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L. —FE 7R 2L Bh 4 ok T BT Bk E2 988 (DLBCL) 1 777, B4R A T AP 3R
[6] FE i P25 2 AT B2 I B AL S, Bk A S el (1) ey I = 5F e B
AW, B 22 AT e 1 2h B HOK S Es 5 -
y (h

Hp

RUAEA 1 B AN fe

REAEEF 5 2 5 BUT A i 2 R BRI BUR I B L AR e 2 5

R & R T AR o 0 &= R B A L E AR e 3 B 1L B AN BRI e S R B A
FEEUARI R I s —NRs— (CH) w—R®, HeiP RN EUE 7 BUEA 1 B AR Bedk , mA0 B AR 5L,
H HLROAAT 1 H A e 22 5L AR 2 S B L 1 2 5 B-NR'-CO— (CHe) oR®, L RUA AR T3
HA 1AM B, n 0 Z 209 55, I FLRS AT 2 o4k o 22 7 B ) 258 ik B g e
JEH

R*A= (CHe) a=CO—NH-R”, H: a1 4R AL, I+ HRVA R A 1R 4R ek s B 154
ARG FR eI s B 1 R 4B 5t 0 s BT b 2 A 1 B4R e s B 1 B AR T
HE A | B I R TR A ) 8 R B e 3 5 B - (CH) b—COOR'?, e rfrb Ay 1 28 41 B4, 3 HR™
NEF1EANBRIK e,

Horp BT DLBCLIE [ HH 1% 46 B4 ff DLBCL (ABC-DLBCL) Fi4k % B4H fuDLBCL (GBC-DLBCL) Fif
PR

2. MR ELR VBT IR (4 7732, Hodb Brik 779232 Ve T 7 IR FL 304 FH DLBCLI 75 ¥4

3 RSB R B2 iR 10 T v, b 4 2 5 TR (1) BmEwy I = gF R R A
YR, DLBCLA 41 i 2 B HA B AP T RNAZK T, BT iR RNARE F FimiR-92a~1-5p.miR-21-3pEk
HAH A PR .

A MRYEBUCRE R Z 3HT—TAPTIA R 773, Hodb 2 5 T30 (1) MW 3F = e JF %
Z B A YIRS, DLBCLA) 4N ML 2 B L 389 N SURNA miR-96-5p7K T

5. MR PEAUFIELR N 24— TR 18 7732 I A F5 it AR B 7 57

6. MRAB AR ZE SRS ik (1) 7512, Horb B At va 77 )2 m—TORF 1 551

7 RIEARINEER S BT (1) 7792 , Ho o Bradk FoAth v 77 75052 BTK il 77 o

8. WAL RIEE RS BT (1 7772 , e o ik LAt 5 97 77142 DNA P 2 2 A% i 4100 1 57

9. MRAB AR ZE SRS BTk (1) 7532 , Horb Birid HAth Va7 75152 S0 0% 65 771

10 AR BEAUFIZLREFTIR 1 7%, Hob Bk e va 7 & DNABEAL 7o

L1 MR HEAUCR EERB BT (1) 75 1% , Ho i Brak F e va 97 771052 40 8 1 e & B g 41 1 7)o

2
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12 AR BCR R L LT — AR (4 532, Hop i 20 (1) SRR BOME Wy JF = I —
T BEAAWIA (S) ~2- (4- (A-FARIERE) ~2,3,9- = FI I -6H-MEWY I [3,2-F] [1,2,4] =M jf
[4,3-a] [1,4] ZHAE-6-35) -N- (42 KF) 2B K&

13 AR RO R LA LT — AR (7732, Horp i 28 (1) 3R BME W JF =i I
BEEEYN (S) -2- (4- U-SARKESE) 2,3, 9- = F F-6H-EWy I [3, 2] [1,2,4] =M JF
[4,3-a] [1,4] 5 BE-6-3E) -N- (4-F2 ) Z Wil

14 MR BUR B SR L &1 3P AT — TP (4 75 125, Hevh Bk e ws 3F = ) — R B AL A
W A ] A o3 B4

15 . HRHE BRI ELR LAFTAR 1 77 2%, $6 v Bk [ 4 o #4445 T8 s TR 30 (1) (e my I =
M R B AL S B 2 2 T B I B R OK A s DL R B T R R A

16 MRAEAURNEE R L5 TR K 7 vk, Jvh BTk 25 25 ] 8252 R A W N B IR F2 T R R 4
Y R BRIABRBG , SR Ry 3 = IR R A B AL A W S R SR T R SR AT 4 R BRI R B
(HPMCAS) F L &= b 91:3% 10 1

17 AR ZE R 14516 T — A 10 7715, 2 mh Bk [ 4 43 i g m H EAR AN A7
fE5 48 @R (1) FOMEYS 3 =i E U S A A RN RT R R X o R AT 2

18 FRAE AR ZE R 14 2 1 THAE— BT IR 1 7%, e b Bl [ 44 73 i Fe /n 49 130°C &
£9140°C (1 B — BT BL IR 5 (T) 3 £

19 ARAEBOR ZE R 145 18T — AT 18 77 ¥, o mpy Bk [ 4k - #0440, 45 G 58 T 1)
Wy =S R AR B A BRI 2GS AT A (R SR B K A, UL R B T B R AW,
IR MRS 3 =W I A B AN (S) —2- (4- (A-FAR L) -2, 3, 9- = F L —6H-ME W) I
[3,2-F1[1,2,4) =3 [4,3-a] [1,4] “EABE-6—4) N- U-BIH) 2B —KEW.

20 . AR BRI ZLR 19 B (1) 757785, o oy BTk ] 4 43 550 F o HH S AR RS A7 78 5 465 i 1Y)
Wy 3 = I IR B A WE SR RT S R RO X S 2o R AT SR 3, B ey I = 9
BB AN (S) —2-[4- (A-GARHIE) -2,3,9- = FF J-6H-WEWY 3§ [3,2-F] [1,2,-4] =WEJF
[4,3-a] [1,4] 54 EE-6-3L] -N- 4—KIE) ZBefe — K&,

21. 30 () AL A IAEIETT IR BCHE K BAT AR E 58 (DLBCL) H it 2 A

(b
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Hrp

RUNEA 1 EBANBRI) fedk

RPAEEF 5 25 BUT I A 2 R BRI BRI AT 1 B AR bt J 5

R 2 T ATk Mo 0 2 1 BB L AR BE i L B L AR S 3 B
FEELARI 2K 3 s -NR°- (CH) wR®, PR NAUR F BRI AR A Be 2 , moA0 B AR B4y,
I HROAAT 35 i 7 28 S AR 2 R B L g 2 5 BR-NR'-CO— (CHo) oR®, L RUN AR F Bk
BA1EANBRI BRI n Y0 2 200 B8, 3F FLR® 94T 27% b e 7 22 JiR - BUA ) 48 Rk g bk e s
JFH

R*A— (CHz) *~CO-NH-R®, Heha iy L 485, I HRONE A1 B4R bt B 154
RIS s HA 1 B AN RIS BUT R A A 1 24N b A 1 2416
e S I B R B A A R R e 3 5 B - (CH2) —COOR' , Herhb oAy 1 A %, 3F HR'
RNEE1RANIRI fe

HA BrARDLBCLE B FH AL B4H e DLBCL (ABC-DLBCL) 14 & B4H fa DLBCL (GBC-DLBCL) Jit
PRS2

22 RPN LR 21 1A & WA 24 27 ] 1252 1O 58 6 W0 G [ 4 7 A 7296 97 TR U ME KB
1 Uk 2 98 (DLBCL) Hh i Rz 5 b R DLBCLE [ Fa 3% AL B4 Hu DLBCL (ABC-DLBCL) F14: KB
41 fuDLBCL (GBC-DLBCL) T #4 i1

23— PGS FL B IR I T A

[ri) 5 2 1K) 283 it FH 24 5 ] 352 S0 A B AR 4 BUR 2 5K 14 28 20 AT — T i s 147 [ 44 4
BRI A A, Hoh Brakat (1) fmEmy I = I — 2% ELAL A W 45k R 4 i o (0 2 2R
ENB

24 KR PR BUR B R 2310 J7 ik, Horp Bk (1) (RmEms IF =8 9F R S a8 R
AT E2 8 40 B R MY CHE AL

25 RPN ZLR 23 BT IR 1) 77325, Hor B a8 (1) (1 MEmy IF =M JF 2 A R i
NFKB. TLRFNJAK/STATIE 2 —E B % & .

26 . HR HE AR EE R 25 BT id 18 75 v2% , 2o BT SANFKB L TLRAN JAK /STATIR A2 Y — 2 B % & ik
] FHMYDS88. IRAK1 . TLR6 . IL6 . STAT3AITNFRSF1 7 Hi A4 i (i 2 v

27 RAEBURNEL R 23 PR 715, Forp Brid o (1) fOmEms =i F s B & 1A
1% H FH IRF4 . TNFATP3FIBIRC3Fr A4 i F¥ 2H Hh (1) %2 2D —ANNFKBEE L [A]

28 MRPEAURN R 23 22 27 AT — TRFT IR (1) 77 7%, Horp 23 /D HAh 6 97 57 (5] ) it FH B4 ot
J 0t 5 Her BTk 2 /b — R B VR YT L B HARZE S W) KOS B HpE s R IR i A
AT DK H 2 ARIA L |] VT b i 4 A

29. — PGS FLE Y R I T A

M AA A RAT e 4

1F 5 I s s £ L ) R R SR A 1

[5] £ I8 P 25 2 T 1652 B (MR R SR SR 1 BT (2 (1) fo ey O =m0 — R R Ak
A B2y 5 n] FE 52 1 SR BOK A BE SR , b it 265 355 60 i 40 B 1) 5 AT 3R 08 T3 ot
530 (1) fRmEmy I = 9 5% AL A W UR M A S 1 5 20— Pl R B RS
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30 MRPE AR LR 29 Fr iR 1 75325, Hovb BIradk &8 /b — P BE [R) de  FHNFKB L TLRA JAK/ STAT
TEAT I R R T R R 2L

31 HEHE BRI B SR 30 Fr ik 1) 77 5 , Horh IR NFKB L TLRAN JAK/STATHE 42 (19 i (72 3% 1 HH
MYD88 . IRAK1.TLR6IL6STAT3FITNFRSF17 I #4) ji FA 2EL o
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FIRNEM H =M Z R A ETT R BN G &

BAR G

[0001]  AATFFHiIR T FHMEYY =8I — A SR TR EL R T I, BTk e &)
AT OO (15 e BE AN AE M RTEE , O L AT DA A o B R T R 3t o 5 3t , AR N O g T
) FEIE Y I = 3 R B A IR T R IR P KBTI EL 8 (DLBCL) 1897125, Frid Ak &4
FLAT SO (Y Y e SR A 0 oR) T E , 9 L mT AT Ak J A 1) s 18 o

BERREAR

[0002]  FR{E M KBAH M IbR 9 (DLBCL) &2 s WU E2 98, o BT A 9 161119 30 %6 2240 % o X
EA A EHONMGE  (H K EMDLBCL ST B = 1097 e 8 . 4 &5 12406 . DNA FF AL R A b
RNA (45 FHRNA (miRNA) ) R 38 7K (1) i 2840 2 B LBCLR IR ML i 3 HARR IS L[ ¥ /7 4
Fr oA (1-1) S m] SRS ) oM B R Im 25 74 (BET) B2 1, ‘B2 A BT B DR % s 1) 2 Mgt
fE22 R 1 (epigenetic reader) o O AE MLYRURN SE AR g A A4 v 12 7 HH LI R R VE Tk
It HAE TEAEBEAT B9 I 2 TR 70 b SRASA Rl = 10 045 3L SR, 21 B A v ik i %A %
T-BETR 25 M43 1] Ao i RNA T 79 11 4 26 DR 20 R0 SR ) 208

[0003]  "FICHTA A (D MG E 4 B ] #i] 2 B i 20 8 A H4 580 5 A BRI VR
45 19380 (BRD) 1 % 5% i 35 2 Ik (BRONBET (IR 45 A4 8ORH B8 K i) 25 1, €445 BRD2 \BRD3 I
BRD4) [ 45 & 2 WL 3£ % FIH i A FFNo . 2010/0286127 AL, H4s e L 51 I 7 Xk A A
W.Denis,G.V.7E ik “Bromodomain coactivators in cancer,obesity,type 2
diabetes,and inflammation,” Discov Med 2010;10:489-499 (iZ X HRHI4A N &L 51 F
J7AFEANARSO) HHRIE T W N2 BETER A BGTE RN 2340 1 32 22 (%) M A% 3 55— i+
I, FF Hoads 5460 1a] T 10 A8 575 BROTE s A2 A 24 9 O X058 90 R0 2 7088 R 9 114 i 1) 8 i
JFURR RS < PA S AR 4 08 9 (41 G 288 SRR PR DR 4 28 Rl R PR LD BEIRIE) 1 2 I PR 38 I
Ko BRI, 7 (D) B4 407] LR T8 97 2 Pheie O U85 0 « 22808 PR s A1 B A S %
S8 (9 a0 28 R P 56 75 26 A R G MELL BRI

LZRAE

[0004]  fF—2espjiJy 2rp , R A TSRt 7 R HAR SR KA S Ya T kI 0 7712 AE
— BT T B, AR AT TR ARSCAT IR B G R T VRIS O BAR BRIk T R (9
TG ALBEH i (ABC) ¥ FUDLBCLER AR & o CoBEH g A (GCB) YEAYDLBCL) [ /5%

[0005]  7E-—ULSTjf 7 S, AR AL TVRITIE ILBN Y R I I T v, Ho Ak e R
() B A [ 2 N E A G, ZA A5 MES R A SCE T IV VAV 4 Br il
AR A G A LSt Ty 2, R AT Fet 77 DLBCL (440, 7% 1L B4 Jfd (ABC) Y. 7Y
DLBCL (“ABC-DLBCL”) B4k & H OB kL (GCB) ¥ AU DLBCL “GCB-DLBC”) (77 42 , A4 « [
B B E A R N E A S, ZHAYE SRR SCE T IV VRV 4 B
AT EA A,

[0006]  fE—2Ls2jfi )y e rh , AR AL T H TR MR e X () Rl A s

6
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o AE—LESLjE 7 e, AR A FFEHRAE T AT R DLBCL (41 401, ABC-DLBCLEGBC-DLBCL) fy =X
(1) R (A A,

[0007] 7L )y b, AR AR AL TR A ST IT IV VAIVIER 43 Fr i A i AF S 4
AP [ A4 oy O YR 7 IR E IR T L FH o A — B ST R, AN A IR TR SE ARSI,
TV VAIVIES 53 B A (04T 2 45 4010 8] 4 43 Hiois B -T-36 97 DLBCL (#6141, ABC-DLBCLERGBC—
DLBCL) HJ 5 FH o

[0008]  7F—LsLiifify rp , A A FFERAL T R AT (1) BOMENY 3 =M dE M B b A B
H 225 52 1 SR BUK A Y B0E 76476 77 DLBCL (11l 1, ABC-DLBCLEXGBC-DLBCL) (1) 7577%,

o3 .
’ (1)

[0009]

[0010] M,

[0011]  RUAEA 1 EANBRII b ;

[0012]  R*AEJEF b4 K IR F BT g 1 28 P BOR SE BRI B L R A BRI Be it
[0018] Ry p FIE T AT e M e 207 B L B AN BRI e B L B A BRI e
e BB BUR ) 23 , -NRO— (CH2) wR®, JE AR AR BT 1 AN BRI e 2 g 0 %24
B HY, 3 LR T34 Mgt o 2% S B R 2R R BRI 1 26 , B -NR7-CO~ (CHe) o—R®, H RNy
SR FBCEA I EANREI B, 00 F 200 85, 3 FLR® T A e 2 1 B Q0 3 Bk
mtme s 9f 5

[0014]  R*Jy:—(CHo) a—CO-NH-R?, Hirha g1 AR R, 3F HRP N B A 1 B4 s, B
L BANERI R AL , B 1 R AR A AL, BT o B A 1 B4 e b 2 B A 1244
B ) e A 3 R L B R R B Q) 2R m I i 3, B - (CHe) 5—COOR™®, Je b iy 1 B A 55y, 5
HR'HEAG 1B AN e A0 — LS5 &+, DLBCLIE 1 B i 1L B4T i DLBCL (ABC-
DLBCL) 4= % B4H HuDLBCL (GBC-DLBCL) B #4 i i 4. o

[0015]  fE—SeixFE ity Erb, M8 H T30 (1) RIMELS I =k I M & S A Wnt
DLBCL ) 2 Jfa 2 W tH B AR A A RNAZK - , i FURNATE H FHmiR-92a—1-5p.miR-21-3pEH A5
BT ke R I

[0016]  7E-—SEHARIXFEM ST o, M85 T30 (1) (UEEWy 3F =M R S A Y
iF, DLBCLZH i 26 B HH 34 I ARNA miR-96—-5p7K~F-.

[0017]  fE—28sgjfiy S, X (D e {30 (1) Ve al B2 M S 8K G54 -



CN 107073011 A w Bg B 3/64 7

HyGu N,
' Y N
P

o N '
K = &\(CH’ZJECONH'RQ
H

N

[00191  Hrb, X 3, RUNCI—Calii i, RENCI—Calii 5, a N T AR B, RPN C1—Calie i L Com
Cafz e 5t Cr-Calit AL T3 b 2 AT a0 (1) TR RBTRR & 1 BRI 10 2R JE BT 3k Hh 2L AT
70 (1) HRPPITRR 5 () A QR 1 = 75 2k

[0020]  ZE—AMXAERISEHE T S, KRS I = e 9F — SR A AT R S T B TR
BEY 3T =T AR A A AN 2 W] BT ) S A B i A 2 B A

[0021]  fE—AsEiE /7, X (1) W H H L MEE A : (1) (S -2-[4- @-FAK
) -2,3,9-= P HE-6H-BEWY I [3,2-F] [1,2,4] =M H-[4,3-a] [1,4] “ R AT -6-HE]-N-
U280 CBE GBIk EW (11) (S) —{4- B/ —FUREIIR -4-05) -2, 3, 9- = F JE—6H-1E
Wi [3,2-F1(1,2,4) =M [4,3-a] [1,4] “RIKE-6-H) 2P (1iD) (9-{2,3,9-=
F - (- SR G R I) —6H-ME Wy 3 [3,2-F1 [1,2,4] =M [4,3-a] [1,4] ~5 44 56—
B CEERER UL Gv) (9)-(2,3,9-=H H-4-[4- G-IR B B Ak 2 25) R 5 ] -6H-HE Wy Jf:
[3,2-f-1[1,2,4] =M 3% [4,3-a] [1,4] ~H K E-6-IE) 2R TS,

[0022]  7E—ANZjtir g b, 30 (1) Fros (KBEwy I = Ik AR B AR (S) —2-[4- (4-
SARIEIE) -2,3,9-= P H-6H-WEWy 31 [3,2-F] [1,2,4] =M 3[4, 3-a] [1,4] “HE-6-
B -N- (4-F2 2858 Btie — KA.

[0023]  7E— ALy e, R (1) PRIy i =t BB SN () —2-[4- (-
SACHEIE) 2,3, 9-=F HE—6H-MEW; 3 [3,2-F1 [1,2,4) =M 3 [4,3-a] [1,4] ~ R4 Ei-6-
FI-N- (4538 B

[0024] £ —S8sijfa Jy &b, AR A TR AL TR TR v, A e S (1) TR
Fy (LA) (MR I =M I — SR B AL SR & — BB 2 Pl ARG I7 77 7E— N S8 77 2
w2 (L) PR = I A R A A AR Y AR A i o AE— ANty b, 3R (D )
WY I = I R A S RIS T 2 4 0 e FH

[0025]  FE—Lesgfi g S, AR FF4RAL TR DLBCLIW 72, A8 i =X (1) HE B Ak
(1A) TRy I =M I — BRE ARG — FhBLZ by 77, BTk 1697 1% B FHm-TOR
il 7B TK 1 7l 71)  DNA B 2 2 2 Rt 400 ) 701 4 9% 915 751 DNAEAK 751 (B8] 4 20 A2 R e kit
BRI =GN 2T 2H B 1 5 2 I Bl 400 161 7] (P 9 HDACHI 1l FFJBRCHD T) | 4 e AR 5 1R
(R AATRA) (BT 55 2 S e A BE AT T2 SRS AW BT B v o 7 — e 5Lt
1, DLBCLIE [4 7% AX.B4H fEDLBCL (ABC-DLBCL) FH4E % B4HJfIDLBCL (GBC-DLBCL) .

[0026]  #£—U8sijifa 77 2 v , BT 75 i34 A 4 ) £ 2t FmTORH 1 77 o 76— /N IX FEI) SE e

8
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77 Z , mTORFI 3% B HH 400 85 2 B 0 2 5 ) L il 35 w) R 248 55 ) S e AN TR B A7 AR
V)BT Z0 o SR A DT A BRI 2 o 7R — AN IX BRI STt 77 2 oP  mTORFN il 551 A2 Ak 4 25 =) o
Wy I = IF AR AL A RIm T ORI ] 77) AT LA [R) I e P B8 42 I 3 e o A — e SR it 7 %6
o, BRIy = I SR A AL A W Fim TORAN 1 750 4 St 2 106 T 77 2 T ) 2

[0027]  7E—RLsijfa )y &, BT iR 5 v A 1a) 3 it FB TR 77 o 78— AN IR FE R SE it
Zrp BTKAN G 2K S 2 e B BR AT AR T 25 SR B R AW - AE — AN IXFEI SR it 7 %6
v, BT 81 702 65 5 JE o B Y J = I — R0 4% 50L& W MIB TR 6] 70 7T LA 1] ik e P B 4
G i ) o 7 — S St 7 22 v, WY 3 = 3 — G2 A A DRI B TR 1 550 54 S S B FH 7
BRI

[0028]  7E—RLsijf 7 SR, BT IR J5 vk AL 1) 38 i FHDNA FF S8 56 B R4 il 7)o 72— i
FEMI SR 7 22, DNAFR 56 RE Ik B el By LM 7 S VG th v S e AT B W AT AR SR 2 . 26
A AT A — A RERY L7 S P, DNA R 25 R i 00 1) 77 2 Hb P At V52 o 7
—ANIXRER SEHE T7 G v, DINAFR 508 I 1 702 BT L B 7 Ry O = 0 R A
FNDNAFF e S B il 400 1) 550 ] LA [0 A e P B e G e FH o AE — S St 7y S8 o, B Wy = 5
A BB RIDNA PP 5 A 4T 1 70 ) 2K 0B 777 2 b IR 280

[0029]  {E—UsEfEJ Rrp , BTk 77 iR A 45 m) B8 3 i FH 4 0% R 5 R o 76 — AN IXRERY SE e
T3, G g5 PR FRIIE B VD R T R IR B T A e S e AR AT AR SR 2 L B AR
BV R 2 R o A — AN X RE IR S 77 FE TR, G T 7R RIS e MR Wy I = 5 R
Ze B AR G P58 18 5 00T LA R B it P B F4 W e i o A — S8 St 5 S v, Ry S = e 9
TR EE A AR G 2 A AR S FH A R R

[0030]  fE-—LLsija )y &R, BT IA T3 ik A 4 1a) i i FHDNABEAL 77 o 75— N IX R I SE it 77
e DNABEAL IR 1 FR T < 0 35 IR e S R PR &« = W% A 2 04 SO e T ) e ) 4 o o AE —
AN RER SENE T 2, BT B RIS ENT B R T R T R BT IR L IR BRI
fi& VA SCE AR AT AR R 2 LRI A W i R R 2L o AR — AN IXRE Y S T
H, DNABEAL F7 & K8 B R)TT o MR Wy = I — S50 2= S04k S W FHDNA e A 55 AT LA 3] A e FH B
NG e o AE— Be S 77 22 b, B W = I 3 — S8 4% ES AL 5 D RIDNA J2 2 A 791 6 3 el 6
7 BRI

[0031]  7E—8EsLyifiJy =, Bk 7 VA A4 m) £ 35 it 20 2 (1 R 2 BB 4 ) AR — A
XFER S 7 Ze b, 4 8 P B 2L IR 1l 7700 B )R oK M = AR S v il B R At LE )
i K B AT S AT A RITZG SR AN AT H R I 2L v o TRy I = 1 ) — S 2R AL S A
2H £ 1 I 2 T T A o 7R T A ) A e FH B8 I it FH o AE — LS S Ty S, Ry JF = g
AR EE A AT AN B 1 5 2 B 115750 0 Lk A6 P 7 A W ) 8

[0032]  fE—ULsEfifijy Rrh , BTid U7 v 00 B FE AR B 3 it 4 I UL EE R (1B FR ATRA) o 188
Wy 3 =0 I R AR AN A S AR B I T LA R IR e P B I 0 P o 7 — e s iy
th, Y I = 5 R 2R B A AN A S R S TR ) I S B FH 72 A W) 8

[0033]  FE-—ANsRjE T S (1) FMEM FF =M I BUREAL S WTE R [ A4 4 i
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[E— AL R, BAR S HUA & 2 R (1) fBEY I = I R ek A ek It
2y 2 N ERBUK G s UL S 2528 AT 52 R SR A o AR — AN S 7 S8 v 5 AR [ 4 43 B 1
XS AR AT B h , FR EAEAE 53R (1) (45 5 RUE s F = e 9 R A B S A 4 1
T4 AE— AL 7T SR, 2557 AT 52 W SR A B IR 72 T i TR R A 4 R R IR I , L
WEWY F =M JF RS A ) S B IR T i R LA 4 KR IR I (HPMCAS) [ E &b 103
B AE— AT R A4 73 BRI 29130 °C 2 29140 C I 55— [ B B AL 3 AR I8 %
(Tg) # M.

[0034]  FE— NSt 22, [ A M55 A 55 T 5 TR PRE Iy O =8 9F — AR AL A (9) -
2-[4- (4-EARIEIE) -2,3,9-= B FL—6H-WEMy JF [3,2-F] [1,2,4] =M [4,3-a] [1,4] — %
JREE 60 ] N- (422 3L) ZBERe KA B L 252 A2 (K R BUK A  s  R 2]
LR A M AL SEHE T B AR AR - BRI X 3T ek KT E b, R A S
(i RUBEIY I = I8 RS A () —2-[4- -G IE) -2, 3, 9- = JL-61-1Emy ) [3,
2—£1[1,2,4] =M [4,3-a] [1,4] R A E-6-IE]N- (- HI) LWk K EWAE KK
T4 AE— AL T B, T B2 N SR AN BE R PR TR FF R A 4 R R IR I , SL
WEWY T =M JE R AR LAY S IR R T S R R AT 4 R IR HIR IS (HPMCAS) 1 FE &Lk 103
B AE— AT B, WA 73 B SR I 29130 °C 2 29140 C Y BB — [ B B0 4% AR I8 &
(Tg) #imio

[0035] R ERfE, bR AE A ULEH , AR SCHTR AR IR (1) B4 SR S2 it 77 22 m] T
A SCHTR I 25 e A R AT S it b o AN BRAE B VLR, A SCVE AR R B SE i 7
IR AT S A Y mT FIVEZ54 , e e FH TR 97 7R A R B SEiti 7 S8 Frftid
[RS8 (e 5l A2 DLBCL, 51|91, ABC-DLBCLEXGBC-DLBCL) &

Bft 15 AR

[0036]  Z HE 7= 491 14k SIZ it 7 5 () B PR 3R AT [58) 1352 , 45 2 B 0 P 28 AR 1T 1 1 R PRI DA % T 1D
FY 0 2 R Y6, 5 Ry 1 A I 2 70 B0 2 D L B W AT T VR R S T BRI PR B
T, BOZFR MR J2 AR AR T B RS s BT B

[0037]  FEFHEH -

[0038] W& 1AZNH T 055 [ A4 2 0AAR A %o Bl o1 3500 ) V3 A A 10, L b BT o (14 43 B0 (55
25% 454 (1-1) FlEudragit L 100-55;

[0039] 1B~ T 855 [ A4 2 044 1 %o Ll o1 5500 ) ¥ A A 00, L b BT 3 (14 43 B0 (8, 55
50% 4k &4 (1-1) FlEudragit L 100-55;

[0040] W& 1CR t 1A 75 8] A 4 PS4 1) 7 A1 P o 0 6 s AR s 100 JE o B o ] A 3 B £ 75
25% AL G (1-1) FIER 2 )b be i (PVP)

[0041] & 1D~ 1A 75 8] A4 43 FEOAA 1) 7 61 P o 0 16 s AR s 100 JH o B o 8 4 3 S £ 75
50% 4L &4 (1-1) FIPVP;

[0042] W& LE/R 1A 75 8] 440 20 PS4 1) 7 A1) P o) 90 1 s AR 100 JHG o o 8 A S £ 75
25% 4k A 4 (1-1) FIPVP-Z, B8 2. 475 B (PVP-VA) ;

10
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[0043] W 1F7R 7 /80 (] A4 4 PS54 1) w481 2 A1) 700 90 V8 A A 10, L b i s [l 4 - Bl B 5
50% ff4k& 4 (1-1) FIAIPYP-VA;

[0044] B 1G7R 780 ] A4 40 S 1) 7w 481 2 A1) 700 (90 VA 10 L b i s [ 4 - Bl B, 5
25% IALA ) (1-1) FHRE B2 79 2k PR L 40 4 2 R BTG (HPMCAS-M) 5

[0045] B THIR th 1760, 5 (] A 4 S A 1) s 4810 2 o) 700 90 V8 e A s 0 » JHG b i o [ 4 3 Bl A B 5
50% K146 &4 (1-1) FIHPMCAS—M;;

[0046] W1 TRt 7 /A0 [l A o PS4 14D s A8 2 A1) 00 40 8 A 0 » G vl i s il A o i B 5
25% AL AP (1-1) F¥E TR 3 L 47 2 2 4R 2K 1 IR ES (HPMCP-HP55)

[0047] W1t 7/ [ A o PSSR 14D s A8 2 1) R0 0 AT 0 JE v i s i A o AR L
50 % A4 (1-1) FTHPMCP-HP55

[0048] P 2A7R H Y o M8 o DA A P B e 45 L 1o 9 PE LA 5 25 % Ak A (1-1)
PVPY [ 44 73 Hc s 5

(00491 K[2B7R H 7 Zis 191 i ) ) 4 R O e 4 3R o B MR R AR 5 25 S AL & (1-1) A
HMPCAS-MF¥) [ 428 73 Hic 4 5

[0050] P 2CoR H Y o~ 8] ek o DA A P s e 45 L 1o B PE L AR5 50 % Ak A (1-1)
HMPCAS-MF¥) [ 42 73 Hic 4 5

[0051]  EI37RtH T ALA4 (1-1) 1 [l A 73 B A ) X A3 80 AR AT 3 Rl i o

[0052]  [E|4ATR T ZERREE S T SF AT 0 25 Y6 Ak & (1-1) FIPVPHY [ 4443 i (4% 15 1

ZRFIRE RS,
[0053] 4B/ T AEFRIE S E R A 25 % A A ) (1-1) FITHMPCAS-MIR [ 445 43 B AA (1 48
ERZ R A= RS,

[0054]  [E4CTRtH T AEFREE 2600 T P47 1950 %6 AL A4 (1-1) FTHMPCAS-MIT [# 44 43 B s [ 4%
1B 2R AR E AT

[0055]  [&[57x 1 25% A &4 (1-1) FHPVPERHPMCAS-MI) [F 44 73 i fA L L f250 % A4 (1-
1) FHHPMCAS—MG ) [ 42 43 H A4S 1) 3 B AL S AR R B (Tg) XA IR E RH) A

[0056] P67~ T AETH % FAXHE T P11 25 % A A4 (1-1) FIPVP I [ 4K 23 B I 45 1E
(1) 22 N A B I

[0057] K7/ T Img/ ke ik 2L Z R ML G (1-1) (SL0HTE) 3mg/ kg N ke &4,
2511925 % 4054 (1-1) :PVP (X0 R FE])  3mg/keg IR B B 45251925 % 444 (1-1) :HPMCAS-
MG (%5 O = 7F) Fi3mg/ke I IR E B L 251050 %454 (1-1) :HPMCAS-MG (%5 U3 = ) 1 I
R N ) P 2 AR I s T AR R Bb B 2 A R A R R 8

[0058]  WE[8IRHH TALAY) (1-1) fEN25 % A5 4 (1-1) - PVP (=5 Lo [E ) 25 %4k &4 (1-
1) :HPMCAS-MG (5% .0y = F1TF) 150 % 4k-44 (1-1) : HPMCAS-MG (53 0o = #1) 7 3mg kg 1 Il 5E
S 25 24 i T L2 A P56 B ) 1 o 2 o S Pl e T A 2 0 b 2 i A A R 1) B

[0059] K97t T FEAR E T USRS (1) A ORT , 4k &40 (1-1) 7EHPMCAS-MGHH (1 [E 42 43 A4 1
XE B A AT 5 3

[0060] W10/~ TAE4A0CHITS A BEM AR TE2BZINMHE . LAY (-1 18
HPMCAS—MG H (1] [F] 4543~ i 44 (4 X BT 2k AR i 3 P 438 5

[0061] K 1177tH T/E40CHMTS X BEM T T R2Z 2NN HiE . A% (-1 18

11
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HPMCAS—MG H (] [F] 425 43 i 44 (4 XS 2k AR i 53 P 438 5

[0062] 1277t TAE40CHITS X EM IR T2 E3NNHE . A% (-1 18
HPMCAS—MG H (] [F] 4543 i 44 (T X BT 2k AR A 53 P 138 5

[0063] [ 13A-13C~HH VA (1-1) 43 A W52 hsa—miR-96-5p  has—-miR-21-3p Al
hsa-miR-92a—5p[#) KA AEEZR H T DMSOH [fimi R-96-5p [ AL ML &4 (1-1) AL 8/
Ji B Dohh 2 215 (B 134) , DMSOH fmi R-21-3p I FRIE R &9 (1-1) &b FE 4/ J5 i Dohh2
(1118 (B 13B) , DMSOH1mi R-92a-5p )R IE FIL &4 (1-1) A8/ f5 [ SU-DHL2 1) F ik
(E]130) 5

[0064]  [&[14A-14C/~H T GSEAE], Hun T 9 580 b &4 (1-1) B A BRBUEER
DLBCLZH g 22 AHEL B, 14FPDLBCLAN il & 1 22 36 ImiR-96-5p 2544 bRtk &4 (1-1) 1)
B AREFURMEE E . NES” R I — LI B L

[0065]  RHEAVEAR

[0066]  BULAE , T ST 2 REFH ] 1S it 51 Sk B 4 0 Hb 86 38 A O B 1) = L, v ok B 1] R < it
B 7~ T ARR MR ST 8 AR, AR PR ) F2 8 m] DA DAAS [RI AT AR TN, I LA B g
FR R PR T AR B B L ) St 7 48 o 3R IR BB STl U7 &R B AR IR AT ARSI H AR A i re
SE i o bR AE S5 A U, 15 WA R B BT F B B SR AR 2 AR S B AT Fivadks 3 R8P Je8 R 40
S RN G B AR A R 555 S o AR B BT S BT A B R LR
AR S SCR I LA 51 R 77 A SO A AR SO

[0067] 1.5

[0068] A SCHT I ARTE “be L & R AR B BB R .

[0069]  R¥E “HUARHI b A" 248 A — DB AU R B e 23858 7, Horb ol () BACEE
R TR EREEBE A K.

[0070]  JEIRAE “MiFE” A& FA S AT e A A AR () — B 73 (9 “Co-affis B G5 48) ™) AT
L # R 48 BA 2 /D — AN B TS ESS 73 (1) 58 o AN A S RE B BB — A R Bk A, R BT i
RUBE S T FH R GE L 25— 1 AN A AR B ) B B S BB 2 — AN ER A3 200,
It H Bl 2 A 2 i B — AN R BB 2 — AN AR 2R o S5 7] DAAE XU JE [ DA
X @) B (B) WG R AT U B B P AR (EA R T 206 2 T 2 A TR 2 (2-TR
L) TS R Co- sl FE B Co- o) 5

[0071]  REE“Cyw” G JHKCHEE, LRtk EF IR E) &k A j 2k
Ji - (05 v ED) B AT BAC S 10 I R s () e s Ak L Pt L e s SR B A e AR R A, B
TR AL B bR A I RIC -0 AR 1 2. 384 M i JF T I A

[0072]  4nASC I FH, RS “pi A7 B i =7 2 F5F . C1Brk I,

[0073]  RiE “Z52 nl 52 1 387 R AR SR A AR, 3 B2 fa (L AW AR Je 525 1 1 LR
A HLER N A ER , B A LS H LRI R L, AL HE (B 40) 754 % BRI 4 A4 Br B & 19
il

[0074] A SCHT H, ARG “Iil A o UM 2 e — A =4 , ol 2 /DT RAS[R 9 4 441
B B E AR K AR B K 25 5 GEYERR) S

[0075]  ARAE “FYEM7 S ARG A AR, IF H 2 s HA B8 RO o 1 3E 8 & PEVE B 43
+, MARE “AEFH & f vl ESAE AR EA NS BT GIFEs " SRl

12
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(R R o B A BT T I8 1 4

[0076] 75 ¢ moomes YT RN, HomT DL SRl XUBR e =5 .

(00771 RAE “Xoh W S 447 R FH T 3 X e S A A 1) 265 ) Qi F R A0 5 Al ™ 5 ik e i) 44
HAALE G TR AR DA BT I S fa A S HOK 2 S A AR IR TR B 40, HG o ol e S5 ) A DA K ke S
TR B AEAE, BN 0 10% . 25% 50 % 75 % <90 % 95 % 98 % BK.99 % Xif M S #4) 44 i

=N

BHo

[0078] M7 AR SCH i FARGE “SEAKR AR B, EH BT ) JLART S R A 6o e 9 ) Ak B %o
e S R AR i o AR R IR EE T IX S A RN B AT IR VR B I 22 FSr A S bk BB Ak, BT A FF
(AL B B R G S R AR R e 5 S A A A D FEAE Y o

[0079] A SCHT A, RE “STARIEFE S B 2 FR X BRI Ab 22 BN S R, o rp B — [ I R4
FEFE N B B SL A A O ) 3 R R B AR A AL I A I A O B I R R TR T AR R A A T
AN SR G 5 I HIX B8 S5 B e A ST FE o SEARIE PR A R EE 1 XS Bk B PEANEE XS
W B K AL . 2 W Carreira,E. M. fllKvaerno,L.,Classics in Stereoselective
Synthesis,Wiley-VCH:Weinheim, 2009,

[0080]  R¥E W5 137 e 45 Hoh i SO IRl 8 BUS M S L N IR fE AL = (LR A
AT ZRKRIEN 77, BT S 5 2 BB IR A H PR 2R &9 17 77
L.

[0081] WA SCHT A, AE “YRIT A R R Ta X FETEAT &, 5REZ IR gy I =
I TR IR BB A HL At 2603 P AR R S R LL L % B A R MY O = e I R
TR BB AT HoAth 25 3 M et PEHOA T I8 1 TR BORR R R B B A, B
e A T BRI RE 1) 33 Jre R 1

[0082]  R¥E “L)7 S HE+/-10% o fE—ASEHETT R, R1E 4" & 4a+/-5% .

[0083]  7EAH11E Kl B B9 BRI SR A 4 S, B AE B R S b 20 S A B, 75 )R
“EFE” B AR R (a0 “A 57 BB S A7) HORL R N AR A R B BUP R B — A
B TOD B AEASHEBR AT AR Fo A 1 B B sl D 9 B — A O R Ak, ARGE AT N Y
PR MRS L RS

[0084] HRICAKI, N AR (1) BmEmy 3F =M 3F S B & m] B 52524 0)
B2 B IR A — [ B i) A [ 44 o Bl , T3 i ] LA 2540 2H 43 1 Mol vy P b R A &2 o
TRAEER A B 0 55 o AE— N SR T R, 255 AT 2 N BRGSO R A4 R BRI
PRI (O FR AT TR 8 TR P R A 4 22 R HA IR B B HPMCAS) o 7E— NSt 7 R, 2525 5%
(RIS E R I e B (PVP)

[0085]  fE-—LLsijfi 7 R rh , BE IR TA 3L H L 4 4 25 DR IR R (HPMCAS) ml 45 : HH9% 4
BRI /11 % B8 FAEE L OMZR (19 201, ~F 2RE 4% 9 5umff HPMCAS (H , HPMCAS-ME , 4114 2%) B~F %)
Fi42 29 Immf¥THPMCAS (B, HPMCAS-MG , ki) ) s BA 12% LB AL /6 %6 BRI M AL i HEL (51401
P IR 42 9 5um T HPMCAS (B, HPMCAS-HF , 413 2%) BF- 3510045 24 1mm P HPMCAS (R , HPMCAS—
HG, IR Z0) ) s BA R B A 8% LB/ 15 % BEITBL HE M L4 (1 40, ~F 20k 42 S 5 um Y HPMCAS
(R, HPMCAS-LF, 414 2%) 5P 220045 9 1mm T HPMCAS (B, HPMCAS-LG , ki 4%) ) o

[0086]  7E—LLSLfJ7 R, 5 L MMENE BB 1Y) 4+ & Al 292,500 (Kollidon® 12PF, #

13
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P8 AE2,00043,0002 [8]) <£19,000 (Kollidon®17PF, )4 &4E7,000411,000
Z[f]) #125,000 (Kollidon®25, &5 F&/£28,000%34,0002 [A]) - £150,000 (
Kollidon®30, B4 T E744,000E54,0002 [8]) BLZ)1, 250,000 (Kollidon®908L
Kollidon®90F, 4> F&7E1,000,000% 1,500,000 7)) .

[0087]  11.¥&97 )57k

[0088]  7E—LLsjifi 7 S , AN FFERAE T R A ST IR B9 24 -G WG T IR IR (1 7 7% o AR
— LB T S, AR A R TR AR SO A A YR T R8T KB B bk EL R (DLBCL)
(Bt , ¥ AL B4 A (ABC) MV RUDLBCLER A= % L BAH LA (GCB) 3F#4DLBCL) ) /512

[0089]  FE-—UESZiE T S, AR AL TIRITIE FLBNY IR I I T v, A - ) 7R
(1) 3 i 2 S 2 2N AH G, ZH EME SR IEASCE T, IV VAIVI 4 Fr ik
(AR R S [ AR 7 B AE— BSSET T S rh , A FHR L T VR YT FL3h )+ DLBCL (4
WIABC-DLBCLEXGBC-DLBCL) (1) 77¥2: , HoAL & : [ R B B i A 2 2 ENA A,
ZH AR ARSCETIL IV VIVIER 5 B Sl (0 A S 2L W T8 A4 73 Bl o 76— 285K
Jiti J7 22, DLBCLIE H FH 3% 4k BZ4H e DLBCL (ABC-DLBCL) F14= & B4H MUDLBCL (GBC-DLBCL) i #
IR

[0090]  7E-—ULsZyf 7 S , AN RAE TVRITIH ILBN Y kI I T v, HoA kS ) 7R
(1) 3 e 2 S T ez A AW, A AW SRR AR SCETIT IV VAIVIES 23 Fr ik (1
RGP 7] A8 — L SEE T b, R AR AL 7B 7 #L 3h4 h DLBCL (40
ABC-DLBCLEXGBC-DLBCL) 1) 77¥2: , HALHE « [A) 75 0 i3 e FHZ % Ll 2 &A A %
HEMEERIEARSCE LT IV VIVIF S Br iR A = 1 5 Y E 254 50 o £ — LESETf
Zr , DLBCLE A H1 %4k B4H MeDLBCL (ABC-DLBCL) A4 & B4H ffuDLBCL (GBC-DLBCL) JFf #4) i f)
Hr,

[0091]  FE-—2LsjfiJy S, AR AL T A TR T R R = (D) VR ) kS
W o AE—BESLE Ty 2 rp , AR A TR T F TG Y7 DLBCL (191 21, ABC-DLBCLERGBC-DLBCL) () 24
(1) Al A ik a9.

[0092]  fE-—SLsjfay 2, AR R AL TR AR SCES T, IV VAV 43 B f A A 41
AP AR A A, H R TR TR E I8 AR — S S 7 P, R AR UL TR IR A SCEETIT,
TV VAV 43 B 08 1 A = 20 A 0 9 T A 43 1A, e A T30 97 DLBCL (43 401, ABC-DLBCLEX,
GBC-DLBCL) »

[0093]  #E—LUSZjfi s S rf, AU B4R ME T AR (1) MmEwy I = 5F R AL A )
CELHE HAT R R A ol el 4 T B K &0 I R A A 2 s ) Jh
ST I T2,

14
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[0094]

[0095]  Hirfi.
[0096]  RUNEA 1 EANBRAI B

[0097]  R*AEJEF 5 b4 AT s BT MY 1 22 A B SE BRI B L B AR be it

[0098]  R*Aypd &R T ARk Mg ki RIRF B A1 EANRI be B L E 4D B A
BB B A 2RI  -NR°— (CHy) R, He RO AE 1 BUE A L AN BRI F 3t , m 044
(B H, FE FLRO AT 348 i i 2% Ji - BUA Q) 2R FE BRI i 32 5 BR-NR7-CO— (CHz) o—R®, LR A
SURTFEEA L EANRI eI, o0 F 200 B, I FLR® AT 348 b i 22 J5LF BUA R R 3L B
mEme 3t 5 H

[0099]  R*A- (CHy) a~CO-NH-R?, Hora iy | AR HAL, I ARV E A I BAMRIG ek s A |
BANMIRI R L s A1 R AN IR e S s BUT R g B 1 R4 e e B 1 244
B o B 3 L R B L A ) 2R L b e 2 5 B - (CHe) o—COOR'?, F by L AR By, -
HR'HNEAH LB AN bt 7F — 2 S2iE 7 S0, DLBCLIE [ FH % L B4H fUDLBCL (ABC-
DLBCL) F14: % B4HHDLBCL (GBC-DLBCL) AT #4 & FI 4L H

[0100]  fE—&j7y &, 20 (D kA AN AR 2 1 ShBUK ) «

N
[0102] M, Xypd %, RENCI—Cakii it , RENCI—Calii i, a i 1 B4R EEH, RONC—Caii . Ci-
Caf e gt | Ci-Cap A2 T ML LA w2k (1) HRPAT IR 52 0 B3 1 28 2 BT i L A 4
2 (1) FRFTPR B BRI 1 2 55 X
[0103]  7E— NIRRT b, BrEmy =8 3F — SR EAL A C R & A T ST TR

Wy I = UK B R 242 T RS SR A R 4 53 b«
(01041 £F — Sy b, UL J80 A B 4 < L R B B e 2 — B Sy 5
o, I EEL R 34 1 R R 9 K BN M R L R (DLBCL) S 40 Mtk 2087 2 % kB R L i 2% [X
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TP E 98 AT 6K 2 01 1 S0 995 T Al P 28 v o 7 — SR S U7 S, DLBCL A2 v AL BET i (ABC) 3
RIDLBCL (“ABC-DLBCL”) B AE & H O BAH M £ 97 % M K BAH bk L2 983 (GCB) (“GCB-DLBCL”) »
[0105]  AEAK BT ik i) — N SEHt )7 28 b, 19 75 X PR 7 I 8 i FH 2557 nl #5252
ERIEA RS T EORE R A b H 8 G 2 GE R AEAR K ARG JEm
—ANSEETT R, ] 7 X PR TT I RS i 2 AT R 2 m R E AR R R AT 5 5
DLBCL (| 1ABC-DLBCLEXGBC-DLBCL) 4H ffurh (2 25 11 i G %i8) ©

[0106]  fEA K BARIIGIT T3k B — N SE T 28 R, 1) 75 BIX Pa T I S i FH 255 nl 4252
= R AR B B 20 A Vo b 298 248 JH o 1) 22 2 — PPMY CEE B[R] o 7E AR i B (R YR T 7 1%
[ —NSEHETT ZH, 1) 75 B PG T I A it 24 27 mT 52 2 R HE AR B 1 4 A B
DLBCL (451 iABC-DLBCLEXGBC-DLBCL) £ fit. 7 fit) 4 71> — FMY CHP BE A

[0107]  AEA K HIIIEIT B R — N SE 7 28 R, 1) 75 X Pa T I 8 i FH 2557 nl #5252
SRR AR B B 2050 T Vi 70k C2 938 28 o RMY CIE PR o AE AR K BH (R YR 9T 7 VA — AN SE it
J7 &, ) 7 X PG YT I i 2 2 n s E AR IR A K A -E 4 RDLBCL (f5il 4
ABC-DLBCLE{GBC-DLBCL) 4 Jfa o [RIMY C LA .

[0108]  fEA K BIIIEIT Tk I — N SE 7 2R, 19 75 EIX Pa T I R i FH 2557 nl 3252
SR A R B A4 T VEHRE 8 40 i HNFKB L TLRFI JAK /STATI® A2 vh [ 2 /b — Al
FEAR R BIVRIT AR — N SEHE 7 220, 1) 75 BEIX PR 7 1 58 i FH 24 57l B2 S AR 1
A% BRI 2H 44 T RDLBCL (45 1 ABC-DLBCLEY GBC-DLBCL) 4H g fHNFKB. TLRFI JAK /STAT & %
H R 3 D — AN A — AN S22, NFKBL TLRAFI JAK / STATHE 72 (1) 1% 571 3% I FHMYDSS .
IRAKT.TLR6 . TL6 . STAT3FITNFRSF 17 i 4 s (1 4

[0109]  AEAK VBT ik i) — N SE it )7 28 b, 1a) 75 X PR 7 I 8 i FH 2557 nl 3252
AR IE AR R LAY TR Y89 40 o 1) 22 2D — FNFRBAE L K] o 75 AR & BH VR T T 7 12
() — AL 7 S, 1) 75 L PRI 1) R i 25 2 T 2 BRI AR R R A4 A
DLBCL (5] #1ABC-DLBCLEXGBC-DLBCL) 2 fifd () & /b — FINFKBEL L [A]

[0110]  FEA K BRI I Tk B — N SE T 28 R, 1) 75 BX Ra T I S il FH 252 nl 4252
= AR HE A K B B2 A VR0 T VAR ES R 4 A R Y & /D — BRNFKBEE L PR, 1% S L R 1k H B
iRF4 . TNFATP3FIBIRC3FT A4 B 2 H o FEAR R B YR TT I TV — AN SR 7 22, 1) 75 243X B
TEIT I R e 255 T i 2 = AR IR A R B A A9 T 1 DLBCL (5] 1 ABC-DLBCLEYGBC—
DLBCL) 2 fig 1 (1) &2 /b — FINFKBEE L [K] , 1% $E L K] 3% H B iRF4 TNFATP3FIBIRC3 BT #4) R (19 20
',

[0111]  ARAFF LR T IEIT I FL B bk LR 1 77, ARG « MR 344 Py SR A 1 L
1 7 T 3 s 24 P ) 2 DR SR AR 1 5 1) B W FH 24 2 Pl B2 B i A X (1) () Ry JF = e —
BB AW A, Horh Bk 838 (096 4 I 10 2 R 36 4 B T 5 20 (1) (e my 9 =
W R % B A R P HE I 2 /D — R DR B PE R (posi tive) o BilHE, 64 9
) — A st 77 g, 20 (1) AT RAZE S (1A) o #REL 983 AT A2 DLBCL (481 W1ABC-DLBCLELG BC-
DLBCL) o ik &8 20— Fft J5 PRI 7] LA 36 [ FH NFKBL TLRAT JAK / STATIR 42 (9 A% 17 T A6 B s 4 v
NFKB. TLRFI JAK/STAT & 42 1 i 4 7 BAI%E H FHMYDSS IRAKI L TLR6 . IL6 . STAT3FITNFRSF 17 Fir
PRS2 A o

[0112]  FE—SLsTjf )y Sevh, AR IR AL 1 Va7 I AL A 32 & rh i AL BAR I (ABC) V2 57
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12 1 X BZH ML bk E2 988 (DLBCL) BRAE & H O BAN MR ASE (GCB) Y ZUDLBCLIY 75, Hod i 77 V20 4
DA AP (1) BLFEAR (T ) 8 H FHmiR-92a—1-5pmiR-21-3p A H 41 & P Al Bl i) 48 ) e 1
TURNA (oncomir) (HLFRZ A PEFAR) 12 IA 1 5 11 1HY L 3 4052 10 3 il i Ve 0y I =1 g — %
IREE A A B L2 2T B O B KA RV TR )  AEVA TS AL BAT I (ABC) TP 7R R 5k
KBAH AR 85 (DLBCL) B4k & Lo BT AE (GCB) AU DLBCLE J7 ik ) — S sL i 7 =W, jife
FHIRCE Y = I 3 — S A A A B L 25 2 W 52 (0 2 K B B AR DAk — 2 38
I CR ) Mg filmiR-96-5p I RIA o

[0113]  FE—LLsijf 75 e rh , AR IR AL 1 3697 W FL 309 32 3 h 7S LB AT L (ABC) SE AL 9%
18 1 K BZN ML bR EEJ87 (DLBCL) BRAE 2 H O BAN A (GCB) M ZUDLBCLIY 5k, HorhiZ 7 v AL 4
DL 2B 58 (1) DA (Ll ) g 401 him i R-96-5p 3 ik 1) & 1l FLENW) 5238 35 it Wy 7 — e
I R IR A B L2 A A I K A I BA A - AE VR TR AL BAH L (ABC) TE AU
SR B BT B E 8 (DLBCL) B4 & P Lo B4H A AE (GCB) YV R DLBCLI 77 V21— Se St 77 &
e FHFCI VR Y 5 =M R R B A A L 2 2 T BT 1 4 K A A A, DA EE—
A9 () 1% 1 FHmiR-92a-1-5p \miR-21-3p A H 4 & I A4) s i) 4L ) 9 PR TRNA (17 2
NI HERR) FIRIE .

[0114]  HE—RL s 77 2 rp , AR IR AL 1 V697 I FL 09 32 35 Hh s LB AT L (ABC) WP AL 7R
12 1% K BZH ML bR EL 988 (DLBCL) BRAE & H O BAH B ASE (GCB) M ZUDLBCLIY J5i% , Hod 2 85 T3
(1) FRIMEIY I = 3 — 5 2 Ak &M, DLBCLZH M 25 T HE 4 106 [0 BARNAZK F: , i B RNAE 1
FHmiR-92a—1-5p miR-21-3pEk H 40 & Frfa i 2 o

[0115]  fE—LLsijfa 77 S, AR R AL 1 V697 FLBh W) 52 6 35 TR is LB AT Y (ABC) P AL 7%
I8 P K BAH bk 28 (DLBCL) BRAE & OyBA A (GCB) Y AUDLBCLIY J5vZ: , b 4 2 85 T3
(1) fRIBEWY I = I — S 2% A A I, DLBCLZH A 52 7~ HE 3 IR ARNA miR-96-5p 7K F-
[0116] AT I FLah 5233 o] LR AT AT FLBh W o 7 — AN SEit 7y v, il s
ZAFHBFEEAR T A AEAN R KW & L3P a0/ KR BUK R s KR BY g
M5 B R R AR L SEEU R AR AN S T P, W LB S A AR E A IR T, 4l
G G IS ECK RS o AR — AN SETE T P AL S 2 e N AR — AN LT R IR LB
AR T LARATAT YA, I B DU R4 68

[0117]  HE—2esTj 77 o, R AR TRy BRI 775 i BB A A (D
Ry 3E =8 3E R AL 5 VA T R o A — e sy R b, oMt vA T R R R A
DL 25 BT RA) BT 2E A < m—TORI i 551 BTK 1 1] 551)  DNA B 2 52 A% i 40 1) 771)  H 9% 817 771 DNA
BEAL TR (55 RS IR e Tt B T — R N 2045 W ) < 4L B 1A I 2 IS A 0 Ak 351 (L
JHDACH I FIBLHDT) 4 SRR 8 B (O FRCONATRA) BT 55 25 S B A IR BS TR VA2 L S
BEM AL — LS 7 e, AR A FF R 75 YTDLBCL (4 41ABC-DLBCLEGBC-DLBCL) K /5
20, SRR A E FA R (1) BmEmy I = e 3 SR B A S H A I 7 ) AE — B S R
Hh, HoA YT R E DL 298 BT R R ZE A m-TORH 1l 71 BTK A 1] 771 . DNA R L 5 FE ifg
JA1 7] G2 A 5 75 L DNABEAL T (BN 0T « P B iR L be ST PR G =188 N 203 U i) 4L B
5 2L B 41 77 (AR AHDACHT 1l FUBRHDT) | 4 AR B IR (HH AR WATRA) B 5 2 K A1)
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R AT B 25 ST .
[0118) £ Ko Sg i Iy e, A ATFHR U6 T T077 IREL R 025 150075 V0 0 4 6 P
(L) HOMEIGY 3 = JF — B FEA 2 5 FEAIA T 7. A — sy e, Bty
1 e B F 254 M PR 417 - meTORMM I R) B TR 4001751 | DNA R 6 B B ) ) 1 U 44
351 DNAJE AL 37) BT TE AR 5 TR I = 0 2 ) 25 9 5 2 o 4
341 (2 HROHDACHIIAISRHDT) 4R UL (EFOATRA) B 2538 J2 e AT O R 72640 i
25 4 AT A o2 SE )7 S Y, A A FF B0 T 37 DLBCL (B AIABC-DLBCLEKGBC
DLBCL) {9777 , FEADHE I 43 B A2 (1) W) I = 3F SR AL £ 0 5 S B 9 £
S R, BRI TR e 1 F B 2 BT A0 2L < TORJD ) BTKC D 7
DNAFEY 5 B 901 71 28 V44 79 DNAJG 1) GBS0 LT 0 RS R e B R B = WA
2RI AL [ B8 2 B 0 ) (B HDACHI i FUBRHDT) 4R K ML (4 7
NTRA) B 5 2 S A R A2 R 26 SR AT 54

(01191 £ 33— ASE T S, (LA (1-1) A A B2 2 AT ) 15 Ay 7 7
S PR 3 e B I T AU T AR B A 5 T R AP A B
I K K BRI B TR AL A 53— AR L A () AL
AP ICZ ST B 0 £ 5 BT R P, Sl AR T SR A B o1 5 A
ST R AL (1) (0L A BRI 2 AT B 0 5 A7 P, 3o e
T R S B B 55— ST R o A0 (1) AL 2 P L 2 T B ) 5 2
fl 7 00— L, e e 7 0 365 7 53— ST S A2 (1-D) B
AT B 0 £ 5 BT R R T, o AR T SRR MR o 75— A
ST R AL A (1) (LA IER S5 2R B 0 15 LA 90— P, 3o S
T AR AR o7 T3 MSRHET A AL A (-1 (L A R B2 T 2 2
5 AT ARG P, B AR R BT o7 5 A ST L A4 (1)
1 e U L2 T B 5 B 07 90— G P, 3o SR 7 T 2 BT
S NS M A (L-1) B A T 22 AT B #h 5 LA Y07 0 0 3
b AT LRI B R

[0120) £ S i 77 5t 147 4 0 5 5 P TOR N0 o 25—/ B ) 5
57 %1 ORI 1 EH 4L 253 5790 203 BB B AR 453 0 e DO R
A BT o AT PO I AL o R BER ST 2 o mTORSIV A 37
VL) 3 I I KB AL A R TORKI R 70T B 06 PR 2007 6 . 4 250065
o, VY 3 I I UK EE AL A A TORKIARL )2 B 6 . 46— sty ke ey 3 =1
I R K EE AL A B AEn ORI A 2 J5 M6 7 — RS a7 5, B 3 = 3 — A2 AL
AR TR I BE AL A5 A Db I

(0121 ZEARKFINI7 T, 53R (L) (B S = AR £ 0 B AR 2L 31
A5 2 (nTOR) 0 700 B0 AL AR T F Ak B 31t FmTOR YN 7.

[0122]  ZeA: T B 558 1) MBI I =14 — SUAEEI £ FTF 2% U PR RO mTORIIT AU 25
m:
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[0123]
No. SR B Gl s
I [ BEZ235 (NVP-BEZ235) BEZ235 Nature, 2012,
(NVP-BEZ235) 8 9 i :'%87{74(}8):505#);8}0
>( ATR-35 404 PRIK A od, 2011, 118(14),
2 U 1100, pHidy, pligg |3911-3921Cancer
pildu. pllOy. plI0S | o 2011, 71(15),
0\\ e m pl108 ¥ mTORA Y 0675074
SN = i, 3 rCso Bk 4 T
N A . A, SaM. TaM LTS
\{ L M 3 LA ATR,
S F S50 N 21 oM.
T HREEE (RADOO A (RADOD LR | Cell, 2012,
FRBEL2 8 mTOR $ig | 149(3):656-70,;Canc
S, 1050 8 1.6-2.4 nM, | o Cell, 2012, 21(2),
g M8 155-167; Chn Cancer |
Res, 2013,
19(3):598-609.
3 R 98 (Sirolimas, AY22989, HAS 2 Sirolimus, Cancer (cH,EOH,
NSC226080) ‘ «w 220980, WY-090217) | 19(6), 792-804,
Lt o TOR Sl | Cancer Res,
i }(.:SG Fge0d TM o 2013 Cell Reg, 2012,
T 22(6):1003-21.
4T TAZDEDSS AZDB03S JiH 1 ATP- | Avtophagy, 2012,
P 10;\5 paisy, | Am 3 Transplant,
It,bO 43 0.8 nML. 2013, ;Biochem
- ' Pharmacol, 2012,
83(9), 1183-1194
> PI-103 S0 a0t Lenkemia, 2013,

: DMA-PH . pii()cx-‘ 27{3):650-60;Leuke
mTORCL. PIBKC2B, | M2 ??}:33 Bioch
p1108.mTORC2,pl10p | 20(3)937-33:Bioche
ol 10y (] ATP-25 4% m Pharmﬂcoi_,- 2012,

TR PRIy B = 83(9), 1183-1194.
L PIIK MR, 1050
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[0124]
. A2 aM. 8 nM.
[ | 20 oM. 26 M. 45 nM.,
Sy 83 M. 88 nM Fil 150
N E | oM.
“ Tt “\,\g T/ 2 ,‘i
' »\f;ﬁ]———*—\ W NN R
é!,\ ﬁ.:*:.l-{
3-[4-(4- U mk B g gt
{3 284, STHRBE H13.2-d g 2238
BN ; : .
6 iﬁiﬂii LR} (CCT-779, NSC-683864) wu&:ﬂ(cu 779, Autophagy, 2011, |
Torisel) R F 7(2), 176-187 Tubere |
wTOR %{ ,M‘ﬂ . 1C50 RGSpH Dis (Seoul), 3
176 ;{M; 2012, 72(4),
. 343-351:PLoS One,
e 2013, 8(5):e62104.
7| Ku-0063794 KU-0063794 8 Cell Stem Cell, 2012,
-»“0’*-] WTORCI A1 mTORC2 | 102):2 “"‘7?5‘5_{}..
AT AL R Res, 2010, 107(10),
e R f. R 1265-1274:]
; rm TOR H, 1050 o
A ITIRY Impinel, 2013,
redis dulde 190(7), 3246-55.
8 LGDC 0349 J& 8 \le o
Fih ATP-R A
pTOR Hiifl A, m oy
3.8 nMo
9 Ak 2 R ga sy
PR mTOR By A1,
10850 A 028 oM. JEE
o
ATM/ATRIDNA-PK 7
T AR AR A
e BOSO SRR 2%
aML 35 aM #1118 oM.
10 | INK ;23(\4{\1 0] “3) INK 128 5ol pak 1
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CN 107073011 A
[0125]
T NH ¥ wTOR #HI3, 1C50
jg} ~ A1 M.
ik e
0NN
g _«-"“fl
JN Hy 3
- j
N
LN
NN
3‘«\5‘.
2
i [Azpots AZD2OA 4 5 BN
Fol mTORCT 1 mTORC2

IR, AR

(2| NVP-BGT 226{BGT226
H\t ¢

A, ¢
b

(L,

)

Q 5

~—

NVEBGT226 2%
S PRE/mTOR g
Fhy K056 P 1 oM

13 1 PF-04591502

PT 046571502 A ATP-
i e

PI IR PEHYYmTOR

WA Ki Ty L8 M2

a6 M9 aM A
16 oM HE TI0R/5473

AR B Al TR AL,
r\,}hm, 1C50 K 7.5
a3 8 aMe .
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[0126]

14 | CH513279% CHS5132700 714 7 %8
BigE e, B AR AR
[% PI3K o, IC50 N 14 nM;
W T
s o P mTOR, 1050 N 16
o gﬂ‘ 1534 8

16 1 GDC-0980 (RG7422) GBC-0980 (RG7422

ey o, S N R
P PI3 Ko, PB3KB. PI3KS
¢ 3 # PI3Ky 07 150

S EUH S aML 27 M.
S ToM B 14aM; HEHEY
wh £ mTOR #RH . Ki

i, K17 oM.

16 LR 1 LR 1 B 20 mTOR
2 HHRRL, 5050 N 2410
aM .

x ATP-5 fH : ,P‘ #
m FOR ?Yﬁ WA 1050
A9 nM.

) WYE-128132 @ H
QLI ATPRE e B
B mTOR 0§18,
YOS50 45 0.19 nM,

(JJ 7
IR R R Es

18 | WYE-1 2313?(\?\’}“
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[0127]
A
gt
eu]
w-{—ﬁ \(‘y\ O
Uw
}\«N}a
—
: { A’Q\} R ?} ii?+ ‘“*t mTOR i
b BIRY, 1050 % 7 aM,

20

GSK2120458 I
PP G p 1 0gs
plIOR. pli0y. pl108.
mTORCT FFaTORC2
s, Ki }J\ i
0019 nMa 013 aMs
0.024 oty B (}6 oM,
018 aM H 0.3 oM,

PKI-S87 B8y %

PE3koL L3Ry o TOR

AL 1080 A3

04 aM. S 4aM

LenaMe

} £ ﬂ,}
{ R [3,4 d}*’%, B,L 4§

PP121 A PDGER.
Hek«mTOR . VEGFR2.
Sre B ALY M B
S 1030 B A 2 oM,
faM. 10aMs 12 aMs
14 nM H IR aM; JFH
WA DNAPK, 1050
K60 M.
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[0128]

23

OSI-027(ASP4786)

OS1-027 42 1 F Ve AR
A0 mTORC A
mTORC2 X E Bl 7

LICSE A it 22 aM R

65 nM.

Exp Eye Res, 2013
113C, 9-18

24

Palomid 529 3%
mTORCT I mTORC2
e, B
Aki%»@“i% PGSK3ESY
MiopSe fUmE IR, HE
AELUE pMAPK
pAKITI0R, 1 H1,

. --‘y;t\i &

13, 4 o PR -3 ;a:.} Hi “3

i ‘ﬁi-

f“t’}

PP242 bR i TOR
e 1050 3 8uM.

Autophagy, 2012,
8(6). 903-914

26

X1765(SAR245408)

XL765 & mTOR.
pit0g, pllOB. plity
Fipl105 B8
mTORPLK FE R
TS0 4358 157 aM.
39 oM. 113 aM. DM
FE43 oM,

Endocrinology, 2013,
I54(3):1247-59

(EO)
=¥

GSK 1059615 #&
PI3Ro. PISKB, PRIKS-
P Ky 8 TOR B8
T d R R, 1050
AR 04 nM, 0.6
aMy 2 oM. 5 aM A 12
M«

Nature. 7()12 o
A86(7404), 532-336
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[0129]
T S [IA- (AR B AL PR AL T B
12,4 MR W R LN
3§ WYR354 WYE-354 ‘j,zfgz;g:.;? Mol Cancer Res,
0. ] ATP- 2 % 4t 2012, 10(6), §21-833,
L wTOR HIi 1, 1C50 |
i B8
gy%mwwx‘ 5 aM.
‘ od N
2R el
ot
o7 ®
@.}*a(;
20 | B B AL, MK -8669) FEBBOOBE R A, | Mol Genet Meta,
e e 0. D L AP23573; MK-866Y; 2010, 100(4),
[ ] © Y P e mRmm) | 309315
xﬁxg{f*,»\v:r. ey G %, f! )
O ,leg 0 Lo ! R4 1 mTOR 40
{ 50, 1050 9 0.2 aM.
RS L .
'\""s'.«"““‘;\\:[ e ‘.\%{ JLJH
H .
e 0 ”KTﬁQ
[ v&x o
1 ,w.f
x,_\{;-;—- 2
[0130] 7‘ SE ST R, Eﬁﬂtjiﬁﬁl_fiﬁﬁr]ﬂgéﬁﬁ@ﬁHBTKﬁﬂ%J?UDYA—‘ XA [ <6 it 7

b, BTRAHI I B RS JE S LR AT AR AT 25 SR AR S W B i B 4L v o ey I
e G RS P RIB TR 1 77 P LA R P e FH B 5 3 P o 72— B SR T v, Wy

=M R e e

FRAL A W LEB T A2 Al e £ At S i 7 2 e, MBIy 3 = 9 8

B AL VD EB TN B 702 o B F o 76— L8 STy 5 o, MR WY I = R EE (L & R
BRI 861751014 b2 0B A 77 A 7 R

[0131]

FEARR I T i, 530 (1) Ry JF =I5t —

ﬂ%%%%?@%@ﬁ@??%ﬁ@ﬁﬁﬁ%mmﬁﬂo

[0132]

=B
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[0133]

i

Es

JlRE g
PCI-32768 (IR
JEATHURB RO Bl

L 1050 R 0.5 aMe

Cancer Cell, 2012,
22(5):656-67.
Bloed, 2012,
120(19),
3978-3985;

Cell Signal, 2013,
25(1):106-12.

GDC-0834

e

3 ‘: ;ﬁcj é’%; B’tk étﬂ ,}, 1 f*“
IC30 4 5.9 nM.

7 Heomatol, Oncol.
2013 Aag 19; 6:59;

1. Hematol. Oncol.

2013 Aug 19; 6:59;

CGI-560

\
3
,j
3
g

1. Hematol, Oneol.

2013 Aug 19;6:59;

CGI-1746

7. Hematol. Oncal,

2013 Aug 19; 6:59;
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[0134]

T AR S
ey
3 R e e
e A -\3 oy ,j;’:; _,,\i\l S jﬁE\‘ a}%
£\~ ;1 ~.~*j{\\.‘,_>ﬂ/§; 5 ”i\i\f 1,3 é 4

LIM-A13

A R R R e
{BTK) EL IR AT (O

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

» ™ " ¥ 2.5 UM
O . - \,E‘ l{‘;:\g x“j’i“ JAX<"§3 j!’\K"Z\

M0 o JAK-3. SYK. HCK.

é& 1 RGFR JEE. IR A
1C30 r,,;,.>«300 m

R A B

o g

i

NGy
3

(IR,68)-3-F8 4
FR-3-5-0,5- 0l

l“} /T\ /QX{{} pK(—w 3 f’

mm it p.»S M
@%M$M”

1 CC-292
(/‘{; By :Q
oo )
A L\;&’"

J. Pharmacal. Exp.
Ther. 2013 Aug
W62y 219228
Leukenia 2014 Mar
? (epub); L
Hematol.  Oneol.
2013 Aug 19; 6:59;

1. Hema.iionl, O-iit_':,().}‘ :

2013 Aug 19; 6:59;
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[0135]
g R R | SRR L
IRV E R : N Eng J Med; 2006
ST . ) ; Jan 15, 354024y
‘ ,Q\N{"S/NJH | 23'% 41
. AT T |
Q14T ACS  Chem  Biol; |
g9 2003 Mar 17
.'w“y'
f~w~1‘\z"
/E‘\
AN
\ !
/
!

[0136] FE-— LS Ty 2, Prak Ty i — A0 A FE a) 35 it FHDNA R R 5 A2 Bl 40551 o 76—
ANIXFER S 7 ZeH , DNAFR FRSE RE B 413 5910328 1 B LM EF L b va e S e AT TR W AT AR < il
25 EhAE S YT A G 2 o AR — DI R SETif 7 28, DNARR R A2 i 4111 i1 771) 2 b G fth
Vo IR IS I = I I — 0% B AL A D RTIDNA FF S5 6 8 40 o) 0 ] LA 150 e Y e I 1t S o £
—BE St Ty G, MRy I = I AR A AL S AR DNA R 5 5 R I 1) 7R < Wi e L i A
ity Sz B 77 2 P E Wy I e 3T G 2R AL A W AEDNA R B L AR ST ) 2 S P o 7 — sk
Tt e b, RS I = I — SR 28 B AL A P RTDNA B S A6 % I 400 7 790 00 % e BB 4 77 A 3 [ 2%
N o

[0137]  FEAK AR 52, 5K (1) MRy J =M I = SR s A 187 FH A 0@ U DNA FR S
Ak B8 T Bl 170 0 AR AEASPR T TR 22 Cr BT 81 HE (X9 DNA FR Ak 54 7% -1 41| 551)

[0138]  #C:
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[0139]

T

TR
g1 Sk

M PEAR S (S A2 - AR B

| 2005:97:1498-1506

¥ Natl Cancer Inst

20:202-3; Cell 1980;

Experientia 1964; |

20:85-03: 1 Nail
Cancer inst
2005:97:1498-1506

1 Natl Cancer Inst
2005.97:1498-1506

RGIOR

7 Natl Cancer Inst
20005;,97:1498-1506
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[0140]
WA B g SR

,?? HO

A %
RS R

l P &N ; ff"‘"“"‘"w

Vil i

et \( H ‘ ;

% ) :ﬁ"ﬂ"‘\

T
f\\”{‘ w‘ff

BT E BT R (EGCG) I Natl Cancor Tost
) 2005,97:1498-1506

oF I }
™~ /"f B
\“‘i‘f” g
o8
T o I Nat] Cancer Tost
. 2005;97:1498-1506

ey

SN : ® o
® \}\\ g {/‘ \0’* ’..e“\\% *\,x-""j «.\‘ ot

€T Ty oa
i
{
& o
- K,“\ s
PN N

[0141]  #E— RSl )y 2, FFsk 5 VA A0 45 1) 5 it P G 28 V8 349 70 o 75— BB S 7 v
o B T ) AR SR G 88 T2 70 T LAY 1 R 9 e o0 908 13 Je 6 1 e 2
VB TR BT SR A0 A B A B 2L o 78— AN RE R S 7 22 o, 42 TR 7 ok
R J32 T o B W3 3 = e 5 — SR B A T 2 8 = 70T L IR i P B 4 I e P o A — 12
ST G R T = I AR A A S P TR R B S T 7E A S Ty e v
BRI 37 = I SR % A A O AE G e T R 2 P o 7 RSS2 Ty S v VR S =
ORI A N G VR AR S A 7 A PR

[0142]  FEAK B J7 10 50 (1) (KIMEm 3¢ =03 — R 2 Ak A 4 A 13 PTG 23 1 4
P AT FESE T RDT B H i G P37

[0143] %%D,
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No. | SEREAER B iy
i1 PR R (Inmunoprin.

Talidex, Talizer. Thalomid)

B R HH(CC-5013. Revlimid)

/
PN e
[0144] 7 N \"“_.Q

12

h r—NH

NH; 0
3 T (CC-4047 . Pomalyst) O

A

il ‘ / N\

C T w0

Wi, oo, E v

R A
NH, o O

[0145]  fE—SL sl /7 S, DNAKEAL RV R] LI B 56007 S IV AR IR e ik R i . =W A 200
RGP R B 2 PR o AE— IR AR SEE T S, BT E B 2RIE S R)TT IR T VR T IR
AN N 0 e B2 R 7N S g (W SRS S/ N TS N =R 7)) A B A EAEG
FE— DN IXFERI SEHE 7 S8, DNAKE AL I ZRIA B m) 7T o AL — BesK ity S8 b, WL AR AR iR B H
BV B R BERNT IS RITT eI ER AT AR AT 2 RN E S YT M R L AR 2
SEHE T S, e AR R e 1 T B R AT AR VAT 2 L R EE S AR SRS T R
=R IR R B S A e AT R AT AR AT 2 SN ST R R A o A
BESEE s S, ZA Rk HE R R N S G AN BR T A BT s AR S P
HE) PRI 2L o MR Wy =M I — B Ak A W ANDNASE A SR T A [ Ak it FH B4 L3 e P o 72—
LE S Ty S, Ry IF = IE SR R AL S W AEDNAKE AL TR B BE A I AR e SR T R
t, EWY JF = JF — SU2RA S VD AEDNABEAL 1) S it P o £ — RS S o, Ry JF =R JF
TR AL A ) RIDNASE R b S R A 7 A AR

[0146]  FEA KB T5 2 53X (1) RMEWy JF =M JF R R A WAL & [ A&
DNAGEAL IR T R B B ) S 5 15 751 o

[0147] KE:
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No. | DNA Fitb i Sl
] IR R RITT (ERN TREAKISYM ®, Y
RIBOMUSTING® . LEVACT®R A
TREANDA®: SDX-105 B 4-[5- [W(2- T
R Qtﬁ-)'g&\ ESREE = TR S N
Ot
2 & f}i?'i""{" {nitrogen mustard ) < Ol ' Ci
x\» A } . .
(musimc\ . HN2L B T \N’Kw
3 /j:;
N r&x B -
¢ 4 "‘T )
L N
HO T
[0148] SR - :
TR CRRCARGEe. Rud 0
@ . NEOSAR® . PROCYTON® . _
REVIMMUNE® ! X Fa Cl
CYCLOBLASTING  ¥6 BF 8 | O N—Y
(c}topi“zosphane) . CP A {R‘%)»N,’M \\p;’
- 1,32~ 8L 4 B R TN
m\amphosphman R 2~"? &P {:} ?H
k\,«éf’
§ ifostamide {also known as IFEX® or

N-3-bis(2-chloroethyly-1,3,2-oxazaphos
phinan-2 »anmie*‘?«oxid.e,

FOEMBN () IFEX®E N-3-
WE-8| L Ji )-1,3,2-oxazaphosphinan

| 2B 2- Ak
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 No. | DNA Geth | o
6 S (R f\LKERA'NO\ b i o
S T’ﬁ@ﬁ"* Fr. L-PAM BR 4- RS }
Q);&E} SN END i
NH E”&%} il -
L&f}wgy/ V,.”V P \\. ,:;;A'
7
RS ST T e
8. BONU. BIONU. L3-8 24
’}?t}' *F’mfs.iﬁ:j\z’ﬁi N2 80 &
BNl G
9 ; 7O ER N C(‘Nl Cu,NU By
0149 s
: ] N(2-81 7 H0NVBE 155N R D
W0 | MR R DTICN mx ~Dome; E
AR I w& §~(3,3- L1
FELIED
I i (Uﬁ\{x}’? Temodal, Temead.

—2;4“ HEF 3015279
Pkl O

TLMQDAR@ AR
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No. | DNABferl £ H
12 BRI R NONN-Z AR
BRI L1 A B A
Pk

[0150]

PN

A35-EEE24.6- D

[0151]  7E—SE Sl Ty S, ik U5 k3 A0 455 o 58 3 e Y 4 B 11 B 2 i T Al 5] o £ 8
SEHtET S, 4L 1 2 BRI 1 7 AR ST AR “HDACHI 7)™ B “HDT™) m] 4% F 1& H H 2
Kt 7 AR SL U b U wIAth R EL w At S AT B T AE A B2 SR AR S iR i 2L
Fr

[0152]  E—ANIX AL S HE 7 S, HDACHI AL B oK 3 TRy JF = I S 2B A
Y MTHDACHI 1] 77 7 LA [R] Ak 8 P B2 PP 1 P o A2 — B S Jy S b, MRy O =M f — U s
A W AEHDACHTI 1 77 2 i fts 5 1 2 H A S Uy 58 hE wy I = I — S0 2R AL S5 W0 AEHDACH]
Al 70022 e P o B S a7 S VAR I e I G B A A M ARTHDACHT il 771 ) 8 S 1B
BT A O R R o

[0183]  fEAK WM T kR, Bk (1) [EW) 3F =M E = R SIS A g I A B

i 2L EBE Al (HDAC) 113 77 g s 49 A 5 AELANBR 11 2P B 510 H AT HDACHTI #1175 o
[0154] KF:
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[0155]

RN & R

EFEe

TRATHEA (SAHA, MKD68Y)

A, Zolinza)

| HDAC i3y, 1050
| H~10 nML,

& | Nature, 2011,

| 29(3), 255-268: J Exp

471(7337%235-9; Nat
Biotechnol, 2011,

Med, 2012,
209( 1):35-50.

BB R OMS- 275 SNDX-275)

MS-275 & BDACT f
HDACY 85 HDAC H0

M OS50 405 051 pM.

LT oM

‘ Nat Biéteélﬁnmj 2011,
1:29(3), 2 55-265; Proc
Natl Acad Sei U S A,
12011, ;
1 108(49):19629-34;

T10(5):739-48.

Cire Res, 2012,

UUE L 5] 4B(LBH589, NVP-LBH589)

BT HDAC #EL,
FE MOLT-4 1 Reh 448
IS0 A HE S oM
20 M.,

Nat Biotechnol, 2011,
Blood, 2012,

- Newropathol, 2011,
1122(5):637-50

29(3), 255-265;

119(63:1450-8; Acta

B A (TSA)

e

~1.8 oM.

Plant J, 2013, 74{5),

-1 815-828; Epigencties,
2012, 7(10).
41611172,

SR MG (MGODG1I03, MG0I03)
]

HN;} -»\_‘.{../‘l‘*‘ ; R

1 Habl A ! 1 Row Dst}

D

s

MGCDOTO3 (40
£ HF HDACT, HDAC2
FHDACS B8
HDAC JIHB AL 1050 9
BN 005 pML 0,29 uM
166 uM.

4 Nat Struct Mol Biol,
2013, 20(3):317-25;
(Cire Res, 2012,
C1H0(5):739-48;
Oncogene, 2011,

30{27), 3062-3071.

VERE St D101

| Hela Sl

U EMB PR DG D A
B HDAC I, &
R e {1
1C50 8 27 oM.

R

Nat Biotechnol 2011,
29(3), 255-265:
Breast Cancer Res
Treat, 2011, 131(3),
777-789; PLoS One,
2011, 6(2), ¢17138.

MC1568

MO1568 2 WM HDAC
Bk, 1050y 220 0M

Proe Natl Acad Sci U
S A, 2012,
109(341:E2284-93;
Oucogene, 2013, : 3
Biot Chem, 2011,
286(27),
23842-23851,
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[0156]

| A AR

JENER

LAO824 (NVP-LAQS24 Dacinostat)

1 AQS24 (NVPLAQSZ)

Bs)
R

HDAC Hud)75

Nat Biatechnol, 2011,
20(33, 255-265;

i 150 A 32 uM Diabetologia, 2012,
g gy O 55(9):2421-31; Mol
i Pain, 2010, 6, 51,
~ o
gt
ITF2357 (Givinostat) ITF2357 (Givinostat) i 35 | § Neurosei, 2013,
Mol HDAC TSI, 1050 33(17), 7535-7547.
__ ¥ 7.5-16 M. _\
mﬁd’i"”u]ﬁ? A MMEEEh ARER |
& I HDACE #8i5, 10s0
HTS aM. :
CUDC-101 5wt
HDAC, BEGFR H HER2 |
’ |G R R
/«\,U..-N G 100 SRl 44 M. 2.4
B @ nM A 157 oM. :
SRO39 (P $B919 )L'{} W HDAC | Antimicrol Ageits

L, 1050 A 40-140
vl

Chemother, 2012,
S607). 3849-3856

kg

& 3>)T 1 f} ik

0
S {;3..__\_ S /J\.‘ - H
!,5} S M o g
3 !

Bk (CM’H
38093‘34} - HDADT,

CHDACS K HDACS #9i&
‘ "«}? 405

sl 1Csa 9N
#5169 gM. 247pM HI

1 46 }{M ©

Nat Stract Mol Riol,
D13, 20(3):317-25
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[0157]

L2 B

e S

o ¥
e

s

“f

ey o

| .}’\3 26481585 (&

s W ’itfl)
/\"—11?7\
TN et A
.
N
4
X

. - VRS 34
A &L%)‘U»&z); dif-’l*;:»)!Ka‘ﬂ,u‘ii%‘.@iﬁ fig

INJ-26481585 (E {5
fE)E: HDACT. HDACZ,
HDACE, HDACIOH
HDACTL B9 HDAC #4)
L IC50 4 BN 611 nM.,
0.33 nM. 0.64 oM. 0.46
aM #1037 oM.

PCI24781(CRA-024781)

PCL2478 1 (CRA-D24781)
“t 2

a i \‘] HDAC L
HDACZ, HDPACSH,

HDAC6, HDACBR!

3B
i

HDACIO B &Y

HDAC TR, Kisrd)

H7aM. 19 aM, §8.28M.

17nMs 28¢nMs 24 oM.

FLoS One, 2013,
8(5), ©65369; Nat
Biotechnol, 2011,
29(3). 255-265.

BRI 8}&(&1{2 4} R K

H
i G
/ o W’”“"“\ 1':’! s
i £ N wY \1“ I 4;' ‘).1
s L \? L 5
l"'.' ~ 5 g Q %
£, 0 Mun F )
L i Hid
5 Y
! \r-'4 X . \::~
¢ B ot i
L .
\’ 7 HIN 0
§ HM ‘\x" R
&‘.,v_ = ,-~"'\:’:,_ &
2O - P N }
R i
SR i
§
H

NSC 630176}

: djg)”é‘o'w
i 4%-5,8,20.2

BB IR (FR228,
PRY01228, ?‘i‘s‘i?‘i?““?%%;,
W
HDACT # HDAC2 $i
fe 10S0 A H A 36 nM
AT oM.

1 {18.48,77, 108,168, 21R)-

T-W L EE4 2

11
12,1320
HA A
[8.7.6)+ 16 15
23,6,9,19.22- 1% K

433 TRT5357547 Br
id Haematol, 2013,

Fi

Y Neurosei, 2013,

43

(3113803

AL T

AR-42 (HDAC-42,
OSU-HDACH2) &
pan-HDAC $IdHL 1030
530 oM.

mi«&?’m,u i,a“}iz“*

?ﬁff{& AL G IGERYD

® HDAC %], 1050
,/J 0.4 mM: FEH A
GABA-F A M B0 N

':"/'\‘ R

JNwms”'i 2013,
33417y, 7835-7547.

PCI-34051

PCI-34051 53
HDACS 8

_‘- i}fJ Hﬁx) }¢ };
{C50 ).J
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[0158]

. Hil i } f»’J\

R B

ST

iQ 1M«

C1994 { Tacedinaling)

C1994 {Tacedinaline )44

B HDACT SR 25,
YC30 N 0.57 pMs

M344 B8 20 H HDAC #)
B, 1050 4 100 aM.

PISK/HDAC #h #1511

| PBK/HDAC Il 18 |

PI3Ka. HDACI
HDAC2, HDAC3 1
HDACIO 9388 PI3K W
HDAC IS, 10509
B 19 aM. 17 aM. s :
aM. 1.8 M A 2.8 uM.

Racilinostat (ACY-1213)

Rocilinostat (ACY-1215)
CER R MDACS W

3,

s TCS0 %08 nM

g A MBI
!
; J".“', SRR
Yoo 4
& z ij o _“"‘(l __/L“"—v.:
L ™ By o7 N
N il \’\ :
AN H i s
I B T
L
N \"‘N;""}"" o et -
T .
5 S R __.¢.,._An_f\
Ll

Apicidin £ A HDAC
AL, 10500 0.7 aM.

(35,68,95,15aR)-9- (Gw
@ | i

»é ¥~ 3 (b }L B2 )
ST

[1.2-al{1,4,7, w} ] A
Bt - 1L,4, 7100121
I s

Seriptaid

Scriptaid & HL'}AC. ik
i
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[0159]

e ‘ S R R

BEEEA | P R fhA 24 2L | J Biol Chem, 2013,
ﬁ | BE HDACS R, | 288(20), 14400-7.
AR Ry SOH 1C50 & 15 oM.

-V
By B R AL

FRbE 4 (- AL
[4,3-b]RIEE 52 H)-
B®a o | L
R BT HNEHE R T,
ot HOBMHY HDAC T

2T SR wy“w“\ o T T S ey S
S TN g R BT £ B
B E3 -
: it i EH
e o 3
x’;ﬂ -»t':‘./ et Bt

K B RAS2410) (31
b Y

o ; v
e

HM e

Ny R

R R R

[0160]  f£— LB Jy G2 vh , Brak Ui B4 i 83 it A 2 S QAL SR R (B AR W ATRABR 4EA
FR) o RS JF =M Jf — 5% UL A AN A S AL S TR T LA [ g e P B8 P e P o A 25K
T S, WEWY JF =3 TR RS A e A S KA B R R Y A A S T &
BRIy I = AR ARG A AE A SO B R it o A — S SI i g G o , 1R S =
I IR A A AN A S L T R (0 USRI 5 77 A b IR B8 L o 2 TR RGP R 1 4 i a U
HR )P AR AR AL 2 251

i

R ER (BN ATRA.
- 2B 4E,6E.8E)-3.7-
TH D2 6.6- 2 H = e

0162 = H
O 2,08 TR

diks

[0163]  FE—SBSLHETT S, P TR AL A5 v 83 I ] 75 2% o MR Wy T = IR T — 55Uk 53
AW RHRR] B 22 AT LA [R) IR e FH B2 It it P o 7E — B8 SRy 28 o, R Wy I =R 0F R
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YA Y TER 85 235 2 IR i 76 HoAth S2 ity 8 PRy 3 = R A ITER B R
Ji5 it FH o 7 e St R L RNy I =R S R LA A R B R I I A P I

RUNL o #E T R R AL 1 ) 3 2 1) ) AR A PR AL 22 454
[0164]  ZH:

B
e MYCIN® ¢
w . ADRIAMYCIN® rAﬂﬁ o OH x
[0165]
NHy
é’v i.‘x
; ke

[0166]  7E— ANy &b, X (1) FBENS I = 9F R AL A I BN [ 44 4 Uk . 76
—ANSEHE T G2 [ A AL S R (1) (KT8 S T MR I = 9 R SR S R 2 2 T
X MEEY)

[0167]  fEAKR A, “VAJT (treatment) "B VAT (treat)” 4845 4% K B B ¥E M Rl 2 it FH
Y AR 2 I SR R R (BB FEDLBCL , 491 71 ABC-DLBCLEY GBC-DLBCL) B 25 H A7 FEt Fth 2
J2 (60 FEDLBCL, 51| i ABC-DLBCLEXGBC-DLBCL) RS (11 i) N (AT REAE L, HL B 10 8 78 (191 1)
PRI IR (9 4% DLBCL , 44 i1 ABC-DLBCLEY GBC-DLBCL) BAE MR - i 5 bk I 98 (49, HEDLBCL , 451
WIABC-DLBCLELGBC-DLBCL) BUAER 1) & AE « Bk itk B2 98 (B 4% DLBCL , %1 W1ABC-DLBCLEX,
GBC-DLBCL) & 73 BT (RS o

[0168]  T11.WEMY I =M B A

[0169]  FE— NSty S, 782 K B A% 1 750 v A P R vy 5 = 3 — SR e pb A R
(1) Fros , FE AT B 3 L S A e S A4 W e KA T e 4 ARBT ) N 2
).

)

[0170]

.. .

Ng - \
/"% X’N

ng e

[0171]  HPRUHEA1EANTRA BT
[0172]  R*NEJEF K R JE T BT o o & 5 P B B S B 1 R AN BRI e 3
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[0173]  R*My: i R 1 Rkl R IR 7 A 1L E ARG B3 A T EANIRI Fe 44
Fe B EUIE B A 2RI . -NR- (CHy) o R®, Hih ROAE R T BUE A 1 AN ek .m0 & 4
(KB H, I FLRO AT 348 i i 2% Ji - BUAQ ) 2R JE BRI W 32 5 BR-NR7-CO~ (CHz) n—R®, R A
AR FECEA I EANREI B, o0 F 200 BEEY, 3 HLR® AT s g 2 1 B Q0 2 3 Bk
e A 5 3 H.

[0174]  R*Jy:- (CHo) a—CO-NH-R?, HihaJy1 485, IF HROAEA 1 B4R et B
| BANBRI R e s B 1R AR e 2, BUTIE g B 1 AR b dt L B 184
T P e B 3 U R R A 1) 28 b e 2 5 B - (CH) —COOR'?, Frfrb Ay 1 SR 41 28, -
HRHEA 1 E AN b3

[0175]  FE—/NSEiE 7 =, A& M A AR A LR R F 2405 1 BB b
SRR AN SERETT R, AIE I RS VAR R 2 3R R 1 B R B B
SRR AL R, AIE I AR S VAR R 2 2R R 1 B R B
S AN SEE T P, R B ER e s R A R EAR T3, 28 R RS OE
T TR AT R BT R A AN T R, s PR ) e e R A A R A PR TR
L HE TR R 2-F -1 - SR A2 - R 2T 3

[0176]  ZE—SLSZifr S rf , AR AR AL 7 A SO IR FOE WS 3 =I5 B A 25
SR RERZ ) Eh AT (B RS KE W) AR A Z AR e I 3R 70— N S2 iy &b, Ve Wy 3 =
W IE R A AL AW 25 2 T RS2 10 B 5 WL R BR N 36 o 72— A SE Ty 2
o, BRI I = AR BT 2G5 ] AT (K TE N LR N a3 R SV R L LR L TR
mTETR R BR MR BRI 28 o 46— SEHE 7 & o, ME WS 3F =M 9F — BB A I 252 7] 45652
) 0 AL 5 ALIR T A B N A 26 o 26— NSt 7 L R Iy I = I AR AR AL 2 2
A2 A HLER IR SR AR DL P R EE A R O =R O NI PR R AL &
L R R R R TR R B IR A AT R IR L Dok TR L IR B IR L A AR R L R R TR
(isothionic acid) JAKFEZJRIEER . 5 0HER HE IR i %) R IS 12 B TR - A3 IR - DU AL 7R
AEIER TR KR K LR kIR MR (TAYEIR) e iR £ Sl IR V2 R W IR TR
Fibh e 182 g 2 2 LW TS I R 7 L (47 2 e R 4R L R R

[0177] AR BRAE T AR Sz B ik (0 BE w3 I =188 9% — SRR EE AL A I 24 2 T 1652 (1 ) 7
FhRLERA, o — A 24 JFE 4 R RO A H 2 R F 2 BUR =5 KRR I R+
BB B A R AR T BT AR T S 7E M I = 3 R A A b i [E) b 2R sk
BIAFE LA R ST 1 A A7 2 - & Bl AT H: 8%, il e PCRT e & Bl cl s &, Bl s i s
T, A8 ST 2 TR0 T 5 6, B ST ONRT N 48 B 3010 ORI R0 s L KR, B 0SS T LA R A
S AR A 57 EL S IR A e 1] 4 Wy I =M I — R EAL S R K AR T R
s

[0178] X (1) Frontb & 8 [m) Ar 2R ie 2 (9 51N 7 i s ke [ 7 25 g AR 8) m] A
T2 5oR /BRI AL AR 70« R T O P R A 22 A CH) AiR-14 (0) 5 F 5ICFIRD
S R U B, BT LA e A1 S T 3 B A o A R G [ A2 2 (g CH) ) BEAT AR
A PABR A 0 A AU R s T i AR 0 BB yR T 2R AL, B AR P I K B A =
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SREEAR, R, 76— L4050 S ] LR AR IR G o FR S IEH R AL 2 (40t CLr o
N) JEAT BT LA IE L R S W 2 AR AR T (PET) o, BA A FAS S 32 A4 1 5
[0179]  7F—SesLiifiJy Zrb, A B A FF RO MEWY 3 =M I — R S B AT DL 224 2
2 (009 70 AV AR R R I T 3RA7 A8 o AR STE: RN SRR3R (1 2 , VS R i
JiR(FEIR P 100 T A o B TSR O WE Iy 3F = e 0 — R B AL A ) AR R AL 2 B
A AR B A o A (12 LR IE FIAN 2 T-HVA 5T (BEWY IF = e I — AR eSAL B0 IR %
PE o FT T BGA A A 38 16 ¥ 70 1 SE B FR AE AR Tk R B R R AR, 2 B AT,
W8 o T F I A5 38 1R V8 70 N 24 24 T 2 2 IV 7)o B3 1K A2 5 BT PRI R 7K o FE— A SE T R
H, A B T TR MRS 3 = e 9 — R AR A M0 25 2 T2 (R L L B VA AL
W) TRV A — SN Ge s A T S v A 4 . — R B AR A 4 BT
FEFD 2T BV M) s i ) 1, 3- R 3E-3,4, 5, 6- P4 & -2 (1H) —W# g B
(“DMPU”) ¥ FRIALH 1, 3—— FF Sk A ik ] (“DMT”™) Y& AR 1, 3—— R IR AR (“DMP”)
B BCEAIR &

[0180]  7E— oSl /7 22, A A W Tk (R ey I = e 3 — R A L ST LA S — ANk
ZATF PR AN/ BN, DRI AT DAL TLART S5 A A b il S ) 4 B0 A T e S A 4 1 2 2047
7E o 7 AR HE Cahn—Tngo 1 d—Pre loghl ISk fir 4 MEWS 3 = I8 3F — A% EL AL A MO o) e Sy 4
AR i A A4, BT (1) LUK “R” BCS™ #7462 45 A Sr A P 0 GBS RRR AT M
), HIGEBZHGA RF 48 8 45 BN koS 8 (B & JUART i dd) , IR T DLE I 7E R 44
AL AR R T AR RO A A > F I R

[0181]  FE— ety b, AR B T (0 ey I = e 3 — SRR EXAL AT LA DA AR I R
G ESME DRI T AFAE , AT DL 2 7 M 5 1 S5 B 1) 7 e A A T o) i e A A AT DA
I ATER (£) —Bld 1R KR IS HE TR G4 » 2 B A e A0 7 e S A A () AR A (L2 1) (7R
AW 1AL, B Birac— (Bracem—) BT S5 RSFISREL A LA T & AMHFER A

[0182] Ak, i HUAR 22 [ 5 Tk — T XSt (1) 20 3 BA 22 el 0 B e 22 B 2 BA 1 R 91 i 7
AT TUAAT SR AR B AT AAFAE T AR R B AL B b A — S8 s2i J7 R, 7 ' emee=s A HT%R
ANAT DL B OB B = B B o [ SRR —TORUER 1) BAE AT DAy 4O 2“7V BB WAL, H
HARYE TUPACHR RS AR TE “27 A E” o B3R S3 A Ul BH , 5 WA XU I 5 A ik a5 1“2 A “E”
SRR o [ ST TR B ) AR S A P DA A i B/ aX O, Hodp M o B A
U BEE P [ AL, i < e 3 3R 7 BN S 7 XU B A oA L o BRA Q35 Bl G i 2R B HE B B mT L 4
M B R o ARAE MR 2 7R HUAR S AR B0 B ~F 1 9 TR AT L= iy ARGE e 2 R m B
SEYE PRSP T AT b o G e B 32 B T A 40 S 1 104 FRMR R = (9 A & 4 B T B VR
Y 20 Mt/ Je = BLZ/E .

[0183]  FE—LBSEHETT G, A0 BT AN FF KRy Jf = 3 S 48 ¥ AL A mT DAL B R
280 T N2 AUMAFAE A — AN SR 7 R, AR I BT A FF IRy I =9 i &
MG H TR AT DS R, AR B T A FFRIBEY 3 = eI R 2 s5L A
G Lo — 2 B AE S —ANSEHETT Fe o, AR T A R I SO R R
Y 2 R IR A AL 55— A SEHETT S, Rk i &4 v 4 i Tl
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[0184]  7E—SLSLilEy S rp , AR BT A FFAOME WY I =M 3 5 28 B A A ] DAL B — %
e S5 R A B o ot ke S R A [ B B TR A7 AE o FE— AN SE 7 R P, AR R BH I A FR (VMR I =
I 3 — 2R ELAL A WL AR L B T 3 L (entiomeric excess) T80 % KK R AE
TE AL—DNSHETT SR AR I B T A FF MBS 3 = e 9 — S 4 B A M DA i R A it &
A LRI 90 % (K T AT AE o A2 ANSE T SR, A R BT A T IR Y I = IR 9 — SR
A DA Ko e SR A ik B 43 LU B 98 %6 I TE AT AE o FE— AN St 7 b , AR W B A FF
(RIS 3T =I5 R AN ES AL A L i SR At B 4 B BRI 99 % I TR R AFAE  E— s
T 7 G, A B T A T (R ey 3F = 9F R RS AR B B 10% B 25 % E
150 % EADT5%  E 90 % FE 95 % L F /098 % FIEE /99 % Flr A I 1K) 4L T g ek sk SR A 4
& AR

[0185] b T X A A A I &, AT AT LR 282 (B2 (1) Skt BT Al AR E 1A
S6of T WA S R AR E 210 % e S F A iok & 1 43 b

0186]  SRRAEE BRI prvpmr 0 a1

[0187] ] DL I TF P i RO 3 (HPLC) AZREFLAR (NMR) BT AR HoAth 38 4 7 72k 0
SEELANE2() AT & o £E —LL STt 77 2 rh , o il S A A6 B W I 400 5 T DA 8 T i S A8 A4 E 1 AT
E2AHA T HoAt A BHE) &, 3 S AR SRR R R A/ BUAR S B () R LA BSA ) o
[0188]  7F—sEsiifiy b, 2 (1) HOMEWY I = IF 28 BUAL & W A4 (HAS PR T 1B w3 -
= R RS (1-1) 2 (-18) , A T R &I,

[0189] AR IMIALEY) (1-1) HRAHOTX-015.0TX01 58, Y803

[0190] ST - A% B il 7)o mT DAAE R R IR A4 -
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[0191]

[0192]

(1-1) \ (1-2)

§ P
0 Rlot woy
O
(1-3) (1-4)
e
ol
NGl
o

{(1-6)

o

il e M
/}_ﬁ M@%
-
i \.{\‘ = \ N

F1(50)
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(1-7) (1-8)

(1-9) | (1-10)

[0193]

[0194] 1 (4)
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(1-14)
)
L\,A\//D’U
(1-15) (1-16)

[0195] } /Cw y o6
N
{(1-17) {1-18)
) o
O &
o S QEH;
g, el i e Lo g
" m/ }\\\C-(T)a(-; ’ \n/ \/‘J"\.ﬁ
W A LT U
me” N N e N R Ty *
It ’ 4
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SREMNS R () FrsrBEYy I =gt RS LA ek a5 PR E Y I =5
BRI A (1-1) FIAUCIH L B2 o 28— RS S 7 22 b, 240 i sk [ 4 73 Bk 28 11 i T 45 o)
I, 12 [ A o3 SO 1 it 281 T AR (AUC) {BLI% 1 « B A b it FH 25 A 1 0 RELZHL 5 P01 A RS2 AUCHE
12700, 445.0.50%.0.6/%.0. 8% . 1. 06, Horp ik xR AW & S &R0 45 a1 = (D
Fron IVEWS 3F =3 R S A .

[0228] W] LAJE LA B B0 53 A A PR 453 1) pHAEL A0 A 47 0 o 0 2 A 0 R FH 2 o T LS et A
TOEHHATIE DB R (1) s o memy 3F =3 — 4 B A Y By 3F = JF — R e
A1 (1-1) B AR 9 BR B AEpHA L 0Z 2. 0.2 8] () K PEAA AR IR A vk, B o )
AN A B pHAEL T 175 . 087 00 T RALE pHAEL TR 15 )5 B e A 24 /NI HR A AT s (7] >f
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BT TR (1) Fron (KIS 9 = I — R 2% B A B 2 T ME Y I =M — 858
B (1-1) BIRIE AE— L850 77 E 9, 7EpHE N5 . 02 7. 0 Z [ I 7K PR AR 2 DA 5T
SR EBAYINEE R () PR rmEmy = 5E TR 8 B A B 4 R K I =
W I RS A (- 1) O BEALL , [ A 23 Bl e T e F A 3 (1) s (R Iy I = Ik I
TRREA S T TR WEY 3 S RS A Y (- IR s B AR
Do B TR B S B E E D106,

[0229]  7F H ALt /7 22, FEpHIE A L. 0Z 2. ORI AK PEAR AR IR A i, 5458 4
Wit 25 1 2R (1) From By I = 9 — AR AL A I ik B AR LL [ 44 2 B oh T 5
(R (1) B (R MEmY JF = 3F S 2 S A B TE S T MR I = F R 2B A (1-
DR ZED40% ED50%E60%  FED70% FE /D80 % o AE— ELIX FE SL it T &
w4 o B 1K 2R B P W HPMCAS o 7E — BRI R (1) S it 7 7P 5 [ 44 73 BUAR 1 58 A 0 PVP.

[0230] 71 A S 77 S, BT ] 44 3 it R e s TR R 2 (1) Bl s () MRy =k 3 —
A AW T TR I = IR AL A (1-1) (R (D) FoR ey
FF I I IR A AR 2 2 T R SR A M T A 4 AR 3R (1) TR R I =
e I B A I R (K FE 40 % L 50 % B B FED60% B AT0%  FEA80% , 3
BT 2 2 ] A2 () R A i B UL W B I AL TP SR TR R R A 4 2R SRR IR IR A
PSR 2, 5~ L TR M R P = e 2 S R S TR A IR B AL L SR 0, o rp 25 [ 4k 4

P4 B T pHE A L. 052 2. OB K AR AR I A BT o AE— LI R St 77 S, 144 3 Bl id
(1158 A1) HPMCAS o 75— L3R AE IR St 77 G2, [ 44 43 B 1) 58 S W0 P VP

[0231]  7E— ekt )y S, 78— 58 IR R 52 T 8 g — BN TR) IR, A< i B B ok 1) [
43 Bk T AR BT R (1) From AOMERY 3F = 3F S 2 B AL A W B ey I = I R 4k
SEALA (1-1) [ 25 G IR P AR — A SEE T = oh, T IR (1) B i ey I = e
I R A WERE Y I = I R AL A Y (- D) R E TR A  E D
90% . FE/091% . F/92%  F/093%  FE94% . F95%  F 96 % . F 97 % L FE D98%
FZ99% o

[0232] V_,S}”IJ@:

[0233] W] LA FH T A 5 BH 9 [ A o3 BOMR 9 38 0 7R BB RS R T IR JE L 7 741) /N B A 5L
R EE S (beadlet) AL BURL (granule) Fisf] (granulate) Ay A o AT LLAE A4 ifis %
AARAEAEIR . AEWERT VAR HEAR TR R RO LR RN ER
FLA Y2 (HPMO) F2 TR i PR L AR 4 2 AT K IR 5% FF B TR A BRI L SR ) BB PR e TR A R
FLA Y X PRI TS (HPMCAS) o /£ — L8852 77 S, I A AE R L2l 5, o, 72 Rl — AR S e, A
R B RIS I = IS E SR R I — L ] LURFRATAE T — L IR BT
AR

[0234]  #E-—/NSLj Ty S, AR B I ] 4 43 IO P DATEG il B F 791 28 BRORR 3 o A — B8k
it 7 2, A R I 1 ] A 43 e T DA TRE il B/ LR FIER BN 1 (pour—into-mouth) (155
R BCE RO R I (constitution) o 7E—S8 STt 7 2, Ak B 1 [l 44 4 Bl 5 At
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(19 TR 751 (4 2, 00 761 B 5 /DL B SR B ) F R B 55) AL B R BT B @& AR A
AT 4 (48 BT 2R () A8 1R o AE — S8 S Ty S T, AN R B A 4 43 i T DABC i FH T LB
BIT .

[0235]  fE—ANsEitE ) b, AR 2V A A B sl T DRSS 285 AE — AN SL it &
I 1 250 206 W0 05 R AR A B B3k 1) 22 A S 7 42 1) s 4 43 |iods , e X (D)
ISR 3 =8 5 — A8 B A B L 24 2 T 352 (1 2 A AL (IR KA S e
W) SR A SRR BRI Z AR IC I 2 DA SR BBk AR — ALt 7 b, Bk i
ZIMNAE AR B — B2 P IR 5 490 2 A A ) TR R BRI R A R AR

[0236]  FHT ik () 25 A & 1 S S 3a K 249 25 ] B 52 10 Vv 7 R 28 25 mT 8257 1) Bt 55
() 52 B AL AH AR PR T ISR A i SRR S Ve I AT =i R 5 | A R R A R 2
BBV TRER S IR BE V EL B R SR VR ARRA 4 2 H I - bR R R IR R L A AL
RV LA i TR Vil R FE I S R

[0237] T BTk i 25 W0 40 & WD ) 3 (1) 24 2 ] 422 52 TR RS 485 790 ) S0 40, 8 AR FR T <
Wy A2 K AT, B e 4E & (BIRINAVICEL PH, 13 HFMCA &) JBRTA LA 48R 5
7 LA Y3 MR T TR R 4R 4 25 (HPMC, % METHOCEL , 18 4 Dow Chemical A &) ; FERE 4
FERE S T KRR s Z AR e o

[0238]  FHT-Frid () Z5 W0 4H & W0 1) 5 3 1) 245 2 ] 422 52 (1) JEURL AR 245 2 ] 42 52 (%) e 7 5
5140, FEAELAS PR T < 5 SR 136 P VO B0 P S 06 0 T 4 W 45 5 ) WK o R LW L H R I
T AR 4E 2 (MCO) Ky AIREFZE 2 - 1L BB  ERE AT A o

[0239]  7E—LLsijf 7 R, FE TR A &, I RIPT LUK $E 2 T — R Zhae . 4
0, SEREIORE 25 7503 AT DA Ay 8 A 00  BIAE 00 SRS B 700 S TR R R RS

[0240]  7E—Se sty &b, A R W 1 29 4L A ] DL A8 s R BRIk, 41 and 4 AL
FI (TR L B AR A B B T AL R R R A Tk (BHA) - T bR 3L R 2K (BHT) a4 B M
A BT IR SR AN E IR B AR 7] B 0 1 70 A 70 (e TR ) /BB A
[0241] 3, AR B (M 25402 A 1] AT il e AT AT 253 1 [ A 750 Y o AE — S8 i g e
AR B BT [ AR o B VR A A B A S BRY Hh 4 nE R B BRER F R  BE 22 TR R A (8 ks
BRI EE R A) LT A

[0242] 75 —ANSEHETT R, WA A WAE MR AR AR R I Bk 1 [ 44 2 B 1) 22 1 SE i
J7 M0 2 (1) B 0 E Y I =0 S SRR B A M R 1R 4 TR L PR T 4 3R B 0 R B
(HPMCAS) [ [F #4543 B s , v Jr sk R Wy 3 =08 3 — 980 2% B8 Ak A WA [ 14 43 Bl i b 2 T SE T
), I FLIBEWS 3F = I A AL A S S IR P TR 4 TP L A 4 KB IR S (HPMCAS) [ &
EbN1:38 10145 E % R50EE NI KAEY: 30 EHE % RA0EE X% NMBA4ER;
AT B % E6EEY MR A4 E:0.8EE% 2 1. 5T 8 % Mk 05k #10.8
HE%E.5H 8 % igmE.

[0243]  VI.5|&:

[0244]  FE—ANSLHETT Z 0, AR BRI T AT AT il e A ArT i 110 ] 4 77 AL 9 25 W A A
o TE—ANSEHETT S, MR A R B I 29 2 A 8 & AR R T BT 3% (1) I () IR Iy 1 = e
I R AE AL AW % RS T R rh i R E 2 A, b R R (D BRI RS 3 = e
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TRAAE FIE N1 0mg E A 100mg o AE— DS R AR A S WA S AL Y
FInR R (1) Fros ey 3¢ = I SR B 2 PhSEit S P i — Bl &2 B, P g R (1)
FIF 7S (R ME Y I =88 I — S AR B 0 77 32 1 Pl 40 R AR A 41 - £10mg 5 £100mg £ 10mg
2 2190mg « £)10mg £ £)80mg . £ 10mg £ £ 70mg « £)10mg 2 £)60mg  £]10mg £ £)50mg . £ 1 0mg &=
£140mg + £)10mg £ £ 30mg F1 £)10mg 2 £ 20mg « 7E— 5L it 77 B , R KR I 25 H &8 88
KRR (1) B EYy IF =M 9f — 2B (4 2 Fhsz it Jr f o i —FhE 2, Hoh B
R (1) B RBEYy I =M IE AR 25 A7 ) 2010mg . £150mg « £ 75mg 2910 0mg A4 ik
I

[0245]  fE—ASEiE 7 &, AR BN A G EFHE A 75 20 52360 38 i AR B Bk
% RS 7 R — R E 2 R AR (1) PR MR 3 = R B E T
FIEHKRHIAH : Z)1mg . 2)2mg  £)2 . 5mg £)3mg + £ 4mg . £]5mg Z)7 . 5mg « £ 10mg  Z]15mg « 4]
20mg . #125mg . £130mg « £35mg » £J40mg . £]45mg « #]50mg « £]55mg « £160mg . £)65mg « Z]70mg \ £
75mg  Z)80mg » £185mg . £J90mg . £)95mg . £ 100mg £ 110mg « £ 120mg « £)130mg . £ 140mg 1 £
150mg s Ho 7 203% FH FH DA A R A B A — IR VBN R — IR VB TLR —IRVEEVL R — IR VB =
R—IRBERE— R IR BER—IREER IR BER = IRVEERPIR VBER TLIR o AE 53— A K i
J7 ZH AT SRR & BN Y AT DL SE JHE D BRI AR — AN SR T B, AR YA S
WAL HE 1A 75 B0 52 e I 1 B DA AL A A A 2 e ey 3 = 5 R MR Ak
-1 .1-2).1-3).1-4) .(1-5.1-6). 1-7).1-8).(1-9 .1-10).(1-11) . Q-
12) « (1-13) . (1-14) . (1-15) . (1-16) . (1-17) F (1-18) ; FriR MEWy 3 =M I — S 28 05 1) e P
7 EH B LR R E MR AL £ 1img  Z)2mg . 22 . 5mg « £)3mg « £)4mg . Z)5mg . £ 7. 5mg . 4]
10mg. £ 15mg . £120mg « £)25mg  Z130mg « ZJ35mg « £]40mg « £J45mg « £]50mg . Z]55mg » Z]60mg . £
65mg . £)70mg £175mg £180mg « £J85mg  £190mg £195mg £ 100mg+ £J110mg . £1120mg £
130mg £ 140mg A1 £150mg s H 512 3% [ B DA N R A - B i — IR VRS R—IR VB TR —
RV R — IR =R IR BB — R — IR R — IR R IRBER = IR VEER IR B K
FERTLIR AL F— AW 7T R AT R BRI R BN AL AT B e BR B8 in .

[0246]  ARYEHFERIEIT B I RITEBCSE , Ik B A ) BTG & B H 25 25 L BB IR AE— 5K
7, A T R A UL 2 DI R AR H A LR R B o A — AN SR T R
A FENZAE R U2 EH IR EEH 2D 1RE AR A — DR TR, AR
(1) 523 AT LA 22 /D4 JE it FHAZ ) Y, HLRZ R0 AL 53 Blopl S8 5 R0/ BRAS S I ) & o 72— A 5K
7 e, A T B 52 PT DA JE e AR A, RERE 3R AN/ B JE 6 YR it F o £ — N SE i
77 RN, G T E SR E T DURERE LR VB3R VBRI VRS R S RE6 R RN /BB DA 4 77 = e
I AN SEHE T S, A 7 A E 7T BV AR -Z A 2B N E 0 =
BAEE &

[0247] AT LA FH 61 4 g 5 A0 A ke A0 22 Pir I R 21 (A o R 2 s v ) /2R ) B L TRl 3
FRS LT ORL R B A o B & B AR T DR EAR TR R IR OGR4 A
SRR HPMO) (RPN AR R 2 AT R R IR R A PR IR AL R B BR FR F2 A
B F LA YR ZKBRINIR R (HPMCAS)
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[0248] VII.LZ:

[02491 AR 1 FiT 2 F (K0 MR Iy F =W I 2 G0 2 BAk A AT A LA T 88 e I o s 56 Fr) 7 5
FAAE, FEPTRARRYE 32 [ £ R 1% 2 FFNo . 2010/0286127 GLAXFN 28 LA 51 FI 7 30 A AR Sk
AHIiE ) H TR I T RRAT o AR I (M I 3 = e I G AN A A ) 5 et e S s
TR Sty e S A A AT DA A 5 AN X R R O B AR S ) R 0 1) T T A I AR B A B LA B R T
2 Ml A, B I 1] 4% AT B (R TR B4 R e i o AR U T RN 5 A B R 43 T VR
il o X Ee A5 73 TR B AN AT (1) R0 S A AR R VR S B 2B AR T B b i A
T8V 23 B8 A R A 0 S A AR B TR S, IR A BRI BRI S 2 5 (2) 3 A iE
Pe o FIE Bl (3) AE T PRI (B A B BB B et e b AR R & B (4)
SEAR TR FEPEAL S R B R HEAT B 352 R 2 o e A, AN B VR S ks T DA R 2 Fn
T3 (10 T PR AH B R B A S W28 T PRV 70 Hh 45 8 T3 20 B AT A RS s 7 R he ik
FAE .

[0250] 27 SR 75 B8, AR T A T AR MR Y 3 e I — R A A A R T e e R A T DA
I AR FR B i B T A8 PR 05 S ok il 4, b BT A3 B = E X e R A A4 1 VR 5
A3 3 LA B AL A B U], AT B2 4 BT 75 R L 0T Bl S A 4 o Tt , 7R BT IR A A B R
B Rel (B anaa 52) BRIR TR ge A (B an RS AU HL T ARXT mh A4 i) #h & i A T i 72
TR < A5 FH A 38 0 6 2298 PR Y BR BRI, SR 5 %o X e S5 Ry 4k Gl i AR A8 A RN - 40 45
B P TE T B F UG RO BEAT I 0, IR AL R S [T AR S R S AR A o T A AR S 2 RN 2
Py 2 e 4% 2R (1) (MY = e 3 AN B AL A, L b e SR A IR B A L
IS 2980 % o A F S , HE 36 B 0 e e A A i & 20 BE R T80 %, ARG K T-90 %, BEAIL 1%
KT95% , I+ Hm ik 9% UL L.

[0251] A< WY F) ] 44 7 i i T DAL 22 b7 VA SR il o A48 J Bl VA 28 R T8 « A K
A 1R[] 44 o3 B G mT DAAR 3 2 SCH B f SR 19 L P il % : Chiou WL,Riegelman S:
“Pharmaceutical applications of solid dispersion systems” ,].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; L 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 F 77 208 A SO AR

[0252]  £E—ANSERfE s FE b, AR R B R [ A4 3 MR 2 sl el T 2 A AR — AN SR
Zh, AL T AR EAA TR R () (MR I = E R 2 AN ST R
2Nl AL — A SENE T R b SR T2 AR A B B RS Rl AL S AR A AE— AN SE
77 S IR T 2 AR IR AL S AR 7 A — DT R AR AP R G
W A IR R A S D AR T

[0253]  FE—LESEifE 22, 3R (1) FOMEMY IF = 3 AR 2N e ml 2 L2 2 AT 1 8 VA 71
W (BFE K G AN B R A A4 L e A AR B R A7 2= An e 1 B 205 B [A) A FHAS
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FEIX PG DL, AT LAAE s R0 B8 in N 2 % 4 77, AT B LB AE IR VR A 4 T R
W BB o 75— BBl 77 22 o, 3R (1) ORI IF = I O G AR B A 2l Ty 2 rh i — A
B2 AN SE it T BRI T RIS Rl A8 A4 T 5 AR 5 P A R A B0 24 o R4 S 1 DRI
T L2 AL A SEHE T Zh, AE VKIS B e D (S e R ) 24 S AR IR S Ve A0 AE—
ANSEH T ZeH, T T 25 v A (AT P et 55 35 v ) A A At ) 245 i N84 VR B 00 0 - [
1k

[0254]  FE—ANSLHE 7 S, I A I Bl AT 55 2204 H) = (5 BRI 5 B4 E0 R 1 IRIR
IR ZA EE) DL B TR , WIS 4 R P 249 i R B AA ) VR A 0 E B[]
o FE— AN 7 2, 3T 7 B R YA PR Ak 2 285 o S R 43 04 55 A A FEL [ A, WA i £
JE Tl ) 25 o RO TR B A HV R AL o 7E— AN SR D7 R I AR RN S BT TR A

H BEAT SR TR 5 AT A5 5 R 1 247 o RS AR (1) VR S v BN L AL

[0255]  7E-—dLsuyiJy &, M LR BB (hot-stage extrusion) B4 RL A R Y1k
WG IE BLURIR o B ET ARG W R < 7RIS B T TR TR TR A 1 24 RN 3 A4 DA
P L AT A I () P9 B 5 7RSS TV J S R T AR I 7= P 1T 1

[0256]  ZE—NSEiEJT & Bk (1) MENS IF =M SR £ Rl LA B b i —
BR 2 P SO A B AR TR IR P T N I, AT S AT AAT AN R I AL B 0 R AR B i o 75— A S
J7E TG R BB R I PR BG BE ) () A A R) 4 A T SE DA I A ER I AR
— AR TT S, AEARE AR R B B [ A 43 WO I ) 2% v, 5 R R BT DR A 2% BUE i b
HR 2% P S B A R AR — A2l 5 Ze b, i bR A 5 AR A B g Ry I = I
R AN, B 0 0 R B A I N AP TR 7 e AT 1 AR A i [ Ak 3 B o A —
ANSE T e R A MR AR A R T My O = I B A R R e %
FRIGUE 7)) TR G P I 4 22 B A4 I s Rt v ) P B DA B PR 5 AT i 26 AR 8 A & B 1A ] 44 43
A -

[0257]  fE—Resiii )y erp , I VA A2 R ik SR i A AR P =X (1) iRy I = e Jf A IR
R 170 0 22 b B AR R B — R 2 R T o AE AN SEE T R L VA TR R TV AT
YR (1) My IF = I — R A T T R PRV 7 eh SR R 1 R PRI IR
TE—ANSEHE T B, ¥R PRVE ] DO —FhE 2 MR B £ — NS 5 2rp , — PhE 2 i
T S FE AEAS B T BRG] < 15 MR EDRL | R T VR 7]  pH VR 5 RN sl o 45— AN SE i 7 %
H W ) ] DA A T3 R PRVA IR, B3 7R 45 R PRVE I 2 202 BB IKIRES

[0258] £/ Ty S, MR 4R AR % BH 0% 8] 4 o S A 4 o) o 04 3 B T4 R MRV 77
(1) —FhEk 2 IR T8 o 76— SEHE 7 S, BTl 01 G048 02 T80 ST R MRV RIAE
IR N2 28R AT F e 28 AN B 55 -0 W83 55 I RE L ¥4 R TR AT FH BB I S DA
[0259]  fE—SEitiy S b, 8 A T B3 TR A AR X (1) ROMEY IF et R e ]
A7) F AL HE AT BT IR B 2 A P S TR ERA TR B A /N S AR R o 2 i 7 R T
o FE—ANSEHE T 27, MR 4 A IR 1 bl 7R i) 5 00 B 25 il ks, Lol A TR AL &
VIV BT 25 2 A @ I A S e PR/ B R R SRR b ol AL B R B A —
S 5 G H, JE ek XOE B I S BT 1 4 A W T TR B AR VR A T 5 R

[0260] £ —Be syt 7y S, M4 A i B (1% [ 42 43 HIOAAS 1) ol 2% 058 450 BB I R U Ak « R
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R llm S UAR” A2 T A m S Al 5 s T UL B DL B WA AR AR Y B AE — N SR T 3R
Hh, REAR A I ) ) 00 €Y ] 280, S8 P i 7 — AU B A4 o AE — AN S 7 S8 b, M FH e Il
FRFARH A 146 R A K B 00 350, ELAE R R (D (e I = 0f R A E A A
FAR T A T WA R o 20 730 S W s 5 A Btk 0 A8 5 N 2 SR T 5 2 o 5 DA
SR IR VW B 5 DT S5 791404 7 1 0 A PR 2 L, B I A5 443 [ 4 4 304 SRz Y i £
BARNIEE I

[0261]  fE—Resjii Ty S rh , M4 AR BH 1) (3] 4 43 HCAs (3% i 4 05 A0 L Ui T ik o £ —
ARty rp, 7E RSt bE TR ARVE I I A I Tk (1) AOMEY I = R 2N e M
S G AE— AT R, RS IR IR kAR e, AR PR =X (D) [ Emy I =
I R A B AL AR AR AT STV TR RN o 72— AN SE R T 22 b, 3 3T TR
AR THCRURL , AT B BT 55 040 [ 4 7 A

[0262] XT3 () Wk &M E R & WaEdE (—ME M) KRG AR e, R
HrT Pz (D A S YA HZRED AT, IF Bzt BIR 5 5 S i g 42
[0263] ik DA AERR 58 1 S it 47 ke i BH AR B

[0264]  VIII.#H|+:

[0265] sk DA AERR 58 1 S it 7] Sk i BH AR B

[0266] s 4k &9 (L=1) [ B S BUAR R A4 i ik

[0267] i FIALE4) (1-1) LA R BAT FMp S Wb 1 — i it &~ 3 4 73 54, P ok 26
AW FERE R R TR B LA 2 KPR IR IS (HPMCAS-M) ¥2 7R J B S &1 4 AR 7K — F iR i
(HPMCP-HP55) % Z L& Se i (PVP) \PVP-Z. 1 2. 7 lig (PVP-VA) FllEudragit L100-55,JF
HX TR AW AL AW (1-1) B 5133 25 % F150 % o fF FHmE 2 108, S8 I 7R AR
MERE TR HEAT IR, AT 0 3 V8 791 28 R0 0 il 8 [ 4 43 A o e o A e V8 At P e K
(non-sink dissolution performance test) V¥l & [l 4 7B i PEBE , BTk Tt I &
2R de s AN o I () VAR R A7 AE I 2 290 & e R AR TR VA AR B T e i 4T
AR FRARIA R LA A IDAEAR P 194 D o 12 DB FE7E 2 B 4 51N Z KA 07 5 29304 8
240985 B pH (0. IN NaCl,pH 1.0) %748 % ligpH (FaFSSIF, pH 6.5) [ “F 82" , MITiAR
AT AR BIE  [FaFSSTFAZEA RS I N TR, o HH 3mMIP) 2F B IR ER A 0. 75mMIT) B
Hg.0.174g NaOHJIi.1.977g NaH2POs * H20.3.093g NaClHlidE & 415 7K 500mL2H a1 o 15 FH
SO B (HPLC) ¥ MIAgi lent 11005 BRHPLCR & & IEMF 25 W11 & o 115770 10 v fide 1 Ol
(ELA-1)) R AHXT T 7EAHFE A B R B A A9 M S, 72T a 198Uk iz
Hh, 2RV P 2 ORI T 5 o 75 A T AR 43 BiAAs v, 2T 78 ol R T8I Ui 15 24 P K 7K1
B EIX— R, SR ER I L S YIMLE , 25% L&) (1-1) ZEPVPH ) - BUiA L 25 % 4k
A1 (1-1) FEHPMCAS-MH 1) 73 8U4A L LA R 50 %6 A A4 (1-1) AEHPMCAS-MAT [ 73 SR B 41 1 384
S 28 T RUAC

[0268]  sEJtEI2: 4k A9 (L=1) 1 [ BUAR () 44 P 5 32k

[0269]  DABE R RIAR il AL &4 (L-1) (191844 43 1544, BR25 %6 4 54 (1-1) FEPVPH ) 43
A 25% A (1-1) 7EHPMCAS-MGHH (1) 43 A BA K250 %6 A A4 (1-1) 7EHPMCAS-MAH 1) 43
B, DL TAR W BIF AT o - iR 3 e 1 STt 491 1 B sk ) A4 0 A R R VP A o DA 1 IR IX
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6 23 WU A2 T 8 T HL 35 B, 18 I X G 2 K R AT 52 (PXRD) FIAZ IE (1) 2 7 1 = vk
(mDSC) AT AT 43 BUE « XS 261754 1H yBruker D-2 Phasero 54, N T 1 AKX & P4 #
A ) 3 T AL B AR B (T) (SIS 7 150 5 AN B (BT, 2596 .50 % 175 % RH) T
i1 23 /187N (YR f BEATmDSCo [ZK T DA AR ] 45 3 HiOAAR (1) 38 28 551, I HL R W& PEAL S B0CR
BT B ZR (I P T LA S5 T A X e A IR AT K ) ] o

[0270]  HEyikEE MRS R (B 2A-20) 552t 7)1 43 HUAR I 25 SR AH 24 . PXRDZS 3t (K13) ToR
B LR TR — R EUA R AL AL A, 7 HmDSCES R (B4A-40) B 7R 55 Biuik
BIAFAE IR — B S AR S (Te) X R EH & AR & 3 5 (1) o AT 25 3 i, ME2 3 Tg 5
FHXTIE S 2 [E) 1 A OC (B5) oABLAFVE R A, X T 7E75 % RHF P25 % AL A4 (1-1) 7EPVP
HH [ A 0, tHIR T AN T, IX R R A T A3 58, I HZ U Ie R B FET5 % RH
RAE T IS, X R AERI AR R R A T 450 (BE6) 1% R ILR I 25 % 1L &4 (1-1) 7EPVP
HH () 2 B K B2 PR 55 T HPMCAS-M 43 Bl ds

[0271] S T VA IX = Fh o SO A R B, 1) 22 PR AE S R (F3 R) 45 T A& A
3mg/ kgL A7) (1-1) BIFEAA 2 BUR R K B CBIE O IRIEMEVRE Z) , BE 4 T HIEN
Img/kgMIVAAE T /K 1 L 5 2 B¢ (PEG) 400 (60:20:20) H 4L &4 (1-1) , I LAFR Bk HE:
Y25 7 Sk kb A ER IS 25 IR R0 04 (IRZG ZR0) <55 Bh 150 BRS04 B AT/ L 270
I A/NE 8/INBF | 12/NEE FH24 /N, DL R AR T IR 25 2 f 19 0 738 (IR 25 2 110) < 155 Bl Al
309 Bk RN LN L 2/NIF 4 /NIE L 8/INESF | 1 27)NRE R 24 /N i % 35540 ) 5 Ik Ui 6 ML VRS i
i A AS ILC-MS/MSYZAG U 48 i AR R &9 (1-1) &, JF HE LTI R 0. 5ng/mL
RIS 2R PR 2 ) (B2 e 28 M WU ) 58, T A 8 ARV B A A HE 2208 55 K0 kel e 1fi
02 e JEE ) ) iy 2% 1) gl 2 T AR (AUC) o 308 3o 5o ot 5 58— 1) il 2% 1) 2% R 20 M B 20 1R AT B
AN RN A B SR E S I 2 T 1 (ta/2) o EH LRI P B0 B P15 3 B KL 2R IR (Cuan) AT
15 3| Cuax I 8] (tmax) o I8 I FH 1R ES 24 i (1) 57 & V9 — AL B AUCKR BAFR Ik 25 25 S5 i 7 & 0 —
HIAUCK T O IRV R FE (B) , I RLE 2088 (%) ek o PRI B IE Rt T
25 % ALA W (1-1) AEPVP i [ 44 23 B ik < 25 % 4k &9 (1-1) AEHPMCAS-Mr (1) [ 44 43 B 4 A
50 %6 A (1-1) FEHPMCAS-MA 1 [ 44 43 Bl AR (40 ~F- 250 IR AL M R L BE 5 43 ) 258 %% 49 %6 Al
74%

[0272] R 1: 4901 HR (po) FIEEIK (iv) A& fa Mt &4 (L-1) BZWsh 7122280 BUE N3 R
FIF-EME)
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[0273]
AMA-DEHR | AReR | S | b | AE L e
w70 PRGAGO 1 mglks
(60:20:20)r 1 9% A4 769 | 0.083 53,312 1.8
28451 3 mg/kg
(1-1WPVP il sy PO 487 1.0 93,271 1.6 58
WO AR R
25%4E &4

YHPMCAS-M 3 mpfke _ . . , ’

gii fl‘i\))};jwi\ A ) I§f‘“«f:(’.>% 22y 3 78,595 20 g
5094k a9
%&ijgﬁ;g}g& Imglkg PO | 371 1.0 118,174 5 74

[0274]  AUC: I 2% 4k i —if 1) i 28 R 19 TG AR 5 Conae = ¢ R IR T 5 F - A2 W0 1 B s HPMCAS - B
PRI TR PR L AP 4 0 TV B0 K N s PEG: B 20 B9 ;PO 2 10, IR s PVP : 5 Z A v e )
tmax s T8 B Cuax R [7] 5 a2 ML 2R T B 2 A

[0275] syt 3: 0 S A A4 (L-1) 1) Il 4 - S5 A R FS SR o] % AR PR 52 FH

[0276] i % 1 Omg i J5 119 BH F s 28 , 70 KB A S M L AR 1 B8 vh EAT W0 (1 i R 75 & 2
TSt A2 BT IR A A (L-1) 1 [ 44 40 IO 1 A4 A AR g R 45 2R, 1 #8650 % (b &
) (1-1) AEHPMCAS-MHH (1 [ 44 43 1l is FH T B FE BRI o BA 35 RS 1 A BH e R 5 190mg ) 3H
Fr N BRI 6 BRI, DR DA 3 () A T AT o S 7 B K RO 1 G S 1 5 At 3
INBE R SRS, IR AR EF 29 A ARIEZ 56, Wi T ARh 22 57, Hob B A F = 1 A
fife 79I H B AT BOAS B A TR 5 o T BT 40 i 7700 S0 7 S A AR RS) AR i 0 R A i it
S BT LI 5 e 18T B 04 11177 O AT TR R, F B B D800 B D FH T il o 34T il T
SRR FIHUBE S KRBT 9, DA S [ 4% 43 HICMR R V55 25 148 1 20R0 T 488 i O A 1) 5 R VR
SH NFFRAFL10.60g/ celf) B b2 FE 1 SLTR MR 4R FIRIE % s DL K B B3R 7R 0 2614
[0277]  Jg4h WAk &9 (1-1) R A VIBS IR F2 7 JL R L 40 4E 2 BRI PR IR (HPMCAS-M) YA 1@ T
PR, W55 08, AT AR = 550 %6 4k &9 (1-1) 8 1 [ 4 23 Hode o 8] 44 (SDT) Fiak o
PXRD 43 H $2.7R SD1 & T 58 JE (1), mDSC A A1 B AR SDLA2 ¥ S (RIAE IR B 464 T~ B 52—
Tg) EVEIFEHEHLIT 2 B K50 %6 4k &4 (1-1) FEHPMCAS-MH [ 44 43 044 (1000g) A
TEF) CLFR ki 7 4 R IE R KRG 4577 (4428g) AT IR P L 47 4 224 3 571 (636) Jidd %
AT A ORI/ 77 (156) B T R B8 43 BRI /3 771 (1569) FNFLIE— /K& 1IE K} (5364g))
LR R IR A I 3 R, AT A3 320 . 6g/mLEI HE RS 1 A% F E ShAL R IE S WU IR
GR35 RO B e 2 (H ARIE 785 : 190mg) 1, FRAT RS B S ALK il 75 1 B
E=IE.

[0278]  {E 1452 1 0mg iR HE (F0.7550 %6 4k &4 (1-1) 7EHPMCASHR (1 [F 4 73 HiAA) Ji5 iE4T 2
WE) S5 VP4 3R 45 R St R S R D IRG 2 4x 1 omg IR % (L5659 (-1 1)
Eudragi t [l 445 #04) fa 24T R 25430 7125 A A XS B
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[0279]  7EFR2AMI2BH 2L T X PR 25 A W b 8 Eudragi tHil 71 .2 BT AE 200941
H8H A FFI 3 E L& FIH11E2009/0012064 ALK SLE 5159 5 Frfid 1% g i @it 75K
R Z IR AP va g A/ B 1 (A) FIrm ey 3F = e 5 — s A4 SR 22 FROE 771 (B
SRVE R EFG RS LR YBA (Budragit RS) FFIETAMSER L B MCH (Fudragit L100-
55) I A MIERR R EE) Sk il & Eudrag it 44 7 B4 i 751 SR 5 8 S QoA R fiREATLARS I
R (K A 38 50 V6 A W e INAE S 47 4E 2 BR (Nonpareil 101,Freund) b, MiiAE =2 B E2S
JUST [ 2 TR 2 R A 4 2 I e P TR SR

[0280]  7E3X A PRAEFC H , A F 2 B I L.C-MS/MS 7 ¥ R I 52 Ak A4 (1-1) F Ak
P, FERR R AE RSB 4 24 5 24/ N P S R AT E AL A (-1 19 IR IR VR AT 259 5))
FIA M. PR3 M I 45 R BN, BAEAUC (924%4/1140, B T-45 24 7 & 1 22 1 o 2%)
HPMCAS—MIF] 42 43 H0A il 7776 A A A i A= 40 R FH B2 LU Eud rag 1 L8 44 43 00 il 77 s 35 DA |
A, HEAE I 52 21 ) Twax » HPMCAS il 551 (K W UAC 3 5 B T-Eudragi t il 5] (Tuax N LN vs 4-6/)
A) o HPMCAS—MIE s 43 #ic s i 77 (1) 75 22 4 22 8 7y THI (1) W S 50 s R 2 AT

[0281]  F2A: A Tl AR R AL A (L-1) 1 [ 44 7 BUAR B 2

[0282] AW (1-1) (950 % HPMCASIE A4 7 B I Z3W0 20 540 10mg 58 5, 35 ST

RN
[0283]
, | B
{{.!1 N\ v ‘44_, R ‘FJ e
| .-»)j. 3] "}.} \vj{' lng : R 0}/0
RADFTEI LS e 10.0% | 556
W B T L R AT T Rk N o :
CRULPIRD REABRIA | mmaminn | 100 | 556
T (HPMCAS-M)
AR &Y e 850 47.22
WG AT R SUBL- R B Y 70.0 38.89
ASMR A P AL LT AR S 1 i 0l 100 | 556
o S R ) o1 B AR 25 | 139 |
8 fl i spicRiEE A o
B 1900 | 1000

[0284] %ZB:@,/E‘?%%% (1-1) fyEudragit L100-55[8 {473 4 1 ?%éﬂ%%: 10mg5:
JE 5 25 )RS AR A B B P

[0285]
’ fﬁ A }\ T e 4 {:
- 5 e ‘ e , omg L Wt%
fsa-n WA 10.0% 3.8
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[0286]
ik 3, ST 44 2K (Nonpareil 101, Freund 2 #]) At 100.0 | 383
R AR - I N
| %m ’ﬂ%v‘}iﬁrfééﬁﬁi%‘”ﬂs BNF, AR | 6.8 | 45
Phbur)(Edraozt RS, Evonik)
B A5 B T4 © IR N/ A A 0 - |
KR ZL R 3 B (1A B(PhEur) fa ok Ry 258.2 9.7
(Eudragit L100-55, Evonik) , ,
me B T T
B '?}E{Néus‘iin_, Fuji Chemical) A% 77 20,0 7.7
% L e R 50 | 1.9
SE AL RE o FAL 08 | 03
T 2600 | 100.0
[0287]  #Ay/KIE
[0288]  K3:fENGALAM (1-1) (M [EME 5 HUE L i 46 N G280 1% 550
[0289]
o e R C o T AUC o4
s /MI 1> }}qj”_ Hims @i (}‘1g/n(']1}..-} {ht) (ng'h/(;ﬂi)
g;:%;ag,u 4 Wk o 4(;) gzg %3 LT 1140
% HMPCAS-M [ P10 mg . ,
{ /iv g ﬂiﬁl ™ i 7 ”Pg‘w 286 z 925
[0290]  AUCo-24n: 24/J\HTW1J¢/\% (11 I 24 3 5 o i ) oy 28 7 1 T A
[0291]  Cuax: S KM IR
[0292]  hr: /e
[0293]  HPMCAS : Jiif R PR 2 R RE 248 2R BRI PR I
[0294] mL:ZFt
[0295]  ng:4hm
[0296]  PO:£10, L)
[0297]  Tuax: 18 2| Cuax P I [H]
[0298]  sijiffs4: 72 KB R O IR 2
[0299] £ QB A I A A4 (L—1) BT 42 43 H0AS 1 3R ) 700 40 10 TR A 4 0 B BT I ) 3

B 25 % AL &4 (1-1) £EPVPH ) 438U L 25 % AL &4 (1-1) EHPMCAS-MGH 1 43 Bl A&
150 % 46 A4 (1-1) FEHPMCAS-MG H ¥ 43 I 721 00F 58 3 I 204 18 B /R BE K2
(G522 I e 5h Pk = (Central Animal Laboratory) HIJEHFE itk (SPF) HHsd:
Sprague Dawley KB o« KR A1 H A7 T 167 == [ Har Lan . K5 CABEYE , 3 HoN10 &g, 125
K HTZ 7 AR R IR BiMakrolon TIFEHIAFRENIY) (BAEH3R) . 3= 1E 21
+/=3°C, B % N AR B N55+/-15% , 3F H W= vy B S N TR, 1 HL oA 1278
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AR JEHI PG PR (18 9 18: 005206 : 002 1) « A A5 (Tapvei Oy,Estonia) FHT-#EL,
I BB 2D IR R AEXT B B B4R 25 AT IR M RIK AR TE B S 45 24 5 B ]
(R 24> /NS FR R [ E D AK
[0300] TS vH S B B AR B FHE B K I\ 226 6 R A& 1 1 0 5O 25248, 3R
G (1-1) B JE 0. T5me/mL , HH I il 60 2 25 %6 4k G4 (1-1) £EPVPH (1) 43 BUA ) 1
SEB VAT LB 25 % A (1-1) ZEHPMCAS-MG HP 1 43 B (1) 11 I 5 B 4 25 VAT RN A,
50 % AL A4 (1-1) FEHPMCAS-MG H 14 43 BRI 101 iR 5 2 25V W o AERFIR 4R 29 2 T > 45 1
K58 B 45 29V TRBHAT Im e TR A 2090 o T Ik 45 251 8 = 45 20V WAL 570 . 25mg/mLF AL &
Y (-1 , Z e B AR RS B S omeg AL 59 (1-1) ¥ AET IR AL TR A4 R il 214, BT
VR A YA AnLIF) 3 9 F & 8400Dalf) 5 2 1 (PEG400) 4mLIT) 2. % (96 % 21 &) Fl
12mL S - TEE K - AE I IK G I 30738 2 AT 5 725 % 4 54 (1-1) 7EPVPH ) 431k
I 8 B 245 Z9VE T AE MK G 6043 8 2 AT FH & 25 %6 4 54 (1-1) FEHPMCAS-MGH (1)
A3 BT B B VAR & 50 % A A4 (1-1) 7EHPMCAS-MGH 1) 73 B ¥ 58 =25 20 VAW o
ff FAmL/kg B £ %=, WAL S (-1 K4 20 45 257K 7 N Img / kg, E1IRZE 25 11)
¢ 2K R3mg/ kg E R A T BAERAF 4 HH
[0301] %%4 Hﬁhmﬁ&%%ﬁﬁnm HEATE

oy *fq hz I O el ) 3 R |
K| W & PR B Wk
5 {ml) R
b 2365 0.93 HEma-n i ik
[0302] 2 221 §.88 HE®a-D ik
3 237.5 0.95 1 ’\’*fm 1; i
4 2555 1.02 °‘5%f& i W‘ pyp 1 ka8 R
5 2242 | 0.90 25% L 1= PVP R 4 itk i
6 | 2192 0.58 25% 4k S 1T PYP LP 193 rﬁi’ﬂ” 1k
7 251.6 1.01 250 A O -1)E HPMCAS-MG PR 53 %;m, )
8 2404 1 0.96 25% A BI(1-1)7E HPMOCAS-MG M’rz <R
[0303] et o
9 238 095 | 25% SO D HPMCAS-MO # i1g zr’*"ﬁ&'; Ak
0 | 2266 0.91 0% S0 - DT HPMCAS-MG IS ‘-}}i&‘ﬁ(ﬁi- 1R
11§ 2284 0.91 Ot S 1- DITE HPMC z\& MG B R | R
12 228.5 R 50%48 S ¥01- 11 HPMCAS-MG 1ot | O

[0304] FEEELLZEEH0.25/NEF 0.5/ LN L 2/8N8f L4 7NBsf L 87NEsF | 1 27)NBsf FlT 24 7)NEf
FRR ) 5, B 2950 L i) I VR A2 S IRCBE B4 57 5uL 4 % DY 2.1 (EDTA) V5 ) Eppendor F45
I HARRANEE i S A5 R B S ) [] e 543 f i 8] 5 A SCER IR o EH A5 A 3R A5 200 L L 5 i
FAAET VKR B ?uﬁﬁﬂﬂ‘ﬁ {5 FH 2236 AE B VBURH € % £ B S5 (LC-MS/MS) V2050 25 B it rh AL
A (L-1) BRFEREAT 0, Hog & R N0 5ng/mLs
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[0305]  {# H{Phoenix WinNonlin%( 445 (6.2.1k%,Pharsight CorpZy#),CA,USA) , X HIbx
R EE 55 AR TV R B 2530 7755 5 50 T I i B0 I [a) i 26 1 24 R e VRS 7
HEAT S0/ 3 [0 VA 0 B St v S 5 2 T2 10 (tay0) o A5 FH 2 P Ao R V25 U L 2 e 2% ] 0
TR PE , I 1 25 ARV o A 4 23 T8 55 KA I ot 24 Ak i — e 1) gt 282 1 ot 28 7 i AR (AUC) - 3
bR 2 WU B il 2 M HE 2200 75 R vH RS OR BN ) (MRT) , HARER T AL SWE 5 = BLR
2 R B8 R SF- S50 ) B o P I 2R R P B0HE BT 3 5t K I RV & (Cax) RIS 2] Cunax R ] 1]
(tmax) o I FH TR 25 24 J 1) 75) 8 0 — AR I AUCRS: DA ik 45 24 I (1 77) & 0 — AL I AUCSR i
WIS O R FIHEE F) , BIF= (AUC (IR /7l& (K k) ) / (AUC (B liK) /551 & EEO ) 1,
FLLE 580 (%) Tk i o

CN 107073011 A 60/64 1T

[0306]  Zj¥)5) 1325 S EAE RS 245 MR BRI TR) () B 7 T T RS e
[0307] 5. M ARAERIKZE 245 J AL A4 (1-1) N 253 1157 B3 AH AT B 3 R
B
[0308]
; &Y B3 1mg/kg BEBK | 3mgkg TR | F(%)
’f«’{;é\i’}}(} 4y TAUC Geintag/mi) T4698 R
Ko 7 B8 PEG 400 | Cya (ng/ml) 730
{60:20:20) Ty (5 0.25
Lz {br) 8.5 .5
CUF (mifmin/kg) 13.4
MRT (hr) 7
25%4E A f%éﬁ(}-]}%’:‘fi AUC {min*ng/mb) k 39920 18
PVP SRR | Cay (ngfmd) 77.9
Trvax () i
£1/2 (hr) 8.5 13.8
CUF (ml/min/kg) 752
MRT (hr} 18.0
506 Tha B (-E | AUC (minng/m) 35306 16
HPMCAS-MG | Cwax (ng/ml) 48.3
[ oy MUk Tmax (hr) 0.5
1172 thry RS 1.0
CIF {ml/minfkg) 83.0
MRT () 7.1
5091k & 411145 | AUC (min*ngiml) 40238 18
HPMCAS-MG ' | Cmax (ng/mb) 67.0
S 182 Towax () 2
112 (h) 8.5 4.5
CHF tml/minike) 74.6
MRT (ht 12.8

[0309] S fgil5 . Wi 55 1) o0 BRI il %
[0310]  f B FL AP BT ik 1K) SR A Wk il &AL &4 (1-1) I 55 T 1) 0 B, IX5 P R 51
A s HPMCAS-MG (Shin Etsu ChemicalZy#]) JHPMCP-HP55 (Shin Etsu Chemical /A @) JPVP
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[0313]  j@ It 75 il T 2 88 T /K3 RVPAh A4 (1-1) ZEHPMCAS-MG 9 (#1555 55 158 43 Bl ik
[ e PR o I I A2 75 % AHA IR FEAN40°C TR JBCE 1 28034 H 2 58 AR S AH X I FE I 26 2
WIS L AR (Tg) o FEHDPEJ H K 5 55 I8 1) 3 Wi i 47 AELDPE AR N, IR I )
Pl A 45 A T K6 ZEM TR OR , Tg h 134°C, ZE 1 AN Tg N 134°C, fE24 AR Tg 135
‘C,7E3 A Tg h134°C , F HLAE % U= oh OUW I 2 B — [ 355 o RHRE PR RE SOl 3R 45 T X4
LR AT S B L 97 T AE AR s MR IR A I TR O L 4k A9 (1-1) £EHPMCAS-MG HF 1 3] 44 4315
A B X 20Ky AR AT S B o B 10 LLATL 228t T 43 B AE B2 2 T-40 CAIT5 % AHXHE 1N H .2
A AR3AS BG4 A8 (1-1) ZEHPMCAS-MGH ) [8] 448 43 I AA 1 X by R AT 5 B 3 . I = R
ERS5HEY A-1) AR ATHE

[0314]  SEREWI7 A58 (-1 FIAE FIVLEE A5 HoAh hus 40 & 408 IS 14

[0315]  J7 v A 2% : 22FP R 14 KB MMk 98 (DLBCL) , 4 FhAE 40 Mo bk (298 , 30 22 k1t
B EE R, 3 I 2 X Uk R RN LR T AR 2 40 B A L o B MT TR S AL A (1-1)
(OncoEthix SA,Switzerland) FIHTIEFE VG, FH A R E A VARG EGAlunina
HumanHT—1 23R Bk C A 1K 2L R RIS (GEP) P55 H 41 i vE P o £ AL IMMA . GSEA Me tacore 3
ITHAR Y20 o A0 2 8 T SO B A = AL &9 (1-1) BeS Rm7)& r Ho bl 7 5 H 4k
AW (1-1) T2/NF 1 40 B o DA B A AR FH - 3EATMTT I SE , it B Chou-Talalay Bk & 551
CD .

[0316] LR A G W (1-1) (500nM, 72/NEF) £129/33 (8896) AHML Z H o H A1 M 41 i3
PR, 7E3/22 (14%) 4 Z W A8 T 2 ASMYDSS AIBCRE 73 (P=0.027) MIABCIE 5 5%
FRA (P=0.008) [ R A () RAZ 50 275 5 W AH S RATD 200 41 i & (SU-DHL-6, SU-
DHL-2) #4TGEP, FIDMSOB AL A (1-1) (500nM) LbFE 1,24, 8812/ o K 255 F i 1) L A
JeH A MYCERIE PR AE PTG A G4 (L-1) 11 B 3 s v 2 Je 25 3 4, OF HMYCR S T
VLR A B4 (1-1) 38K 8 7MYD8S. IRAKL . TLR6. IL6 . STAT3HITNFRSF17 , ‘&4 1/&NFKB
TLRFIJAK/STATIR /% ) B 572 o NFKBEEJEE K] (IRF4.TNF ATP3FIBIRC3) t 48 T il (PCR) o Fe 2 EY
RN G 95 2 2k 27 7R tH A 2 FRABCHT i 22 HR pSTAT 3 4% sfvif PR B AIK, 7F Hops0 (NFKB 1) (1)
Z A D, R AW (1-1) W42 JNFKBIg /28 A e - &, fEAL &4 (1-1) 4bFE24
/NI B FEAR T TLIOAITLARY 7= A

[0317]  #EABC-DLBCLH, i FHAR4EZE W] (FF{ECI-0. 155 0.1-0.2) K EHJE (C1=0.04;
0.02-0.1) KIEFEE (idelalisib) (CAL101) (C1=0.5;0.04-2.4) R %A (c=0.5;0.3-
0.6) \HZH B (C1=0.5;0.4-0.5) ‘HuFifhiiE (C1=0.6;0.6-0.7) , KRILE & (C1=0.7;
0.6-0.7) M4 R AR (C1=0.4;1-1.6) MELE] [ BhlRIEH . 5 22K HSE (CT=1.08;
1-1.22) EIAZER]YT (C1=0.92:0.83-1.1) FIfIFH 2 (C1=0.83:0.7-0.96) [K IS M ELH|
T B

[0318]  SEJifif418 : 2 5 DLBCLAR J7i M LIE ) T RNAIR) R I

[0319] ik, FIL&Y (1-1) &b 5, M2FHDLBCLANM &R (£ & A L B4I AL (GCB) Z4DOHH2A1
WAL B AL (ABC) BYSU-DHL-2) R EXARNA, 325 AL &4 (1-1) (500nM) BEDMSOALFE4 /)y
INf B8N o Af FHAg 1 LentfRNASE 2 FR0 R Sr&Hy bidk 7l & HAE T -3 44 B PR ICRNARE i, I 5
Agilent NFURNATEIE B v . 39822 o A8 FAg i len t ik S BUVHAT 3R 15 SR 06 RIS E , BEAT R He
3t i i o 7 B VA A o It PR AR LR A A AN AR [ e Ak AL T 0 1 AR SRR AL < SR
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AT HIR/Bioconduc tor Ml yE B HH AL I L imma (FH T~ B 21 B0 408 7 B 1 e PEAR L) o A A
Nanostring nCounter Human v2 miRNAZIA M E 55, 7E22FDLBCLANAL R H 15 3L 2%
miRNATE . A A Tumina Human HT-12v4RIAZR S A, 7E22 PP 41 i 23R4S L 28 L R Rk i
(GEP) . i 3 S A PCRISAIE 1% 5 I mi RNAR A5 A o 8 Fmi RWa 1 kELHE 22 (DweepZE A ,2011) # R
Z2I6AIE mi RNARE . {5 FH 3 PR 4 5 45 20 B (GSEA) B LA VP GEP B £ Hhmi RNASE AR 1) & 4 .
[0320] 45 L. T4 (1-1) [FIGCBAIABC DLBCLAH M 2 ¥imiRNATE %5 52 7 U FI N 1Y
miRNAFI R E B fKImi RNA . Hod, 3 PR AMRNA miR-92a-1-5p (log2Fc,-2.01;P=0.004) Fl
miR-21-3p (10g2FC,-0.37;P=0.0045) "~ i, ifif FJ8F #1 #1] FmiR-96-5p (10g2FC,0.39;P=
0.041) il AR &2, X i RNAR 2840 5 30 1F 1Y $E 2 A (] WimiR-92a~1-5p : CDKN1A,
10g2FC,0.81,CDKN2A, 10g2FC,0.81 ;miR-96-5p :MYC, 1og2FC,0.57 ,MYD88, 10g2FC,-0. 35)
(KIGEPAS AV FHITL - SR 5 , FR AT T30 i 78 22 BHDLBCLAH MY 22 #5453 3 Zemi RNAIGEPE & B4k , M
M PEAS 13X = FhmiRNAZ T FEAL A4 (1-1) BUSPE R EEAIE R - S E9 (1-1) A BARE
MR R SRR AL 2 (1C50 >500nM) AHLL , 14FMEUR AN R (1C50<<500nM) 2 I H FAKAImiR-
96-bpR LK P W%t ,2.12;P=0.026) , 3 H EAIHIGEPR A &3 & LM LK IEfmiR-
96-5p#l (JH— I B 5%, 1.4;P=0.026) , K HmiR-96-5p7K 1~ 7] ATRMA 1k 54 (1-1)
1) ]

[0321] 458 A% FAHRmi RNAR R AR K- AL ] B B T X A4 (1-1) [ R
miR-92a-1-5p & HAEY) (1-1) &3 T IR RE PERRNA,, HYMYCEEFRMIRL 7HG (mir—17-92
1% R, 2 5k I RO AT Sttt , 2 B2 3 PT3K/AKT /mTORMH B8 V5 44 o FH Tmir-
179280 [ 241 M J& BR 4 S T SR A E2F L, Br LML &4 (1-1) W Re AT B T-DLBCLAH A 5 H 41 e
JE B A5 FF H AT BT BRDAN G/ S I E2F LEE L R F i I AL &4 (1-1) T I RImiR-
21-3pae 2 R IE PETURNA , FF H AL L R /N BR AP i i R—21-3p Rk , S E0H s Ak J8g
()RR o AL A (1-1) YA Imi R-96-5p % [ Ji 2 K ARASEIMYC, JF H. 754 41 bk e 05 v
I8 TIRHIRIE A BB , fmiR-96-5p 28 /K T 5 0L A4 (1-1) ¥ 5 i U M AR G, i
bW DU A3 A LA e A5 28 v @R AT B AIE H AE I PRI 8 AT VRAT o

[0322]  SEjEfl9: (A4 (1-1) f2M 2 5 9R 1% MK BEH i bk C2 98 1) i Jos ATLEER %) Sk RNA ) 3R 3K
[0323]  MA2Fi/RiE 14 KBAH MLbk 88 (DLBCL) 40 & (4= & 1 0aBAH e (GCB) AYDOHH2H17E 1k
B A (ABC) USU-DHL—-2+) $REURNA, 28 FH500nMAiL A4 (1-1) BRDMSOALEE 47N B8 /)8
i o Af FAg i len tRNA SE 8 br it R Gu&Hy bl 77 & FHAE TS -3 04 BL AR ICRNARE i , 7 SAgilent
NIARNATEFE S v . 32852 o A% FHAg 1 1 en R $& EU AR 3R 45 I UG RIS E , AT A 85U 5 - Jd i
AT BT A A o 3 AR DA HERR AH XA AR A AR G T I R 1 A AE R FHATE IR/
Bioconductor flit pEX PR EE A Limma . f# FNanostring nCounter Human v2 miRNAZRIA
SER I, M SOFIBA Hu bk B2 90 40 i &R (L FG22F0DLBCL) 71 3R 15 ZE FURNA (45 5 miRNA) &
B A HATumina Human HT-12vAZRIAERCS A, FE22FP 40 i 3 3RAF L 48 B R R AA 3 (GEP) »
JH ik S PCRESHIE A 58 [FImi RNAR A2 4L o AF Fmi RWal kELHE 72 (DweepZE A, 2011) fE R A IIE
[¥)miRNAZE o A 2 DR 4 & 48 70 A (GSEA) LAVTAHGEPEAE A Hmi RNASEAR V) & 4R . e T &
¥ (1-1) BIAE R H O B4R (GCB) FIYE ALBAH A (ABC) DLBCLAH MY R miRNATE %558 1 PR T
YA mi RNAFL A Fp E I miRNA. H i ,miR-92a-1-5p (log2Fc,-2.01;P=0.004) FlmiR-21-
3p (10g2FC,—0.37;P=0.0045) "~ i, Ifif & 411l FmiR-96-5p (10g2FC,0.39;P=0.041) -
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Wi (B 13A-130) o 3X £mi RNAF) AR Ak 15 22 560 (1) 4B L PR (161 4imi R-92a—1-5p : CDKN1A, 10g2FC,
0.81,CDKN2A, 10g2FC,0.81:miR-96-5p:MYC, log2FC,0.57 ,MYD88, 1og2FC,—0. 35) [{IGEPAF
AL AT AL -

[0324] it 5 — K ZH BAH i yk C2 93 4 3% o 3R AT 1Y) 5 Zemi RNAFNIGE P B £ 5 Sk vl ix =
FlmiRNATEAL B4 (1-1) UM R BIAE F o 7E BN R AEDLBCL A , 54k A4 (1-1)
BB E S BRI R4 g R (1650>500nM) AHEL , SUR AN AL R (1650<<500nM) HimiR-96-5p
[ 7K T3 o OB I ZRGEP L AT 2 25 B MU A 36 L (Im i R-96-5p ¥l bR (H—1k 1K) & 05,
1.4;P=0.04) (E14A-14C) .

[0325]  tnPE13A-13 R0 14A-14CHT 7N , AE )22 1A 9% Bmi RNARR) R I8 7K () A2 A AT Bl T 568
&Y (1-1) (MR .miR-92a~1-5ps& FHAL &4 (1-1) &5% 19 PR FURNA , H MY CEE AR
MIRI7THG (mir—17-92%) KRk i1 » Z 5 R ELR 1 A s Fl AL 22 ik , 2 Z(R EP13K/AKT/mTORIH
PEIE R AL AW (1-1) R RImiR-21-3p A& A FI I PEIRNA , FF HAE L L DR /N ot il
miR-21-3pFKRIA FE A M5 A IR 1K o AL A0 (1-1) L Imi R-96-5p $E ] Je S [A]
WIRASEXMYC, F H7E & 20 Mk 9 Hh ol 1 IRRI 238  He Ak, filkmi R—-96-5p R 26 7K~ 5 64k
G4 A1) BB S USRS

[0326]  ARGIHEL AN RBLZIRARR) A, 7EA IR B AR B 1) B8 vz 19 & B A4 LA 4644 TR AT BA
X b SCHT 7R B FF R (0 7 19 M S it 77 SR AT AR R PRt , RO IR R 2 AR AR T B s
(1) - HE AR 1 7= 9] 1k S e Ty 5, L5 7R S AE BRI LR A5 BT R 5 14 AR & B A #ORT Y P
B o A0, 78 9P S it 7 8 () S SRR I T DA A BT S SRAR AP B R B 1) — 3 9 BROAS S e — 30
4y 3 HLBFT A FF RIS 77 R RAE AT LAZS & o BR AR AR R BAE H BAR Ui B, RAE “— A4V “—
B A CBTIR” AR T — AN E 1 & RO ER RN “ 2 b—AY

[0327]  ROZIRMERIE , A K B 20— Lo AR AR B R A RS b T 55 R R i AR
B R TC 2R, [ A T BTG WL, B 25 7 AT e 5 AN SoHe 2R A i oAt o 28 (o m] DA
B E AR K85 HEH T I Tn R AN A JI, 3 BT EMNA— 2 EH R
T A R A B, BT DAE A R B R SR T B I A

[0328] b4, Fridk () 7 92 AR AR T 4% B 31 I A2 BRI e s U, eI & 5 20 SR
5 ML AS LA AFRE R A BRI SR B R 58 o 8 B AR IR B I TV BRI EE SRAS B2 PR T4 55 it
JE ) BRI PERE , I HLARSUEI EE AR N 72 7] LAZS & BR X £ 2 BRmT DA, 3 HLAS R R FF
FEA R B (FPRS PG A
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