AR R 400 5 G v o 16y il A -5
B25% AL AW (1-1) FIFE TR JE FF SE AR 4 AR - FF ER Bi5 (HPMCP-HP55)

[0045] ] 1J7~ HE A ] 4 43 B 190 7 A1 P o 700 0 AR 400 5 G H B 16y il A - P
50% Itk &4 (1-1) FTHMCP-HP55 5

[0046] K| 2A 7~ T 7451 P AL SRR A P s e 465 SR S iz o B PR R 5 25 % AL A (1-1) A
PVP ) [F] 4443 ik

[0047]  [KI2B7 T 2451 P A1) SRR A P B e 465 SR S iz o B P R R 5 25 S AL A (1-1) A
HPMCAS—MF¥) & 44 43 i A4 5

[0048] K| 2C~ T A 451 1 A1) SRR 4 P O e 465 SR 5 i o B T AR A 5 50 S AL A (1-1) A
HPMCAS—MF) [ 4273 Hic s 5

[0049] K37~ T ALEH) (L-1) B 1] 44 7 BSOS B X 53 B4 AT 5T 1 3 o

[0050]  [K|4ATR T AEREE S T SEHT 925 % A A (1-1) APV [ 448 2 SO i 4% 15 1S
ERPAREE L

[0051]  [K[4B7RH T AEBREE 4 NPT 25 % Ak A (1-1) FTHPMCAS-ME [f 44 43t A i) 4%
IEM IR R E AT

[0052]  PE4ACIRH T FEFR S 461 T P 1950 %6 AL A4 (1—1) FIHPMCAS—MI¥ [5] 44 43 B A 1) 4%
IEM ZI R R E AN

[0053] &[5 R HL T 25% 4k & (1-1) FIPVPELHPMCAS-ME [ 4443 844 . LA S50 %6 4k &4 (1-
1) FHHPMCAS-MG ) [E 44 43 s 1) 3 B A B AR IR B (Tg) XA IR E RED A

[0054] (&6~ HH T E75 % AR R T 25 % AL A4 (1-1) FIPVPR [ 44 4 B 42 1E
[ 22 N P E I

[0055] W7/~ tH T Img/ kg lkE B A G RILAE Y (1-1) (SL0HETE) (3mg/kg M Ik E &S
23125 %G (1-1) :PVP (0 [ 1) < 3mg/ke 11 Ik E B4 251125 % AL &4 (1-1) :HPMCAS-
MG (75 O =M 7F) Midmg/ke I IR E E 44251050 %454 (1-1) :HPMCAS-MG (%5 U3 = £) 1 I
R T f ) P 25 AR e T AR R Bbr B 2 A 1R R 508

[0056] 8/ TALEW (1-1) fEN25 %45 W0 (1-1) :PVP (=L R ) (25 % &4 (1-
1) :HPMCAS-MG (550 = F17F) 150 % 4k-44 (1-1) : HPMCAS-MG (55 05 = #1) 7 3mg/ kg 1 Il 5E
S 2 245 i T L2 A PSS ) 1 i 2 o A P A T R 0 b 2 i A R ) B

[0057]  [E[97 th T 7E AR e PR M () R OF , A4 (1-1) FEHPMCAS-MG H 1) [i] 44 23 Bl A 1)

10
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XEF B RATHEE |

[0058] K10/~ TAEA0CHTH % AR EMI R N REE I AR LAEW (1-1) 78

HPMCAS-MGHH (1) [ 42 4 50 14 X 2 o A A St P 1

[0059] K 11/nH TAEA0CHTE % AANRE IR N R g2 A (AW (1-1) 78

HPMCAS-MG H 1) [ 44 43 s P X B 8 0 AR AT S PR3 5 DA R

[0060] P 12/RH TAE40°CHTS B MBI IR T REI N A LE5W (1-1) 18

HPMCAS-MG H [y [ s 43 50 U ) XS 2 0 A AT S LA

[0061] ﬁ@ﬁﬁ@

[0062]  FAE, T 3CHF 2 R P 0 it 491 St B 4 T b 16508 A i B (1) 32 0, v SR B ) F 5 e

Bl T AR SEE 7 58 o AER: , AR B 32 AT DA DUAS [RI I T QAR B, I HLAS B2 12 i s

J SRR T AR R B B 1 St 2R L BRI IX R S it U R B TE A I AR HR A R BE6E

St o B AR 55 U L 75 AR % BH BT ) BT A BOR AR 22 AR TE #E B A BT i 3 P Je 5 A4

SR AR G T ER AR (AR & S AR W R BT R BT AT B R iE R

A 25 SCHRII VL 51 I 7 R A SR AR SO

[0063] T. /‘\HEX

[0064]  ASSCET IR ATE “Be bl & Fa v A BRSO RER

[0065] R “HUARMI BT A" R4 BA — B AN B B e 31043, Forb B iy BA R

KT REERE FMEERFE DB E k.

[0066]  TLiR A TE i L7 A2 B AT FH I 2 AR EUAREE I — 04 (a0 “Cr-oJi 2 G5 ) ™) {3

H, # e BA 2 D — BB oS B 43 130 AN AN S RE B ELBE — A R R ], b BT (1)

XU I RRAA 8 e 431 AN AH AR B (0 BNk B BB 25— AN i AS 20

FEH TR LA it — MR B 2 — AN A5 B0 o S5 AT RAZE XU JE B DA

X (2) B (B) WG R HEAR o JURY (1) 45 B P R (R IR T 2 0 2 TR 28 I TR 2 2-TA

i) T S o ) HE Co- sl R T Co-a M 225

[0067]  ARiE“Chiw” GLHp JFIK AR, RNk JFE TR TR B HE) e A& i B kMK

JEF (BB B 19 R B AR S (1 B ok B B e 2 L 0 i L Joe St | e AR R B e A S A, B
i 2 [ e S 4 o I -0 RN AL L 24 384N IR S I R A

[0068] A SCHT Y, A i A7 B i =7 & 48P CL.Brakl.

[0069]  ARAE “Z42EmI 32 [ 7 & AU A N, I B F8 LA P B0 AE X TC 5 PR TEHLER

FUE LR N £k, B8 A AL S LRGN 2L , 058 (1) 724 2 B A &0 i & 1

sk,

[0070]  4nAR ST, A “T A 4 HOMR” 2 45 — L AR =4, Ho/ & /D P RAS [F] 1 2 4 41

R T SR K PEEAR R K P 24 5 (5 PR 4D

[0071]  RiE “FHA R ARGIRA NG, 7 H A28 B A S50 R 1 35 5 S M 5 4

F, MAE SEFW R ESACANRGA NS L5+ G F s+ 2Rk E

[ e B A T T R T4

[0072]  §F'5% comms " T30S, HOPT DU R4 XU ER =42

[0073]  ARAE “Stof il S A4 447 AT FH T 3R o) e S A A 1 &5 ) Qs e 2 ol T A A

FAA B 625 S s DA RO B S A A B ' 23 S A A IR VR 50 rh R e S ) 4 LI Ko ke S

11
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PR B AEAE, I E 2 10% . 25% .50 % 75 % 90 % 95 % . 98 % B 99 % Xif M 5 A4 44 1
Ho

[0074] 4 4F R S A AT RS “SrAR AT B, B8 BT A I TLART S A4 4 S ) ke S A A i A
e S R AR L ol o AR R PR R 2 T IR S8 A0S PR B AT IR VR S P 22 R r AR S b e Ak, Bt A
(I B PO KA G S R AR R e 8 S A ARt A D FEFE Y o

[0075]  WIASCHT A, ARTE “SIARIEFE A B 2 TR X FER AL 2 B OB , o B — 1 I R4
FEFE N B SE A A O ) 3 R R B AR A A I AT I A O B I R R TR T AR A AR T
B SR AW, I HIX S 5 B A8 A ST A FNIE o SEARIE PR A R ES 1 XS i BRI EE X
W3 B iR 64k . 2 Wl Carreira,E. M. fllKvaerno,L.,Classics in Stereoselective
Synthesis,Wiley-VCH:Weinheim, 2009,

[0076]  ARiE “Wi Z5 T 2 5 H R W SO R B BRI S A /N IR A R = (i A
AT ZRKRIEN 77, BT S 5 2 BB IR A) H PR R 2R A 17 77
L.

[0077]  iASCHT H, RE “YRIT AR I8 X TR & , 5 R4E52 & 1 e vy JF =k
I TR B AT A H A 253 TR R 0 F L ALY L B AR B MY I = I
T8 R B AR AR A 2 P R S PR A T IR TR BB R R R EIE D, B
Fe AT R BOPIAE 1 2 e ) T

[0078]  A4E“4)7 2 fE+/-10% .

[0079]  YEASHRE KBl B ORCRI R 15 4 S0 rh, B AE 7R S e 40 53 AU B, 15 3R]
“EFE” B AR (9100 A 57 BB ST ORI MR N AR A B B P IR B — A
BT IR, IF BARASHRER AT HoAt () B 5 mO0 3R B — 2 B P IR

[o0o80]  HATCARIL, N 3CHrk sk (1) (MEmy 3F =M gF R e b ST L S5 2 2]
FESZ 0 TR A D[R ) A [ A o i, AT B i ] LA 2540 2H 43 R Ml vy PR b R A 2 1
TBAE IR R IR0 o 72— AN SR TT S8, 2427 AT 4252 I R A W0 e IR 42 TR FR 4 4 25 R 3
PR IR (1 PR A T R 8 TR PP R A 4 22 R HA IR B B HPMCAS) o 7E— NSt 7 R, 2522 ml %%
B VNI LIRS BEER (PVP) o

[0081]  YE-—UUsEyfiy S, BE R A TR Fk FF S 41 4k S BRI ER IR (HPMCAS) "l 45 : B H 9% 4
L /11 % B8 FEE L OMZ% (19 21, ~F 290042 9 5umff HPMCAS (E , HPMCAS-ME , 41145 2%) B~F %)
Fi44 29 Immf¥THPMCAS (B, HPMCAS-MG , ki) ) s BA 12% LB AL /6 %6 BRI M AL i HE (161401
P24 4 A 5um T HPMCAS (BT, HPMCAS-HF , 410Ky 25%) 51 237 4% 4 I mm ¥ HPMCAS (E[T , HPMCAS -
HG, Mki k) ) s LA A B 8% LAk /15 %6 BRHIME F L4k (49 4, ~F- 380K 42 Sy 5 um ¥ HPMCAS
(B, HPMCAS-LF , 411y 2) B¢ 2207 4% A 1 mm T HPMCAS (B[, HPMCAS-LG , Jiki2%) ) »

[0082]  7E—MLsLjE )y R, 5K LIRS Bl K 7 & R N 22,500 (Kollidon ®12 PF,
HIDFEAL2,000%3,000.2[8) 299,000 (Kollidon®17 PF, HIJ45F&7ET7,000% 11,
0002 [8]) \£J25,000 (Kollidon®25, HI 2 £28,000%234,000.2 [8]) . 250,000 (
Kollidon®30, B 4 T2 /E44,000% 54,0002 [8) F1£)1,250,000 (Kollidon®908L
Kollidon®90F, E %9 F=/E1,000,00041,500,0002[8])

[0083]  I1.3RJy7rik

12
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[0084]  f£—LLSLHE Ty S, AR NI FRAL T A A SCHnR AL 5 W06 )7 T 52 PR A A7 itk
EEL 8 i B 400 R R/ ALK+ AR /N AN e g 1) 79 o

[0085]  fE— LBy SAP, AR A SR AL TR T FL Al B 52 1 AR A e R L B
BRI A/ BOALK+ AR/ N GH A e (14 T 42, 107 0 B « 1) 5 200 B 3 il I 24 27l B2 N &
M EY, ZH DA MRIEARSCETIT IV VIV BT #0A AT 2 A A W0 [ 4 5%
&

[0086]  f£-— By S b, A R AL TR T LA R 52 1A A e R L B
BR2H I A/ BRALK+{E /N i 88 (19 vk » 125 VA - Rl 7 B0 R 3 T 2 2 I &
MIH AW, A A SR ARSCE I IV VAV T A T B 41 S 2 i) .
[0087]  fE—ULsLffE Ty 2 b, A AR (1) (KB IF = IF R B AR 2 TR E
A< IR R B B R A/ BRALK+ AR /N i ffdes 1) 7 2%

[0088]

HiG
[0089]  HCHHR"AEA 1 B AANBRIK KL s RO AR T 6 2 S BT 3 Hh ol i 2 R kR
SRR EA LB ARG RO < o 2 B AT e g o 38 R 1 BT L B AN BRI e
A 1R ANRRE f B B UL B 28 5L, -NR°- (CHo) o —R®, Hh REAAR 7 B A 154
ANBRIG BedE , m o0 B AR S8y, 3 HROAAE e M4 o 2K R A0 28 3L Bt e 325 , B-NR'—-CO-
(CHe) nR®, P RUAER FELE A | BANBREIBEIE , n N0 200 85, 3 HR® ATt gl i 22
J5E B SR B B e 3 5 3 R« — (CHo) a—CO-NH-RY, HihaJy L B 41K 885, JF HRO N H A
L BANERI P , A L BANMRII R RS, A 1 B AR P 5L, BUT IR g LA 1 84
BRI e 3 - LA 1 B AN I o S 3 L R B L AR A8 L Bk i 3, B - (CH) 1—COOR™ , 1
b Yyl AR EEL, H HRYEA 1 B AR bR

[0090]  fE—stsgjfi s b, 20 (D) A R (A) , HZg2amT 2 i Sk &4 BL K 2524 m]
B2 RE:

13
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H.C N
o,
£ N.—. ’(

. ,{0 1 %\ (CHL1LCONHR,
H

N

X
[0092]  Hori, XA 2, RENCI-Calii it , RENCI—-Calii it , a N L B AR, RENCI—Cakie 3 L Cr-
CaFRf5e it . Cr—Calit S 3 AT M H A BRI 1 2R 3L L BT e it LA BRI i 28 5 3 A2 —

S REIR S 7 S, Py = I G 2 A A T ) 1 25 T S T MR S = R

[0093]  7E—LLsijifJy RH , AN FIRAE T IR AL ) BERE AN MR 1 5 1 T A
45 1 FE BB A 2N ENAAY, A5 ME SMREACE I V.V
VI Brid i S A A 2 H15) .

[0094]  HifiREAH IR (AR A SR TR AR 22 A0 IR 2 IiRg (PNET) ) ] DA I T i (1) /N i (B
P [ ATART i

[0095] iRk 4H B JR AL FEAH AN PR T i 28 1 B0 200 P BT A2 &85 40 2 3 3 28 PR 45 1 PR RE A0 e
Jo K2 i B R0 R, EL A Rl AP 20 i A BORP S T Ak ) BE R AT R L ELA R 4y
A Y B RF 40 B S8 WL BE 200 i 8 R B 2 A B R 400 B g o L 2R ) R A0 MR A SR AR T
BAEIA TS, B K BAZI /N B T 4 o 472 45 4 4 23 186 A2 1 &5 1 PR i B 40 R I 45 AiE A T
5 SEHER Y iy 41 B 1) B 55 A ) A 2 ) 4 B X VR A o DR 4 B B B 40 PR RS (1 R g ) A
B RRAH M JRT) T LA T8 R PR 5 72 e 44t e SR AL o

[0096] B £F 2 83 40, 45 H AR T-Wnt . Shh 375 14 70 &% RR4H HoJ8 o Wnt 2 48 — Fhis &£ 40 g
JAE Y, A2 e B VEER S B R 1, Fen] PAFE AR ML 3 S Wn tf5 5 % 31878  Wn t AL 45
{HASTR F-Wn ta FIWn t BEE R 098 . Shh (1 FR N Sonic Hedgehog) #& 18— a5 4 Hu J83 16 V.
AN 52 1 AR BRI B ], o] DAAE R LR i 8 S Shh5 5 4% 1842 - Shh B FEH AR
T-Shha . ShhBFIShh v §EFELH HIE

[0097]  FE—SLsTjfa 7y E v, AN FIRAE TR I FLE04 P I ALK-+E /N0 e i e 1) 77 7%
FEARE M EEN AN ENAEY, ZHEME TR SCEL,
IV VRV 43 BT A AT = 4 S P 259 il 57

[0098]  ALK-+3E /)~ 41 fo fii g A2 415 o ALK IR 9 P4k (4 AT AT B /0N 40 B o 01 SREALK+E /)N
41 B i e ()RR AE AR T 2450 A A8 4n e 't S A7 2428 (FTSH) I i, Mg 4 e A K T 2115 %
ALKEHPE , WA ALK R A VR PR o SR, 75— 228 77 &7, B K T-2910 % ALKRH P /Y
IR 241 L ] DA PR iR ALK

[0099] A2 e BB (1 PR i, MALKIE R 5 55— 4RI 2 D] b ), AT 43 3800 DA s ke
JiE o £ B85 77 Z o, ALK+HE /N1 B fiti e A FREMLA-ALK 3 £k , A5 5245 52 BRI A R 1] , IX 2
J5TEMLAZE DR ()57 S 5 457 T e €A 2p 331K ALK FE DR (1) 3 S 22 B) A B A o AE HoAth S it 5 = o
ALK+E /N o it e (1) R AR AE T ALKFE K] S5 KTF5B  TRGELKLC FE K Al &

14
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[0100]  fE—SEsLffi )y R rpr, AN FFERAE TR T7 I L3N b T 32 M AR 2 A < SR )
25 IR R R B 2 AT B A S 2 A S Y S iR AR S
LTI IV VAIVIES 4 Bk AT = 20 & 0 25 il 7)o

[0101]  FEPTIR T i) — e S 77 G i, AR BE AF iR L R X B EH 2 (1) IR A IRy I = e
It IR B A Z N — PSR R URZ N T 52 o X Bl BT bk R A A S
AR A it 52 PEAREE A SR LR

[0102]  £E3G 7 FL BP0 e (i 52 M A28 A < R L IR 1) 7 R ) — e s it 77 S v VR L3
HH YT 52 1 AR E AT S U T R A B AR B AT i R o BAN M AR E A S B R RN T
AR IR L8 | 12 P IR EL 40 L 1T 95 / /1N 2 0 B AR L8 (CLL/SLL) k38 P K B4 vk £ 988
(DLBCL) v P K L0 96 G 2 5200 JOL P DK 4 Y 9 T 89 7 4R B L2 4 v E2 Y R 2 A bk 2
T o AE HAM K 7 S, Tk 52 VEAE B A < R R T M AR 2 A7 <k 2 R T AR 2
VbR 2 3 B0 ARAS R T B 5 T (1) 780 P K 4 LA L 8 R 42 T — U8 L2 4 e A L2 98 o ZE A
M SE i 77 S, AR 8 AT 4Bk 8 /S DLBCLER £ 4H M bk L 08

[0103]  fE—SLsLifJy &, Va T Wl AL B rh (R 32 11 E 28 3 < bk 8 1 7 VA B e S
2% b SMA G, Kb BrRdaWmas: () AR SCHE I IVEVE4 Briidk
(AT By = 3 58 2 B A0 A (2) mTORS #1751 BTK 01 81 71  HDACH 1 7] . $7.CD20
R P AR DNA R R B RE I 411 ) 70 A G 3 1 71, BRI AL &

[0104] 7o 7y G b, W7 N 52 ME AR B A R R I 7 R R (1) g igEmy I = e
It AR AL A Y AmTORA i 77 . BTK A1 1l 77  HDACHI i1 77 F71CD20 B 57 b 471 44 . DNA R 3
R B R R G YR ), BUE I A A SE i B RTINS R E A e
SRR IR F SR (LA) FRME Y I =R I S AR B A5 Ik Arm TORFI A1 771)  BTKCH il 51 HDACHH]
1] 77)  FTLCD20 5 5 2 7144 L DNA P 26 6% it 4110 #1) 51) R 2 Y435 701, BREATTRO AL 5

[0105]  WEWY I = I — 5 2 B 4 A W) FmTOR I 1) 77) (BBTK #1771 - HDACHT 1 771 L 55.CD20
BP0 A A  DNA R 5 6 R I 410 1 7900 AF0 08 1 780) AT LA TR) I e FH B2 i e P o £ — 28 sk
Tt )7 2, B 4L m] 7= AR B R RS

[0106]  7EA R B TR 52 PEAR E A S R R KR 7 kb, B (1) BymEmy 9 =9
Z% B8 PRI A 38 (KT BTHCH 1l 750 ) 1) A B AEAS IR T Ak i 51 H RO BTR Al 7)o

[0107]  FA
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[0108]

Al 8 JsalE R 1 H ik
PCLI32765 (KB # )0) PCI-32765 < R D Ay | Cancer Cell, 2012,
ARG R Bk H R, g?ii‘?ijbjgg?

O350 %k 0.5 aM. 3tood, 2012,
50 29 0.5 M 120019,
3978-3085;

Cell Signal, 2013,
25(13:106+12,
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[0109]
A [E L 33
| GDC-0834 GDE.0834 Barmig s |3 Hematol Onenl,

ﬁ'\N \_.«‘p DB Bk MR 1050 2013 Auvg 19;6:59;
: - ?;‘MNH 1 5.9 aM,
. . ‘

J. Hematol. Oncol.
2013 Aug 19; 6:59;

J. Hematol. Oncol.
2013 Aug 19; 6:59%;

(‘(JI 1”46 . R Hema,-tc&l.‘ ()n'c:qL
sk 2013 Aug 19; 6:59;

o™

W
e
3

F R E ST RE I (RTIO | Hematol. Oncol.
,; I}ﬁii;fl‘j: 1( q(, 35 m\d ’ 2013 A}.!g i{) 6259;
SHF JAK-1, JAKZ. JAK-3,
SYK. HCK, BGER ¥#E. IR
SR 1OS0 Bp300 pM

SIS E RN (BT
aSEE Jfﬁf i

“’1‘:‘. SERZOMR N LS T B IR
ZNHEE BTK b inbe,

PLEBTE 5 PRERI & %8
B :""H’ U” ':*/’L‘{nj PR H it ﬁ:o
i Lyny Sk PKAS
1. BERK1. ERK2
K p38 Bl RS D

TR A RUIE
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[0110]

TR MR R 3Lk
| SESAT RO BER BTK 04 |
SRR et i S e

1. Pharmacol. Exp. |
Ther. 2013 Aug; |
346(2)y 219228 |
Lieukentia 2014 Mar |
7 {epub); I
Hematol,  Oneol.
2013 Aug 19: 6:59;

7. Hematol, Owcol,
2013 Aug 19; 6:59;

N Tng J Med; 2006 |
Jun 157 35424):

253141
e
Nomel i-}"i)“}—(
OLa7 ACS Chem Biol
Q 2013 Mar 17
=i
k\\%'}:\\\g {.?
N 1 : b
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ZRJE-6H-MEWY IF [3,2-1] [1,2,4] =ME3F [4,3-a] [1,4] “HRE-6-0E) ZMFES: (i)
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SN R AN IR LR B (AR N R 4EEREPVP) o /E— D277 9, i
WEWY I =M RS A SPVPI B L L3 E L FE SR B, B E
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B LT B — 3 S B IR B AR TR Y (Tg) o AE — SRR T R, B — I TefE 175 CE L)
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—ANSEIETT S, B D F A Y I SR R AR AL A8 S AT A i A A
W AE Sy —ANSEHE T b R O =M UK B A 3 ST A T REA [ A A
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CHI AR — X AR SETE 7 2, AR 7 TR AE40°C AHXIR RN T % IR T 2 ik 220
LA H o AE— ST 7 S8 , FEIA A4 73 B IO X5 Zefn RAT S 2, AR EAEAE S E K
() PR RIBERY 7 =I5 R R A S A S AT R A BB BT S, AR B
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AIEAE” RARIELI21°20°F LT B2 B ASTEAE 5 45 5 (0 WEwy 3F = e 3 — R B L &
(1-1) HRINTH o

[0190]  fE 5 — ALy S, Frik i S &AW (-1 BUOLZ 2 m] 8252 10 £ A
) CBFEARE YD) TR Rk Al AA | e il AR B R A7 2= Am e T 20 s DL 2 22 Pl 52 1)
RA VDB 5 Bk AL — AT R, 255 Al B2 IR S YNPYP oA — N SE T &
SRR LAY A-1) FMPVPRE B N1 3B L 1 AE— DLy R, 2 /b — ey I
I R AL A8 S A BT A [ AR B A T o AR S AN S S R I =
I G AN AR A 8 T 4 BT AN [ s B A e o AE — A ST R [ AR B 2
W55 55 TR K o 72— LE STl 7 S v, [ 44 o0 UM SR B HE S — 35 s I B TR B AL B AR IR S (T) o
B SE i R, BB TefE175°C £ 185°C 2 1A HI IR o 7E HAt X BE R S i 5 b, 85— 1)
TgfELI179°C H I o AE— LEXFERY S 7 S, [ 44 73 Ui 7E 40 °C A IR B 75 %6 IR
TR DI A AT R, LR A R XS 2k RATH B b, AR FANAF
fE 545 SR (D) Fron ey 35 =3t 2% B A A SRR AT ST £ sl AR R 1 B T
5 R LA RIRAEL21°20F fER T 3 EAEAE S 45 IRy I = 2
ELAY (-1 R IATH 2R .

[0191]  fE— AL Eh, KRR ZAMA YA ST BRI EYy H = Jf 5
SEALA Y (1-1) BULZG AT B2 1 2 VA I (AR KB ) I e otk SR A ik
SR [FA; FARICTE 2 P R Z T B2 IR ) AT — AL Rerp, Zi# T B2 I R BN
HPMCAS o £ — AN SE it 7 v, o Bk AL &4 (1-1) SHPMCASHI B & b N1 :3& 1 12—
S Fe D B AR R S I Uk B S S S BT R A [ A A
25— STy S L Ry = I K B A A 3 AT 4 BT AN [ A i o A
— AN SR 7 T [ A A A R B T ) o AE — BR[O AR DA B —
MBI AL (Te) o fE— B85 7 2, B— M Tg#E130°C £2140°C Z [A] tH I o 75 HAth
IXFERI SR b, I TgEL1135°C B o £ — LR RE R SE e 7 2 v, 144 2 B i 7E 40
"C XTI ENTH % A ES T R e 2 /014 H o A — SRS 7 Z2 v, 76 [ 44 43 A 1 Xk 208
RATGHE Zeeh, B AAEAE 54 R0 (1) Fn Ly I =it R R B AW e
T2 AFER BT S, “BEA EAFAE” RIEELA21°20 N, fELE R ®E EAFAEL
2\ RS I = R B A (L-1) A3 AT S R

[0192]  {fE— ALy &, KK ZAMA A YA ST 2R R EYy H = Jf — 5
LAY (1-1) B2 B2 (0 3h A LY (BRE K A1) - TH e e ST s L b i
B[R A7 AR IO 205 240 28 W 2 (0 SR A W B A 3 A o A2 — AN SR T b, 25 Al 2
(K E W NPVP AE— DL T B, EE R k54 (1-1) SPVPRIE S V1351178
— NS R, F b B MRS I I R A B A I ST BT AN [ A 4 A
o £E S AN SEE T SR R I I A AL A I S A BT SR AR B
FE—ANSLHE T S, AR B R 8 55 T IR o 75— SE ST 7 e op , [ 44 o B ik R B o —
5 R B AR TR (Tg) AE—SESK T R, B — I TefE1 75 C 2 185°C L[] tH 3N, 78
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fth 3R AL AR S il T 2, B T AE 29189 °C M TN, o 7 — Lo I RE Y SE it 7 22 b , A 43 B A
40°C AHRNE ERT5 % AT T % 2 /D 1A Ho AE— B8 ST 7 S, 78 [ 44 43 BU 1 X85 4%
W ARATH R R, FEAR EATEAE S S E 0 R () Frs imeEry 7 =mgE R 2 S Ao ok
IRTH 26 BEAR ISR BRI &, SR EAZIE RIBEL21°20F , fE L B % EAZAE
L5 45\ (BRI T = AR B A (1-1) R IIATET 26

[0193]  7E—ANSZHir &, A% BRI 2 A S L & 5 T 2R ey O = 0 — R 2
WA (1-1) B2 2 mT 252 10 8 IR TR (RE KA ) I HEND o il S AE A4 | S A A4 B
[l 7 Z AR 205 240 25 P 52 1 5 A 0 A o AR o 72— AN SR 7 b, 2922 T 832 11
EA W NHPMCAS  fE— AL 7 B, - HUE A4 (1-1) SHPMCASR B E b 138 1!
Lo AE—NEETE 5 S, [ 44 o M R 55 25 8 11

[0194]  AE—ANSEHETT R, KK W2 S WA & 45 R R WEY I = Jf — R 4 e
A (1-1) B2 2 mT 252 10 38 AT (RS IK A1) T HEND o i S AL A | S A Ak B
[l 7 F AR T 205 240 25 P 252 (1 SR A 0 A o A o 72— AN SR b, B2 T 832 1
RAYINPYP AE—ASEE T R, A BUAF LAY (-1 5PVPIEELL A1 3E 1 1 fE—
AN 7 R [ A 3 A AR 5 55 TR

[0195] 4% 171 it FH AR & 0 T3 19 [ 4 3 A ), HL SR HE A5 0 A R 1 P o A 7E B4 B
NS FRMEAE DA FH P56 b s AR, BTk [ 44 3 0k 00 A3 R s (9 49 B (R AR T —
S HL s KPR A ) B o A% 2 BH 1 [ 44 43 Sods mT DL ALEE 5 A7 20 (1) B (R e I = e
I A B A R A YICL BRI [ A AR o AE — BE Sl S o, [ A A T
SEHLAE R (1) Fros ey I = 5 5 28 e Ak A R IS ON I F 1T 3 A AN T Bt A
K (1) B (R 3F = 9 2 B S SR IR A T3R8, = B AR (1) Bis
R MEIY I = 5 2% BEAL A WIS IAE KRN K 22 B A S5 (0 A P ] 22 Ao A LA
55 FH 22 i A/ B P ATE 7 S DB (1) o (KBRS 9 = I8 9 — %02 AL £ Bl e vy
FF=WEIE R AR B AW (-1 B AR o A4 P IIF 72 ] DA P51 20K R, S mi A 2 ket
1To

[0196]  AJ LLERE & M T-RE A8 b (X B9 A TR) B R A A (YD) , 2281 2R (1) BT 7 [ 18R Wy
I =M I RS S AR EY I S I TR A B A Y (L-1) B ML R LR B,
3R A 28T AR (AUC) 18, 5 S S AR R P o AR 5 1 T 3 [T 4 3 B o 1 =X (D) Bl
(RIIBEIGY 3 = I S A% AL A Bl ey T = 9T U B AL A (1-1) IIAUCHH 5 2
WA R AW SR EIE () B rBEmy I =Mt R 24 S Aok 45 P 1 ey
FEEMEIE RS (1-1) (IAUCHH L35 o 76— oS /7 22 v, 004 ok 6] A 43 B pe 22
it FF 26 0t 22 8 4 2 B 11 il 2% R T B (AUC) B )+ E A bk it P 45 A0 1 s BB ZEL 5 P 1)
FIRAUCIE I 2 /00, 445 .0.56%.0.66%5.0. 865 . 1. 0%, Horh i xf BB &8 &5 B0 45
AR (1) FroR BmEmS 3F = 3F R 2R S A .

[0197] AT LLIE AR FEL B BRI A0 i B0 558 1 pHAEL 140 4 & ok D2 A2 40 ) B o ] DA 3 A
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FIOTEHATIE A5 (1) FroR IBEw 3F =0 3F — % 2% B0 & BEmy I = I R e e
&1 (1-1) B AR 9 BR B R AEpHA L 0 Z 2. 0.2 8] (R K PEAR AR IR A Bk, B o )
AN B pHAEL T 17 95 . 087 00 AT RAAE pHAEL TR 5 )5 B e AT 24 /NI HR A AT s (7] >f
WETE MR (1) Fr o e vy 3F =0 I — 5 4% S50 BT 1 T MWy 9F = e I — (2%
EALA Y (-1 (IR S AE—Be S 7 2, ZEpHAE A5 . OFE 7. 022 1) ) 7K P A b Tt A i
t, SRS B AW (1) From vy 3F = 5F R 2N B AL A 2 ey
I = R B A (1-1) RO AR L , [ 1A 2 Bl A8 T 2 TR I 2 (1) B i me sy I =
W I TR AL A B T E TR R W 9 = e R AR B A (1-1) BORFE  & /b5
% FE D6 B ADTRE  E /D8 B DISELE B 1045

[0198]  7F HAM R SE iy Zrp , ZEpH{E 9 L. 0 2. OfK K MEAR AP IR A Fih , EARE RS
Wik 25 @ i 2R (1) Fios BBy 3£ = I 5 A 4% B AL A WK o B AR EL 5 [ 4 o i v 2 52 T
(K8 (1) Bron (s 9 = g — 50 2% B0 A BT 2 TR ey JF = F — A Bk A (1-
DR EREZED40% ED50%E60%  FED70% FE /D80 % o A — LLIX FE SL it T &
w4 3 B T 3R B 0 W HPMCAS o 7E — BB I R (1) S it 7 - 7P 5 [ 4473 BUAR 1 58 A 4 PVP.
(01991 £E HARRY SLHE 7 S, Biid [ 44 43 Jiods v 19 T8 s T2 89 2 () B s B R Wy JF = 1 5
TR AL A YR T TR I = IR A AL A (1-1) BRI (1) BT i e
W7y I = e 3 R R AL A RN 2 2 T 52 (R SR A M T A A b i 2R (D) B g S 9
SIS IR A A IR I FE D40 %  E D0 % BL L EAD60% \ FEADT0% L F80%
Hop B 2522 a2 52 1 A 035 8 UL N W AL i 4L rb - 35 79 2 HR 47 4 20 4R OK — F R
TR ME TR 2. 5P 2 TR ) R P = PP e 2 B P B TR G PR R AL AL R 4, L rp 25 [ 4 3
B T3 AEpHIEL A . 022 2. O K PEAR AN IR A B o 7 — S8 3 B (1) SE it 7 v [ 44 4
B 1) 5% 5 1) HPMCAS o 75— SE I BE K S it 7 22 v, [ 4 o0 B 1 SR A0 PVp

[0200]  7F—LLsijifi s R rp , 78— 8 BUIR PSR T 22 55 — BRI [R) ), AR BH BT I (4 [
TR HAR LI AR I R (1) Fros (e my 37 = I — %0 4% 540 S Bl e wy I =k 9f — (2%
EEALAY) (1-1) B EES SR E TR A — AN R, I 3R (1) Pios i eEmy 3 =
I R B AL A Yy I = R E LA (- R EE Rk R G D
90% . /091% . F/92% . F/093% . F94% . F95% . 596 % . F/97% . F 098%
FZ99% o

[0201] V.5

[0202]  m] DA AT B 1 [l A o S04 1) 5 R ) 2R B B AEAS B T B 2 1) /NS 7]
RS (beadlet) AL NTKE (granule) < HRiifl (granulate) Ay K . AT LAfE A6 @1
BARRAESEI AR A GEHERT VAR EAR T AR F R LR 4R FR R
FRJL A4 2 (HPNC) FR TR FR B A 4 20 A0 2K — FR QIR L 3R FF 2L T A IR L SR ) B PR TR 2
A2 2 BRIAFRBE (HPMCAS) o fE—B8SLHf Ty S8, Al AFAE SRS 20 A, il , 7E R — R
AR B FAOTEE Iy = I I AR S B — e 1 T LURRFEAT AL, T — 2 0 I LA PR
TaEF
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[0203]  fE-—LEsLiti 7 G rh , AR R BH 04 8 44 2 i s T AT il Jl 7] 3 B B o AE — sk
it 7 2, A R I 1 ] A 43 e A T ATRE il B/ LR FIER BN 1 (pour—into—mouth) [/
Uk B LAY (constitution) [ RN R o 78— B8 S T S v, A R I 1) [ 4 o i d 5 4L
b Ry TR 7] (F3 B, 490 1) B 65 /0 B SR B R B 3 ) 2HL A I 40 BT ol R A R )
AT H R B P 2R ) S ) 5] o £E — B8 S Ty 2, AR B IS [ 4 43 B A mT LABRC A BT )L
BHATT o

[0204]  YE—ANSZHETT R, AR A A IR T D IRGG 2 A — A SEHE T &
o, BT I 25 205 ) 05 R AR A R IR BTk 1) 22 A St 77 28 A s 4 o3 i, L5 a8 ()
7N EY = I I 5 2 BAb AW B 20 2 T 2 1 3 VA L (B RG K& 9) e
W) A A R AR BRI F AR IR I 20 DA R AW aR o AE— A SLitE 7 2, B i
I A IR B — B2 PN IR 5 490 2 A AR ) TR R BRI R R R R

[0205]  FH-T- Pk (K0 2540 2L &5 W SUA 38 1) 2 25 T 8252 (V) TR 7 RN 24 2 ] 252 1) B 771
() 52 B A8 AH R PR T e A A i SRR BE Ve I AT = haia W IR 45 | A i IR R e R 2
B TRER S IR R BE V EL B R B VR ARIRA e 2 H W - bR R VR IR R L A AL
BRI LA g T Vil R FE I S R

[0206]  FI-T-Firid B 25 W 2HL & WD 5 3 1A 243 2% T 42 52 (R RN 465 770 1 S ) B B RS R T«
Wy AR 2 K AT, BN e 48 & (BIINAVICEL PH, 13 HFMCA &) JBRTA LA 48R #
7 L Y3 MR T TR R 4R 4 25 (HPMC, % IMETHOCEL , 78 4 Dow Chemical A &) ; BERE 4
FERE  FOKBEH s Z AT AL o

[0207]  F-T- ik (¥ 25 0 2EL 6 WD 1) 5 i 1) 243 2 P 4 52 TR BRI 24 2 AT 42 527 1 0 B 1) ) s
910, FEAELAS PR T < 5 SR 136 o VO B0 P S 06 0 0 260 W 5 5 700 WK o A LW L P R I
TR AR 4E 25 (MCC) Ry AIREF 2 2 L 1L B4 | BE MR RV o

[0208]  7E—Uesujfi y &b, fEFTIR AW A A b, WML LUK IEZ T — P Zhee . 4
W, SERLBSORY 25 751034 T LA Ay R A 70)  Bhm 7] s o B 700 S v 7 B R R S

[0209]  fE—dLszjify Rep , A & B 250240 A W0 ml LB AL S A ) s ECRE, 41 A Ak
I (BB i FREA A ER B T AL R R A T (BHA) « T LR IEH 2K (BHT) ca—E B W
PR IR SRR SR Ui A M) e il 77 e 750 (s TR — 1R) /1 /BB FEg 7l
[0210]  JEH , A I 2392 A W mT DATC il B AT ART 53 PR ] A4 7R L o 7 — BB STt 7 =
AR B B [ A o B VR A AE A R Y o 9 AR R BB B R B 22 TR R (1 /N
BRI BB AR LT 4%,

02111 fE— Sy rf , 292 & 0 & - AR PE AR R W T 3 10 8 4 43 B A 1) 2 A 52 e
75 R (1) Fron I EELy 7 = I R 2 B AL A W RIES IR R TR 3 T R AT 4 R BRI IR S
(HPMCAS) Fi9 [&] 44 70 Bl s , G o Bk M sy 3 = e I — SR 2R B AL S e B A 2 ik vh R T2 T
), 4 ELIBEWY 3F = I — SR 4% T8 AL A ST T 0 T L S £ 4 2 BR IR I (HPMCAS) [ B &
EbN1:3% 10145 E % R50EE % I — KA 30 HE % R40EE % MMM A 4R
AT B % E6EEY MR A4 E:0.8FEE% £ 1.5 & % (MR A 0HE; 710.8
FE% A58 & % HMEIRE:.

[0212]  VI.F|&:
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[0213]  FE—NsEjE Ty Zrh, AR BIHRAE T AT RATC il il AT AT 3 1 [ 44 700 2R 1 25 M Al
Yo AE— NS0T B, IR AR I 25 4H AW A & A R B Bk 28 (1) Fras it Bemy ¢ =k
I B A EAL A 2 FhSLiE T S P — RiEk & R, b BTAR R (1) B ROE ) I = e
R BRI AR 2 10mg E £9100mg AL — NI Rrb L AR B G A A K Y]
Pk s (1) s O eIy 3 =8 3 — 2% BLIK 2 Pz e 5 28 op i — R 22 i, 6 eh i id k(1)
P FOVBEWS 3F = 3 — SR 2% B O 70 Bt 1 PR A R R AR A 2 - 21 0mg £ £9100mg « £910mg
2 2190mg « Z]10mg £ £180mg . £)10mg £ £)70mg . £)10mg £ £)60mg « £ 10mg £ £50mg « £ 10mg
£140mg £10mg %2 £ 30mg A1 %) 1 0mg 4% £ 20mg o 7E— A S /7 B rf , AR I 2 S B
AR AT (1) Frs MY I =0 3F 50 4% B0 22 Bl 75 58 0 (1 — P 22 b, JLep By
R (1) Fron gy 3 =M IF 2R B AR B 1 FH 4 10mg  £950mg . 297 5mg « £7100mg #4)
AR

[0214]  fE—ASLhEH R, ARG G B4 N A 75 LM 2R e A K Frig
2 PhSZ i 7 R i — AR i IR (D) B ey 3 = gE R e B G B R
Fl 2] R 2H £ 1mg £ 2mg < 292 5mg « £)3mg « Z)4mg . £)5mg . 27 . 5mg . £ 10mg « £]15mg . £
20mg . £]25mg £)30mg . £]35mg « £J40mg « £)45mg « £150mg « £]55mg . £]60mg « £]65mg £)70mg . ]
75mg Z)80mg  Z)85mg « £)90mg . £]95mg . £]100mg . £ 1 10mg « £ 1 20mg « £]130mg ) 140mg F1 £
150mg s Ho 7 837% B A A R 2 B — IR VBEAS R— IR VBETLR — RGBT R — IR VB =
R—IRBERE— R IR EER IR EER IR BER = IR VEER DY IR BER TUIR o AE 53— A K i
J7 & AT R AT R BN A AT B E e B

[0215]  FE—ANSLhE T R, AR AMA G BN AFEN S AERAHERS BT
AR W e S i) 2L v PR R Iy I =R I R AR (1-1) L (1-2) L (1-3) < (1-4)  (1-5)
(1-6) « (1-7) . (1-8) . (1-9) » (1-10) . (A=11D) ~ (1-12) . (1-13) . (I-14) « (1-15) « (1-16)  (1-
17) 1 (L=18) 5 T BEWY - = 3 — J80 2% B A 0GP 79 53 11l DA AR S A 41 - 40 Img L 44
2mg#)2.5mg . £)3mg . #J4mg . £)5mg . £7 . 5mg . £ 10mg « Z]15mg  £J20mg . ) 25mg « ] 30mg . £
35mg . £J40mg £J45mg . £]50mg « £J55mg « £]60mg « £]65mg + £]70mg . £ 75mg » £)80mg « £)85mg . £]
90mg £795mg+ £1100mg  £J110mg- £7120mg £J130mg - £140mg F1 £ 150mg ; H 7 AL3% H H A T
HA A A — IR AR IR BT R IR VBIR —IR B =R IR VBB — R — IR &
R IREERPIIR R ZIREER VY IR A SRR TR o 72 5 — SR 7 S0 AT B RN 7 &
BT AT DA SE BR s/ D G TN

[0216]  HRAEHFEKIVGST B BRI B, I A A& & B H 45 25 1 85K AE— 5K
T e, A 7 E N2 AT L 2 D RS R R H A D LR R B o A — AN SR T
A FENZRAE R U2 H IR EH 2D E AR A — DR TR, AR
(1) 52335 AT LA 22 /D4 JE it FHAZ R Y, I HLR R0 AL 5 Ropl S 50 R0/ BRAS S I ) & o 72— A 5K
7 2, A T B 52 P DA JE e P A, RERE 3R AN/ BSURE JE 6 kit F o £ — > SE i
77 RN, G T E SR E T DURERE 1R VB3R VBRAR VRED R S RE6 R RN /B B DA 4 77 = e
I AE— N SEHE T S0, A 7 E 32 E T DL AR FZ LR 2 B2 AN S 4 T &=
BAESE D &
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(02171 ] LAAE FIA51 4 v A0 AR SR B, 25 B PR 750 2. (4l e e 8 P v s /N R ) L B Tl
TR ALF S ANORE AL B A o A B AR P LEFRE AR TR R IR AR 4R &
P B AT 4E 2 (HPMC)  F TR i FR A 2 4 30 AR — R IR I L 3R R AL P AR IR L 3R ) L BRI R 4
TR 3 B D A7 4 X B IR (HPMCAS) .

[0218] VII.T.Z::

[0219] AR B BTN RO MEY 3£ = I 3 — 5028 BAL A AT LA LA 2 Bk 1 o sk 6 ) T X
FAAE, Her] LR S [H LR F i 2 FFNo . 2010/0286127 G A H A 25 LA 51 7 200F AR SCER
AR ) o TR A TR SRR AT o A I R Ry S I S R AR EE A A I A% i SR A
AR B S A A AT DA EH A B AN XK R O BT AR S ) R O 1) T 5 T A5 O R A R B A R T
2l &, B I ] & SN R TR A A8 a1 I A TR R RN A BRI R 3 TR
il 4% o X Bk 73 TiE A« (1) ORI S AR IR A W B 25 £ T B0 b, Je e B 4 g B
R B A A AR W S A AR HR S 4  F ABIsR) BB BO G 474 s (2) A FDG 3 T
P ATE R s (3) FEF YRR (g 1 B BB B i el Ak (RTR 54 B () £
SEAR G VAL S R B I R BEAT B 05 3 o A, AT B AR TR S A AT AT AL 2 En
771 (B0 M AH 18 VR B A A W AE T PRV R 45 ) T3 2 B e AT KT ) ol s 43 ) o B
SERALENN

[0220]  BISRFE L, AN I BT A ST ARy I = G2 B Ak A W) e 5 ot e S R ] LA
T I AN FR B A S S TR B R0 3 e A, H b AR R R W R AR ) VR S P
a3 B It ELE B B AR T, AT B P 75 1) 20 FX 0] e e AB 4 o RT3 L, 78 BIrad 70 B Bk
B Re A (Bl tnz 52 B PEE Ge A (IR ) B O T, AEX il S AR 1 S 2l PR ik 7%
TE R 58 FH A 38 1 ' 23S PR 0 BR BRORR , A8 i %o S X Bl SR A A Gl e A 3 A ST 73 2% 485
B A0 18 T B UG T 180 HEAT % 43, FEAERE i [l Se 200 P 0 e e A4 o ] A FH AR 8L 2 SN ) 22
i i okl 2 58 (1) (KIS 9F =W 0 — % B AL A, v o e S5 WA 1 3o 8 77 4 L o o
FRIL 2180 % o A3 FIHI AZ , DLI%E B0 B A AR 1 3 & 43 Bb K T80 %, ik K T-90 %6 , Ak
KT95% , IF Hm Lk y99% Ll L.

[0221] 2% B i) ] 4% 43 i ] LA JE Gt 22 B v R il 4%, A0 AR I B NIVA & K T AR
I Y 5] 4% 2 B0 G P DA R 95 20 71 SCrp P i 0A i L FP Al % : Chiou WL,Riegelman S:
“Pharmaceutical applications 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, Jr A X L 3CHRILA 51 I 77 508 A SO AA e

[0222]  7E—/NSEHE T SeH 5 A B A [ A4 70 FOAAS e T s b T 25 1) 6 ) o A — D SR T
IR T 2 AR R AR R R (1) ROMEMY I = R BRI A ST R — AN
MR A SERE T S SR T 2 AR A B B M Rl AL S AR TS A A SE
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T s Rl L 2 AR B A A VB  E  AE— SR T R AR AP IR
WG AR BH (P4 B ) Ak B P RN AR

[0223]  7E—LLszjfi s g b, 30 (1) FOMEMY 3 = e JF 5 2% s mk  HL 2GS T B 2 i 2 T 77
1y FEKEYD) IS HEW) R S fa A L e i AR BRR A 2 An 1 1 T S ik i A A2
FEIX PO A, AT AR Gt 20 S NN 3 3 4 7], AT BT LEAE I I8 & 40 v T -G
VOB B 76— s ity e vbr, 20 (1) IOMEWS 9F =M — SRR B (1 2 A S &b 1 — A
B2 AN SE it 75 ZmTE T BT R A 1 5 AR A P Rl RS () 2 R4 S I B I
T LZRRE AR — AL T P, R VKIS B T 5 A R ) 25 AR IR A Ve A A —
AR T S, T R 5574 H) (AT e (1) 1k gt 25 v 45) ST s Rk 100 245 i A A4 TR 5 092 ) I [
ko

[0224]  fE—ANSLjfa )y 2 rp MG SR BE 25 2894 H0 = (BRI FE B4 20RO AR
AL ZA FE) DL IS BRI RTURE , AT A5 4 B P 249 R B AA 1) VR 5 0 H BT
o AE— AN 7 G, ST 7E B R AL PR Ak 2 5 o (S R 43 A 55 A A EEL [ A, AT £
JEF Rl ) 25 o R TR S A HV R B4 o 7E— AN SR D7 S T AR R I R BT TR A

H BEAT ISR AR, AT A5 5 R 1 247 o RS AR (1) VR S v B L A

[0225]  7E—HesLjE Ty b, ] LR AR Bt BF HE (hot-stage extrusion) BUaREEEI R Y
S G 2 () I B SR PR o FAB BB ARG A I R - AR B S N R TSR A 2 3R
M DL i B R AR R () 9 B s 7E =3 T 8 E R URCER BT I P2+ it B

[0226]  #E-—ANSEHE T 2 rb, 430 (1) FIMEWY 3F = 3f 5 28 B 2 A SL it 7 b i — A
B 2 AN SE it 5 AR BAR IR JE R N T, M G AT AR A AR AL A R R R A AR — A
SEHE 7 Rrp R B BB HH SR A R R R (a0 AR 45 A T SR LR I b ER IR
o AE— AR TT S, EAR R A% 5 BH D[] 4% 43 IR 1) 1) 2% v, 750 B = B DR & 2 BiE
B AL RIS T e Rk SR o AE AN ST R TR MR AR A R B I Ry I =k
I AR B A Y A R A I N ZE R R R T 70, DA TG A A BRI A R T G [ A
& o AE— N7 R, DA SR AR B (R I =IO RN A A IR A
T 22 IRt % 751 40 YR8 5 0 T 2 A A P s R s R P B A RIS MG ) A AR AR A R T
] 425 4 A o

[0227]  FE—Lsijifs 7y S, IV 7R 25 e J7 V2R i A MR A X (1) () By I = I — AR
B BRI 2 AT R DB S AL R AL AN R WA R TR
FEAEARE IR (1) fmEmY I = I G R RN VA AR TR PRVE 7 e, SR A R PR Y 7
R AE— AL TT G, T R PRV 7 AT BA N —Fh B 22 PRI 7 72— AN L 7 Zerp , —Ff
B 2 PR AR AR AS BT H0RG 770 Ve PEIEDR) 2% 0 T 790  pHE 39 7R A0S I 551 o 75— > 5K
it 77 G W ] DAE AR THE R PRI, B AR R MR R 2 B BUE IR .
[0228]  fE-— AL Z P, AR AR R BH 1) [ 4% 43 IO 1) o 4 0. 8 A0 2 v T R T 9 7
(1) — FhEk 2 PR T8 o 76— N SEHETT S, BTl ) -0 0 02 T 088 ST R MRV RIAE
IR N2 28R AT F e 28 R AN B 55 05 W3 55 I RL L ¥4 R TR B AT FHER I SR Ui
[0229]  7E— ANy &b A8 F 7 5 T s R A X (1) ROMEY 3F = e It A e
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AR i 7, AT FE AT ik (1) 20 A W) B R BROA TR 55 A RSN TR A8 e PR e 25 i ) R ) 9
o FE— ARt TT 22, MRS A BH 1) 5006 i) 8 Bt 35 ks, bl A T 4l &
VDB TR B R 55 28 A1 B A0 2 b A/ B B PR AERL b el i PR B H R B A —
S T G, JE Ak XCE B I I S BT 1 4 A W T TR B AR VR A T R B R

[0230]  7E—LLsiyif 7y S, AR HE A BH 4[] A 43 04 1 o) 4640 4 A0 FHRE I 5 A « A0
TR I TR AR A 8 7 I SR AT 5 7 UL DL SR — WA A AR o AE — N S T S
Hh, R A I R (%) ) 790 ) ] 60, £ PR s 7 — S B AR o AE — AN S 7 22 b, R A I
FEFARBA ] AR A A B A 57, HEAL 3 R a0 (1) ey I =0 A AL A
FHAR AR VA il T DLVE P 120 Ak e g 5 — S A e (R B 4 5 N 22 J0RE T i 25 2 5 DA
J NG IR Y VR 55 5 DT S8 8 7740 AR M S 0 A PR AR, U A 45 [ A 43 A S U e 7
BARHEE I

[0231]  7E—SL Sty S, AR 45 A B () [ A 3 S5 1) o] 4 A0 475 458 FH L DT0E 7 v o A —
AN R, AR AR T AR A INE AR R () (Y I =t R R A A
MBARTE W A AL T B, A INEEE AR S R R 4R =X (1) e wy I =1 I
TR B AN IR AR BEAT SR UTIE I TR MOBIRE o £E N SEHE T 2, 1 YO TR T
(RO , AT B A T 55 4T A 7 A

[0232] Xy T () WHEMEREWBAE (— P Z M) FRA L BRE R AR e, R %
HrT Pz (D) A S A A FHZRED AT, IF Az b IR 5 R S i g 22
[0233]  Ji3et LA T SR PR 5 P SE Jth 451 A 1 I AR B o

[0234]  VIII.fH+:

[0235] it AT R FR 5 1 S it A5 > i BH A & B o

[0236] s : A5 (L=1) 1 A o SO I A b i

[0237] i FHALA YD (1-1) VA S PP ER S Wm0 — ke il 24— [ 4k 43 oA, e wp BT id 56
AW S FR R TR B LA 2 K BR IR IS (HPMCAS-M) ¥4 7R & B L &1 4 2 4R 7K — FF R i
(HPMCP-HP55) 5 Z. /&g S5e B (PVP) \PVP-Z. 18 2. /7 TiE (PVP-VA) MllEudragit L100-55,7f
HXFTEPREAY ALEY (1-1) B 53R 25 % F150 % ofF w2108, S8 )5 BRI
JEFE HBEAT KT DT I I R 2 R I i A [T A o BSOS o T SR A R R
(non-sink dissolution performance test) JHVFA & [l 44 2 HAAR ¥ Ege , Frid Ji il =
2R e A o I [R) VAR R B A7 AE R 2 29 M0 & o e B ARV Va2 tH T H e i i 07
AR RARTE M LA A D AEAR P BG4 A8 3-8 4% 51N 2 A 5 5 2930 9 8
240551, 7 EUAH B pH (0. IN NaCl,pH 1.0) 2 pH (FaFSSIF,pH 6.5) ) “B &, i
BN T AR N 4G 00 o (FaFSSTFAZEEIRAS BN T, Ho b 3mMA 4= 25 I EZ 44 0 . 75mM[P) B
W6 .0.174g NaOHEiREI.1.977g NaHoPOs © H20.3.093g NaCl Flid&E & 4115 /K500mLLH %] - 1
FH &1 0B 38 (HPLC) ¥ AAgilent 1100 £f BXHPLCOR 2 215 M 25 I & o il R VA g 17 10
(B LA-1)) KB AEX T 7EAHF A B R R B A AW &, 72T A 13- Uk iz 4
L 29 AR R 35 DR IR 1 i1 o 28 B R T A 3 i A v, 22 T8 lpH I BT Vi 18 25 M 7K
PR X — RILAT AN, 5 OR A BRI A PIAHEL , 25 %4k A4 (L-1) 7EPVPH () 73 544 . 25 %
WA (1-1) FEHPMCAS-MH {7 Bld A A2 50 % A A (1-1) ZEHPMCAS-MHP 1) 43 BUR $R 3L 1

o1
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5 K 22 TR AL o

[0238]  sizjitafg2: AL 5 (L-1) B [ 44 o BSUAR R A4 P s ddke

[0239]  DABH KB A il s AL A4 (1-1) I AA 73 854, BR 25 Y6 AL &4 (1-1) £EPVPHI[#) 43
B4 25 % A (1-1) FEHPMCAS-MGH 1 73 44 L LA £ 50 %6 46 &4 (1-1) FEHPMCAS-MA ) 43
B, L TR P BIFA o 25 il I3 e aek 7 S 461 1 BT 3 () A4 A A I 9 DA SR T iR 1K
S A3 WA A2 TE 8 T L35 B, 38 3 X 26 K R AT 52 (PXRD) FHAZ IE 1 2 7 41 1 & #2:
(mDSC) K PPAh &7 Uk XS R AT 4 v ABruker D-2Phaser. H4h, N T T KA Fh 4 1
A ) BB A AR BT (Tg) I 20, 56 i 6 AE T8 IR A BE (BT, 25 % .50 % F175 % RH) R -F
1732/ L 8/INI B RE S AT mDSC o DK AT A FHAE [ 445 4304k 1) 384 98 551, 9 L ER s MEAL B D B R
BT B ZR IR P T DA S M X e A /IR IR K I & o

[0240]  HEYTFE VMRS R (B 2A-20) 15 SEHiti ] 1 1 73 B iR 1 5 S AH >4 . PXRDZE A (B]3) i
BAEER TR R EUA R A4S AL A, FF HmDSCES R (Bl4A-40) B R #54 BiUik
BIAFAE SR — I B S AR (Te) X R EH & B 2 3 50 (1) o R T 45 43 i, M2 3 Te 5
FHXHIE S 2 [R5 A OC (B5) oA AR R , X T 7E75 % RHT 125 % AL A4 (1-1) 7EPVP
HH [ A O, tHI T AN Te, IX R R A T A B8, I HZ A B IE R EAET5 % RH
RAE T ISR, X R AR AR R R A T 45 (BE6) 1% R ILR I 25 % 1k & (1-1) 7EPVP
HA () 2 B K R PR 55 T HPMCAS-M 43 i ds

[0241] B 7 VPl IR =R 3 BUA R A A A, 1 2 HEEVESS R (BA3R) 4T HIEN
3mg/kgMIALA 0 (1-1) BIFEAR 3 BUR R K M B R CBIE O IRIEREIRE Z)) , BE 4 T HEN
3mg/kgMIVAff T 7K : 1% : 5 2. 1% (PEG) 400 (60:20:20) LA (1-1) GF LAk HE:
Y2 A SRR o FERR IS 255103 B (IRZG 2 /D) 540 Bl 1540 BRAN30 53-8 L AT L/NA L 2
/NI A/ S 8/NISE L 127N FT24 /N, DA R AE D IRIE MR 25 24 5 040 B (IR Zh 2 W) 1543
FI3043 b AL /NIE L 27N LA/ L 8/NIRE L 12708 RT24 /NI EH %5042 Fe) 23 3 ik e 8 I v g
i o A8 A AR I LC-MS/MSTERT I 25 FE L A AE AL &) (-1 &, FF HEAL IR N0 5ng/
mL o 30 A3 P 2 VR BR T 2 U] (L 2 B % W] IR 3R 2, T A 80 2% R Y o R A4 22 T2 95 ) kel
S L2 e — i) gy 282 1) ot 281 T AR (AUC) ot 3 o o 50k 55 — i i) iy 8% 1) % S 2 M 3 o 1
17 8/ 3 Il 43 i R E ST B 2 3 B (tas0) o B L0 0K P8 0000 15 B e Kt S R
(Cnax) FHIZE B Coax [ 18] (tmax) o 8 b FH 11 RS 24 05 140 571 &2 VA — AR AUCTR A bk 45 26 J (1) 77
HIH—IAUCKT H DR R E ), FF VB 280 (%) Uik s PR IP S ENE R
T 25 %A A (1-1) ZEPVPHR [ [ 44 43 Bl L 25 % AL A4 (1-1) ZEHPMCAS-MHH 1 [ 44 4+
BUERI50% 4k A1) (1-1) 7EHPMCAS-MAH {17 [F] 42 43 B0AAs 11 37 25 101 IR AR A 00 S, 45 5] 958 %
49% F74% ,

[0242] R 1: MK (po) FNFRIK (iv) L4245 G IALA YD (1-1) 23N 115550 BE N3 R
I EME)
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[0243]

SR (RPN G AUC .. F
Sl a4y Y N ’}ﬁc BRI Rt .1-,,‘ MR N 2
He S 9 (- DY v ARG e/l | (hny | (ngeminfml) (lit) (%)
M PEGH00 fnpfke . oy
. T A e G 769 0083 83,312 1.5
(60:20:20) 5% i) 11 v | . o
25 S PIO-LyP VP A Iooglkg I .

g S 487 1 T ke e 1.6 S8
4 B A 1 A A B PO ™ ’
3% 3 ke ‘

O-tyHEMcas-M B | TEEE L e 1 o 78,595 200 | 49
o B AR EE R )

SIGEaes

(I-TVHPMCAS-M B8 | 3mgfkg PO | 37 1o 118,174 T
S RCPR S AR B '

[0244]  AUC: M3 3% ) 7 il 28 TR 9 A 5 Cuvax 2 50 R ML I B2 5 F 2 AE 0 1 T JEE s HPMCAS : i
PRI T IR L AP 4 000 TV 50K N s PEG: B 20 % ;PO 11, IR s PVP : 5 Z A L e )
a2 15 B Conax RIS 8] 5 €12 2 M0 Y 2 2 34

[0245] S fs3: A AW (1) B 44 o0 SO I A D il & Il PR B2

[0246] il % 1 Omg 5 5 1) W e e 8 , A0 S8 A % Pk ML YR IR 1) 8 3 v R AT 020 10 W PRRAE 90 o 22
T SLE ) 1 A2 BT IR A A (1-1) 1 [ 44 43 IO 9 A4 A R P9 A5 2R, 1 850 % fb &
Py (1-1) FEHPMCAS-MH 4 [ 44 43 B FH T B BRI o DA 35 RS 1 Bl I e e 22 5 190mg () 3E
Fe N B AR 6 B BRI, DR DA 3 () R m A e o S 7 B KRS 1 R S 1 7 At 3
TN FE B8, RIS R FF G A AR 36, v T AR IR FE 1 551, Hovh oA A &1 9
i 73 H B AT SO B A TR o BT BT 450 i 77080 52 7 S AR AL A e R A it
S I LA 32 56 e 7 B 00 11077 CAS A TR 00, F B fe /D200 B D FH T il o 34T il T
ORI R RIS R B 7, DA S (] 4% 43 HIOHR R8s 25 148 T 2000148 J B o 1] 5 HE VR )
SR NIRARZ10.60g/ ce ) B ARHERS FE I SLTR MR AR AIRIF B s A A B B IH 78 1K 264
[0247] O W&s S ALE Y (1-1) R A VOB R 4 TR L B L 47 4 R BE TR S (HPMCAS-M) V& /% T
PR R, 55 08, AR =8 550 %6 4k &9 (1-1) & 1 [ 44 23 i o 8] 44 (SDT) Fiiki o
PXRD 4 #7 5 7k SD T2 T E FE ), mDSCH M i /R SDI& ¥ 21 (RIE IR &1 F A A 1 —1
Tg) EVEIFEHEHLET 2 B K50 %6 4k A4 (1-1) FEHPMCAS-MH [ [E 44 43 B4 (1000g) FHE
TEF) LR 47 4 R IE R R 45 77 (4428g) ZC IR B JE 47 4 22 0 3 A7 (636) e fk — 4
AT A ORI /T 77 (156) B T R B8 43 BRI /3 77 (156g) FFLIE— /K& 1IE K} (5364g))
VR SRS IR A I 3T R, AT A3 B 20 . 6 /mLIK) HE 25 B 48 ] & sh AL S HUE IR
GR35 RO R B B 2 (H ARIE 75 : 190mg) 1, FFAF F R T S ALK il 15 1 B
=

[0248] 7R 25245 10mghe 3 (B35 50 %6 Ab &4 (1-1) FEHPMCAS H 1 [ 44 - B4 S i3k 4T 24
WEN F1 2404 3R 45 R St R S R D IRG 2 4x 1 omg IR %E (AL S50 &9 (1-1) 1)
Eudragi t[il 445 #04k) fa 2T R 25930 7125 A LA XS B

[0249]  YE N F2AM2BHIRMAL T X PR 25 AL SR B 38 o 2 R A Eudragi t 71 7E 20094F
1 H8H A IS £ R H1152009/0012064  A1H [ L 415 50 A BT A o 12 Fp i 0 8k« Jd i
FETK R Z B IR A b v g A/ B (A) o P MR Iy 3 = 3 — R0 2% e 1140, 38 IR T
(L5 0 TR B TR R R L R W)BAY (BEudragit RS) A RILEYCAY (Eudragit
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L100-55) 1 f FIREBRAREE) Sk il 2 Eudrag it 4443 WO il 57 98 i , 58 FH 0o DA PR il E
WA IR B R 8 S0IR AW It A 4E 2K (Nonpareil 101,Freund) b, A4 77 it
%2275 ST IR F T 2k PP S 4 2 20 e 2 v 1) 0 o

[0250]  YEIX AN FRATF 7T R, 48 F 22 36 A LC-MS/MS 7 vk I B AL A4 (1-1) F Ik
S, FERR A AR BSR4 24 5 24/ NI P S ) S E AL S (- 1) B9 TR SR 34T 254 )
F1EEA T RS ALK 45 3 BoR, RYEAUC (9244 /1140, FH T 45257 10 2 Mk 22 ,
HPMCAS—MIE 44 43 H0is il 57 76 Hf 19 AR P R JE LE Eudrag it [ 44 43 Bips il 3510 v 365 DA o 1k
b, FRAE M %2 21 1) Tuax , HPMCAS il 77 I W SCI PR T-Eudrag i t il 57 (Twax A 1/NEFvs 4-67)
i) o HPMCAS—MIE 4 43 s i 771 (1) 75 22 5 22 8 7 TG (1) W S N0 2 Rk 2 A

[0251]  R2A: AT GRS A4k &4 (L= 1) 149 [ A o o s

[02521 A& 4kA Y (1-1) (1150 % HPMCAS [ 44 43 B4 (1) 25 40 20 50 10mg 58 5 , 35 S 1)
T A fie B 22

[0253]
2H 4y LhEE
PR
AR B AR Bk 10.0 5.56
ol 85.0 4722
SRR A Y 70.0 38.89
.m&‘%%& 1 TUM%*‘;& R 10.0 5.56
ek SRt o R I 2.5 1.39
T B e R SR |
Sork 190.0 100.0

[0254]  Z2B: W H LAWY (1-1) KEudragit L100-55[H 447 B i) 2541 54 - 10mg5i
JEE 5 25 RS AR A B e P

[0255]
s S8 2 e o .
S Thés 1 S
;t. e . AT , mg Wit %
-ilt{a‘a%f%z%(i.»cz) A 10.0% | 3.8
i ﬁﬂé(”ﬁ ﬁ\'ﬁf‘?{Nﬂnpa}'eii 107, Freund 28 A4 160.0 38.5
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[0256]
i)
A | |
SR RPN R B (NE ‘
%i W ja?:éﬁii J‘M"& f’iu ,‘1“\ T'/{B BNF. 4% R 10. 47
PhEur)(Edragit RS, Evonik) o o ~
BN IR R ¢ (NP N R |
SRS 2 B (DA BN (PhEar) 40,40 ) 252 9.7
(Budragit L100-55, Evonik) S
A 88.2 33.9
a1 % 200 | 7.7
R 8 5.0 1.9
SRR b 0.8 0.3
- 260.0 | 100.0
[0257] s« AFKIER
[0258]  F3: /BB AW (1-1) RIEAA S AL 1 i S N R 25 11254250
[0259]
fega-nma v mn | 0 | G T AUCo
e R | (ngimly (hr) (ngeh/mlb) |
Fudragit [8 & 9§ 4k . 40 my 4 4 111
e o 7 PO 83 456 1140
50% HMPCAS-M [# 10 mg s . e
4 B P po | MO ’ -

AUCo-24n 2 247N AL OTXO 15 1L 2% 94 F22 oF Bk [) gy 28 71 F T A

[0260]

[0261]  Cuax: NI I IR JE

[0262]  hr: /N

[0263]  HPMCAS : i i 5 N 2t PP L 41 4 25 DR TR IS

[0264]  ml:ZZFF

[0265] ng:4hTe

[0266]  PO:Z: 10, 1l

[0267]  Tuax: 15 2| Cuax P B 8]

[0268] S 64 : £ K B H ) 1 Ik 2 R

[0269] £ KR H I A A (1=1) 16 [ 4 3 5 A 1) 3 il 550 1) 10l A 40 0 RS < B ade 1) 3

B 25 %A & (1-1) £EPVPH I 438U L 25 % AL &4 (1-1) EHPMCAS-MGH 1 43 Bl A&
150 % 4L A4 (1-1) FEHPMCAS-MGH ¥ 43 HIUUAR 721 00F 58 43 I 204 18 B /R BE K2
52 B L3 P56 %= (Central Animal Laboratory) I JC#Hr € Witk (SPF) [FJHsd:
Sprague Dawley K5 . K8 B E AL T 157 = Har lan. K8 OWMENE, B o N10 8RS, 12 H
KR T 2R AR EiMakrolon 1T AZESIY AN EF3R) S =EN21
+/=3°C, BN E N A X 55+/-16% , 3 H ZhW = P BB S N TREEH , i oM 12/
R JE BHI S B0 (0 JE R 18: 002206 : 002 [7]) o A A (Tapvei Oy,Estonia) HI-T#K},
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I B AR 2D R AEXT B B B4R 25 2 AT IR B RIK ARG T B S 45 24 JE B ]
(R 24> /N HR R R D AK

[0270]  MEFSE TS E M7 S R E AN B34 R H A& 22 BUR K R 8, 3k
A (-1 B N0 . 75mg/mL, FH I il &80 7725 Y% A4 (1-1) AEPVPH 1) 43 B 1 11
MRS B8 5V 25 % A & (1-1) ZEHPMCAS-MGH 4 23 B 1K) 11 R S8 B8 25 VA VR4,
D50 %Ak A1 (1-1) ZEHPMCAS-MGH (1) 43 B IR 1 R 52 B8 25V VR o AE BRRIR 4 249 2 1 5 6 1
MR &Y IﬁﬂﬁlLﬁﬁ%ﬁfE/ H20%0 . T HIKEE 2500 2 B4 A 50 . 25me/mLIKfL &
Y (-1 , Z e S48 AR RS W S 5me AL 59 (1-1) T AET IR AL TR A4 R il 2414, BT
RIRE YA E AnLI P35 5 5 8400Da ) 5 20 B (PEG400) AmLI¥ Z B (96 % 4§ J&) A
12mL S - TE K AE I K G 30708 2 AT 5 725 % 4 54 (1-1) 7EPVPH ) 43 1R
PRI T =45 20V AE TN IK TG 60480 2 AT FH 5 25 % (&4 (1-1) FEHPMCAS-MGHH
BT B A VAR 550 % A A4 (1-1) 7EHPMCAS-MGH 1) 73 B Y 58 =25 20 VAW o
fif F4mL/ kg 52 45 20 &, M4 54 (1-1) Rk B A 257K °F N img kg, DIRGZHY
LKV N3mg/ kg o B EH T RAERAP L H

[0271] 4. Hﬂ?ﬁmﬂﬁlﬁ%@gﬁﬁnﬂﬁ BHRUTR

X FB(mLy | TE - R
[0272] bpo236s | 095 B8l | ik
R PTI R AT T
31 2375 | 095 Haa-) B
4] 2555 102 L 28% B E(I-1TE PYP A i 1R
5 2242 080 | 25%Ib e (- DTE PVP I 5 Tk 1R
6 | 2192 iR 5% H Y- DT PVP RIS | TR
712516 | 1.01 25%{h A Mi(1-1) e HPMCAS-MG 1 stk | Ol |
[0273] ST A 000 255t (1~ 1)7E HPMCAS-MG P i 5 50 ts | 1B
ol s 08 25%IL A BI(1-1)7E HPMCAS MG T E A | T
IO T T BT SO% 4L B (11 )7 HPMCAS-MG R il aiis | 1R
1| 2284 0.91 S0%1 B BI(1-1)7E HPMCAS MG a4 Bl | 1R
AR 6.91 S0% AL (1~ 178 HPMCAS-MG 004 ik | DR

[0274]  7EsE ELH 255190 25/ L0 5/ L LZINE L 27N L4/ 871N 127N A 24 /Nt
(R 8] 5, 1 29 50uL I LR RE S U 5 A0, 37 5uL 2, — 1% PY 2,1 (EDTA) ¥AVK Y Eppendor £
i, I ELRRAN AR St 00 A 72 BB T IR B 8] 590 BT B) B PO USCER 1T o EH 854 3R 15 20n LI 3K - i
FAETIKEE ?Uﬁﬁ?éﬂ‘ﬁ {3 230 A0E R VR AH 208 AR R BT (LC-MS/MS) VAR %51 v 4L

EY A1) WIRE AT 98, g & TR 0. 5ng/mL.
[0275] ﬁﬂ%Phoemx WinNonlin®# 43 (6.2. 1%, Pharsight Corp/A7l,CA,USA) , % Hr
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HER AR 55 BT VR R S 255 7757 2 B 3 06 o A ek i) ey 28 (4 28 R 28 PR o
BEAT B0/ 3R E A M SR T S R 2 I (o) o AR o P 8% T A PR 92 ) B 5 e 28 M 9 £
W JRE 5 L0 I o 2 AT Bk AH 4741 28 T8 53 ROM M 52 ML 3K 2 — T ) fty 28 1y il 28 i AR (AUC) o it
LR 2GR P it 2 A HE 200 75 O VT ST S AR B I [E) (MRT) , HARER T AL A48 B = 3R
&5 rh R B 1) 1 S0 8] o Pl I Ak P2 0 L R4S B e KL IR JEE (Cuva) TS 3] a1 I [
(tuax) o AT P T AR 25 26 5 110 7500 U — AL P AUCTS: A Ik 45 24 I 1 770 BV — AR IR AUCSR - 55
SIS E D IR AIHTEE (F) 5 BIF = (AUC (M k) /571 & (FTIR) ) / (AUC Gtk /7002 Giflbk) ) 1
FPAE 78 (%) i it

[0276]  Z5¥)5)) 1129 ZAAERRE 45 5 LSRR st ) F) s T B 7 s e
[0277] 5. LI RAIFRIK 25 25 5 AL &4 (-1 25030 1177 S8 A8 815 B 3 R 3 ~F
BIE
[0278]
& B8 Umgikg Sl 3 mgtke TR F(%)
aa-n AU (mintngfiml) T469%
| ARG ZBEPEG 400 | Cun (g/m) 730
(60:20:20 T (B0) 0.23
: t (Be) 8.5 8.5
CIE (mlbnin/ke) 3.4
I MRT () 74
25% o5 P (-1 L AUC Brin*ngfml) 394920 18
£ PVE B | Caa (ogiml) 71.9
1’_7‘{\\' Tmavx (h"{) i
Ly (hi\ B.5 13.8
CUF {mifmin/kg) 752
MRT ¢hr) 18.0
8%t S PO AUC {mintagimd) 35306 16
H HPMOAS-MG ?max (}ngfﬂﬂ} 3&3
[BRECATRAR TR Ty (1) 18
] ,..J ﬁj E‘Ji /{x t;gg {1)1‘) 85 ; }O
CHF {(mlimin/kg) 85.0
MRT (he) 1 .
30% 48 &8 (-1 | AUC (min*ng/mb 49238 18
A HPMCAS-MG | Cnes (ng/mi) 070
[RER AN 3 Foan (he) 2
R o RS e
CHF nlfmin/kg) 74.8
- MRT thr) 128

[0279]  sZjEf5. W 55 T o HUA Y il &
[0280]  f# FH F. R0 AT B S Wk H &AL AW (1-1) (W55 T80 2 8k, X5 MRS

A :HPMCAS-MG (Shin Etsu ChemicalZy#]) JHPMCP-HP55 (Shin Etsu ChemicalZy#]) \PVP
(ISP,Ashland A &) fI751]) PVP-VA (BASF/A &) FMEudragit 1.100-55 (Evonik Industries
AG) AT FHEFMPEE S W) LA 25 %6 FI150 %6 il 2 BT A (1055 55 TRV TR . 5 1 PVPIEVR LA AL , T 11
TR A2 E TR 1) 25 1K), PYPYA VR A2 £E LB & 1 o 6 T 2 IR & 5 7E 10T 751 il £
1.0glllE& CREWMEY 1-1)) SEHEA L. 5mmWiBE [¥)Bichi B-290,PE-024%% 55 5 4%
HMiBtichi B-295,P-002/4 5t #5114 TR 55 1158 o 57 55 T BR 28 I BT HE 1K /7% 7€ N 80psi, B
Pt 3L B % 40 °C L R A SR IR R 8 2 -20°C, SR B 8100 % , IF H AW #5815 2 A
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