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Described herein is the Bruton’s tyrosine kinase (Btk) inhibitor 1-((R)-3-(4-amino-3-(4-
phenoxyphenyl)-1H-pyrazolo[3,4-d|pyrimidin-1-yl)piperidin-1-yl)prop-2-en-1-one, including crystalline
forms, solvates and pharmaceutically acceptable salts thereof. Also disclosed are pharmaceutical
compositions that include the Btk inhibitor, as well as methods of using the Btk inhibitor, alone or in
combination with other therapeutic agents, for the treatment of autoimmune diseases or conditions,
heteroimmune diseases or conditions, cancer, including lymphoma, and inflammatory diseases or
conditions.
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JaBIF - ZEZE R E S RIA - NETERGIF o %5
BHRYEEEIB - RETEHAIT - ZEZHRYEE
mEIC - AT ' F
TERAIF » ZEREARYEEEEE - RETERGIF
Z SN REF - RETEGI T - X EELLEKY
REEANREORTHABYORLE - REFE-E S
B HNY BB O REREZ - PNEFERAI - Z 5
BUHEYAHREZHNSER ZYI000E LS &M 1-(R)-3-(4-
P A -3-(4-TR & AL TR AR )- 1 H-PL I I [3,4-d ] Wi g - 1- 56 ) IR W - 1 -
B)WN-2-Mh-1-Ff -

[0033] )8 5 — e - PEER IR Y — R4S 1 1 B 7 B2 5
Y EGEs

(a)8Y40Z 5 ELY2002 52 1-((R)-3-(4-fg £ -3-(4-F R &
L )-TH-ME M 3 [3,4-d W e - 1- 4% ) Uk e - 1 - 55 ) N -2- 1 - 1- T

(b)4940 wt% FE 4750 wt%FF Rl ;

g\\gl‘:
S
&
o
5
&
[
o
Im
[
)
%
lije

-4\

“H]IZ
%%’

()&Y3 Wt%ELJ10 Wt%ARHLH

(D)EI2 Wt% B LT wt% R EEHE » &

(€)890.2 wt% 2 £ 1.0 wt%EE & -

[0034] 25 FE i fl o » s R A2 B it T 5 Frél
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RRZAHEE - FUME - AR - AR - WEREAT - RIFWY
i~ HERERE - AR - WEIKER - BESEE - 8BRS -
MERES ~ By ~ WEERL  WMEEEER - MEER
(microcellulose) ~ &iE G c WAETERAIT » BB G R
MBI EER  NETERAT ZEHEGEENRHET
FIFTsH A < 2% 4HEF - KRR ~ THMI LR ~ Bt sl ~ H
EEIEHER  FEEER  THARPEEER - Ik
ARG - TR EFEGERN  THBREAFES
MR- BB AFEGEER XBBROHEOLERE
W &R~ ST IR AV 58 A1 A B B 4E I (crospovidone) ~ 2
BLIGUEE ST - (BN - B BRI - RETEIE
Bl - % BR B B S R EGBEREM - NE T8RO 3 -
ZAEEMRGEE N E TIIFER ZEEE - H R
g~ —HBR WAL ERE - BEA S ILAEE R BEOh B
(polyoxyethylene sorbitan monooleate) ~ B IFLFEEE - &
W 2L B Y (polaxomers) ~ JEEENH « HEEAREEHHE - IR S
IR E NI 2 HEY - WETERAIF » ZSLEEMER
R AEREE - NETERAIS » ZHBEGEENRHET
SIRTEH R 2 5% 4R B - WERE I ~ @& 0E5 - IFha -~ BoKE -
BEREE R T Vs ZBE e - BEHGER - tERE DL oR - WEAG TR & - 1E
PElE ey ~ SIEE - RETERAIF  ZEEE MRS -

[0035] A T E B - (LR R H — &L 3% &5 7 8258
Y - HEBEs

(Q)KJ40EZ T E L2002 52 1-(R)-3-(4-fg B -3-(4-F & &

15
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KAL) TH-ME M I [3,4-d ] e - 1 - 55 ) IR e - 1-4% ) N -2- e - 1 -

(D)2J40 Wt%ZE 250 wt%Pg in B 4 4 %

()43 wt%ZE &Y 10 wt% B F8 FH A G = B

(DEI2 Wt% B 47T wt% F RS &
()470.2 wt%ZE£91.0 wt%hE fE FL §% -

[0036] 5% +E A - b et — e i gE 2 8

R > HaEs

El

=
E

(2)4940 Wt%ZE 450 wt% 1-((R)-3-(4-fF £ -3-(4-F &5
HRER)-1H-0E WK 3 [3,4-d 0 BE - 1 - A% ) IR e - 1- 85 ) P -2- 1 - 1- T

(b)4740 wt% 2 4950 wt%pf & B E X

(©)4Y3 Wt% Y10 wt% T FH AL G AE X 0

(&2 wt%ZE &7 wt% A REREL 81 © K
()490.2 wt% £ &1.0 wt%hE 5 iE §% -

[0037] 34325 F B HEHI S > LR — AT 1 30 56 7 e

Y] > Hiaas

(a) 140 52 1-((R)-3-(4- & £ -3-(4-F F A R & )-1H- 1L

I - [3,4-d 0 I - 1-58 ) UK e - 1-85) P -2- W - 1- I

(b) 45.9 wt% il SR 4E =

(c) 7.0 wt%Z Bt % FH EL R 4 2 8
(d) 4.2 wt% H =R ER 8 5 K

(€) 0.5 wt% b iS5 BE &£ -

[0038] 125 B HE 51 o » U e 4R L — TR 400 [ 40 6 > B 6

BRI > HAREE

(a) 140 5% 1-(R)-3-(4- B & -3-(4- K A &

16
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M 3 [3,4-d] e e - 1- 55 ) IR e - 1 -85 ) P -2- 4 - 1 -
(b) 15142 7 M T EAER
(c) 23.022 50 M 2 Y BS R AE 2201
(d) 14.02 7 H =R BRI K
(e) L.6ZTLHEAEEE &% -
[0039] 72 55 — T 18] 7 » [Fh g fi tH —FE 4 [ &% £ 7 B 22 3
oy - Eaxas .
()840 58 £ 4Y2002 50 &5 & P 1-((R)-3-(4-f7 & -3-(4-
Q@ eirean) IHRRIE (340 1) R 1) 2
M- 1-f8

(b)4940 wt%ZE 4950 wt% R ;

(€)493 Wt%ZE&J10 wt% A BUA]

(DEI2 W% ZE LT wt% SR HE SR © &

(e)490.2 wt% £ 491.0 wt% B /55| -

[0040] P& FE GG o ZmRER (REE KRB TYIATE
Ao sk 4HEE - FLME - RN - R wREEESE ~ &5
MIRE - HEEEEE - RWEEE - IRUMERE - IR - BRILES
MBS - B > WERE MEEEER  MEER
(microcellulose) ~ &JFH - N TEHAIF » ZHERH A
WM EER - RNETERY T ZHEGEERAT
SUFT4H B < Z SR EF © KRB ~ FEMIEE ~ Bingh ~ B
ERAGER  FERER  TMERPEEER - IR
HERGE R - AR E R EEERN - IR EF A
BR - TR FEEER - TR0 ZE Rk

-
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By el - MR S YD EE AR MR T T 2R TR A I I e
Fiel ~ t& el om ~ 5L - SOBHE - RETERAG » ZATEL
B R XM AR B AR - RAETERAIF - 2 A EEME
BlHREE RN B TYIATHEKR 245 - BEmBE - —HkK
(IFL N B R SN AR B B B - Bt B R e -
A% H B (polaxomers) ~ REEST - BBIEASEL HOdls - BA
LR HBE A B - NWETERAIF - %R HEEME
B R A e el - RAETERAIS - ZEBERES N H
TEIFTEH R 2 sz At - AR ~ S REE5 - BR -~ TR
My~ BEREERSC T M T BA O - TEASBE - TERGBA BN - TEASEAEF -
BERE L £ ~ R - NETEREIF - 2 EEE &SI

[0041] 0 FEfId - I — B i 8 2 2822
Y - BhEs

(a)&J40Z 72 £ 4Y200Z 70 &5 & M 1-((R)-3-(4-FE £ -3-(4-
R R B A )- TH- ML 0 5 [3,4-d ] g - 1- % ) IR E - 1- 85 ) P9 -2-
Y- 1-1

(b)4940 wt% Z 4750 wt% i i B B4k &

()43 Wt%E & 10 wt% X B2 FH A BLER I

(d)&92 wt% =47 wt% A FEMER N © K -

(€)470.2 wt%ZE 491.0 wtO%hF fe BL & -

[0042] 5 FE B & LR — R O 8 7 2258
Hlicy) - HaEa

(2)4740 wt%E &S50 wt%ehh & 14 1-((R)-3-(4-Fz B -3-(4-

I

114
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AR AR IR AR )- T H-ME e 5 [3,4-d ] M g - 1- 8 ) Uk M - 1- 85 ) A -2-
fi-1-M
(b)4J40 Wt%ZE K50 wt% i S IR
()83 wt%Z &Y 10 wt% i 7% FH B e K 8
(&2 Wt%ZE 49T wt% 5 RN &
()890.2 wt%ZE 471.0 wt%hF 5L 8% -
[0043] 54 2%% + E hti B o > h R £ ) — TR 48 1 fr 5 ~ BEER
micY - BEGEs
o (a) 140 Z 7 &5 & M 1-(R)-3-(4- g & -3-(4-F | E F
EL)-TH-ME R I [3,4-d] 0 g - 1- B8 ) IRNE - 1-22) N -2-0% - 1-FR
(b) 45.9 wt%fHl & B 4 &
(€) 7.0 wt%AZHkFE AL R4 Rl
(d) 4.2 wt% F HEWREE o 5
(€) 0.5 wt%hE PeEE % -
[0044] 7455 T B Bl 5 BLEE 2t — AR I, 5 7 BE 2R
Y - EGEE
(a) 1402 52 & & 1-(R)-3-(4- I & -3-(4-F & & F
Eo)-1H-MEME I [3,4-d] i g - 1- 25 ) UK BE - 1 -2 ) N -2- 7 - 1 -
(b) 1STAZ Wi R IVEAE R
(c) 23.0% 5o 3 Hifi #& PR AL G 4 29
(d) 14.02Z % HEERRBE 89 & K
(e) LOZE TS L % o
[0045] 7% 7y 2t 2 22 58 Bio ¥ 8 e B9 0925 T B R 61 F - 45 &
M 1-((R)-3-(4-Fg & -3-(4- 7R | A R B )-TH-ME 0 5 [3,4-d] 5

\

=
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U - 1- 55 ) IR BE - 1-85) P9 -2- 4 - 1- B R &5 SR B A - R AT A B2 52 5
BB RGIEYE T ' T o & &M 1-((R)-3-(4-F7%-3-(4-
7R B IR AL )- 1H-E U 3 [3,4-d ] g - 1- B ) U g - 1- 6 ) 9 -2-
W% -1-T R S S U B - R pT it B2 2R ECY) B 618955 T H i
(Bl - &5 SR 1-((R)-3-(4- B B -3-(4- K & B 7R A ) - | H- ML e 3
[3,4-d ] g - 1- B ) IR WE - 1-2) N -2- - 1- B A &5 &4 B C - FYRT
M EELHE Y E OIS T E AT - &S & MEL-(R)-3-(4-
fie Bk-3-(4- K& E A AR ) - 1H-ME P [3,4-d W g - 1 -85 ) IR e - 1 -
L) -2-J-1- Ry &5 &4 B D - 70 i 40 25 22 SR ) 88 Bt B B o
FTERE T &R EL-(R)-3-(4-f5 H-3-(4-F FEAEHRE)-1H-
OLE 8K 3 [3,4-d ] e - 1- B8 ) R BE - 1- 55 ) P9 -2- 1 - 1- B /%y &5 A 2
E- RAiai B2 BV BRI E FERAI T - & &M%
1-((R)-3-(4-Fi £k -3-(4- K R AR )-1H-ME I 5 [3,4-d] W2 e
-1-BR)URBE-1-5) N -2-F - 1 -l Ry &5 S BUF - Rl Al 22 22 5R i
WEROIRE T ERAI S > &&RMEL-(R)-3-(4-FE-3-(4-3
S B AR)- TH-IHE e 5 [3,4-d] B e - 1- 5 ) IR O - 1- % ) 9 -2- K
-1-FE R B S AVA ~ BB~ BIC -~ BID ~ BE ~ RAFATH
VAR 2 “ S EEREZREY) - R IR st BV AT
MEZREEY BRGNS —EEREIT - T —E2HLY
Hoazf il aREHBEE -

[0046] 2 55 —HE [ o Mhpa fe th — TR e D 5e 88 2 22 52
oy Emea:

(E40Z T EL200Z 7T 1-((R)-3-(4-fg &-3-(4-F & E
FRER)-TH-0E e 3 [3,4-d] i g - 1- 55 IR e - 1- 5 ) N -2- 6 - 1- T

auy
A
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ZEEETIA

(0)4740 wt%ZE £750 wt%tm R

()83 Wt% 2 410 wt%as e

(D)&I2 wt%ELYT wt% S HE R K

()490.2 Wi%ZE £ 1.0 wt% BB -

[0047] A FE G+ sz MR HREZEE R E T
P B AHEE - ALNE - ERE - AR mEREEER - £
MRS - HENEEE - RMEEE - (UFLNEES - BRMIREIE - WRBRES -
MRS ~ By ~ WE RS - S EEER  MAEER
(microcellulose) ~ K& H - NETERAI T - ZHEE %5
T EER - WETERAIP » ZAEEGESRET
FUFTAH A 2 % 40 BE © RARERY ~ TEMIEER ~ Boa - F
EmBEE  FEEEER TR TFERER - XBR&
HEBEZRM  SHAREFERERN  IPREFEWE
HE - BXHOXBHZPFEGESR - THEpHOZERE
Wl 8 ~ LB S A SR AT ATHE I LR L I e
i ~ 1ESEBREN ~ Bh L - S - RETEREIT » Z RN
Bl R X2 B AMERN - NETERAIF - ZA|EE N
Bl B E R TIIFTHR 2 Z4EEE - AEREES - — Il
FERE - BFELH USRI EMER - FUEERE - X
S LT Y (polaxomers) ~ MEMMH - BHEFRERHHE - HSA
LITHIRE R L EY - RETERAIF - ZAmiEHE
Bl R A IEERRBRSR - NETEHAIF - ZEBEEGRESNH
THIFR4HR 2 sk 4HEE - WEAEEE - SRS - BA - BKIR

=
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W~ EREE R T M BREA - TEASER - TEARER SN - TEAS IR EE
PERE R &% - KU - METERAIF - Z BB AR

[0048] P25 +EHEFI o LRI — Q& O 8 g2 28
My Htas

(2)&J40 2 57 2 £9200Z 5% 1-((R)-3-(4- B 2-3-(4- L G
HEH)- T H-IEE 08 3 [3,4-d] W85 B2 - -8 ) UG B2 - 1- 56 ) P9 -2- 07 - 1P
> GERAA

(D)&J40 Wt%ZE£I50 w%fil &t Bl B4 &

()83 Wt%ZELY10 wt% ¥k FH BR B 4 R

(D)Z2 Wt%ZE LT wt% F B EE S 5 &

(€)490.2 wt% 2 £J1.0 wt%h A5 i §%

[0049] 2% FE G+ - BhiR IR i — &K O 2 2
HicY - Hikas

(2)4940 Wt%ZE 450 wt% 1-((R)-3-(4-fE-3-(4-FEE &
HER)- TH-ILL 0 3 [3,4-d ] 05 0 - 1- 25 ) IR 02 - 1- 25 ) P -2- 7 - 1- B
ZEEREIA

(0)8940 Wt%ZE Y50 wt%fil i B 4 4 &

(c)4Y3 wt%Z 410 wt%s i % B E A 4 X810

(&2 Wt%ELT wt% B IEER S &

(€)490.2 wt%Z &Y 1.0 wt%hE A5 4 §% -

[0050] 7% +EHaf - Bhpate  — 48 O R 8 7 42
mIY - AGhas

(a) 14022 3¢ 1-((R)-3-(4- Bt £ -3-(4-F & B F E)-1H-1}

B

g
1

22
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U 3, 4- U - 1 ) IR -1 -2 P -2 - B S S0 A,
(b)45.9 W% B R BEZ ;
(€) 7.0 Wi S 25 B EE MR e 4
(d)4.2 W% F KER RS B
() 0.5 wi% RS EE £ -
(005114585 T8 i o+ L 40 1 — TR [ 0 5 5
B HkAs
(2) 1408 37 1-((R)-3- (4~ 25 -3-(4- 2 5,2 5 36 )- 1L
o O[3, 4~ ]I - 1 25 UR U - 1- 25 7 -2 LT 2 4 S A
(b) 151 4TS S R IREE 2 |
(0) 23 0 SR e TR MR 0
(@) 140 50 F R R0 © R
(o) 1.6% FE RS A -
[0052] }A B BB 9 5 — i o » s — R
4 ¢ @) 4033 B 492008 7 1-((R)-3-(4- 53 (4 G IE 5
)| FL- O s 3 3,40 | 25RO - 1 5P -2 18 : b)
4740 Wt%E 4950 wt%FERBE] 5 )83 wt%ZE 10 wt%EREL
Bl A2 WI%ELYT WA EE A F%0.2 w4
1.0 WGBSR ;56 b o S ER Y fh 236 B 8 L L
BN G ae 2 BREEE - RETERAE B
REE RS 2) 1405 5 1-(R)-3- (4 E-3-(4-
BB )- T H-U 8 3 [3, 4~ 05 52 -1 )R 05213 ) 5 215 -1-
B 5 )45.0 W% SR E ¢ o)7.0 wi%i s P AL
T80 d)4.2 Wit EEBLTREESN ¢ )0.5 wivTE AR BE 42 20 o

j=1

23
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LR GEREEENEMTE  kZAREERES
SBRERBE -

(00531 A S —EERGIT  h—EaE—3 %800
BHSOERE B HPXERHSGRERBEE—BE
fir B B

()840 2 78 £ 4200= 57 1-((R)-3-(4-fr £ -3-(4-F & 5
L)~ TH-0E A - [3,4-d )W e - 1 -8R ) UR BE - 1- B ) N -2 - 1- i

(b)240 wt% ZE 4950 wt%fm R 5 (0)&3 wt%ZE2 410
wt% R B 5 (d)&2 wt%ZE 4T wt% R HEVEER 5 K&

(€)490.2 wt% 2 491.0 wt%EEH

HpEEFHSEREGEEEBREREE -

[0054] A LRI S —HEE + - h—EEZHEY &
=) W40 T EL200Z 3T 1-((R)-3-(4-fg £-3-(4- R E AT
Ee)- TH-0EL W4 3 [3,4-d 108 0F - 1- B8 ) IR UE - 1- % ) PN -2- 4 - 1- T 2
GEEAYA S b)&J40 wtNZELYS0 wt%FRRER] 5 )4Y3 wth B
10 wt%ABEUE] 5 )82 W% ZE&T wt% A EEHEE 5 Ke)&y
0.2 wt%Z 1.0 wty BB H R ZHE kYA E2EEEEN
BAEAE s RZAREEGEEEBNEEBE - NETE
HaFlF - R—TEZEZREEYEE ¢ a)l402 5 1-(R)-3-(4-
EBo-3-(4- R E KAL) TH-LLMEH[3,4-d]mg g - 1-5) IRBE - 1-55)
P -2-1%-1-F8 5 b)45.9 wt%il A BLER  ©)7.0 wt% R B F&
HAMSEZRM S )42 wt% BRI 5 Ke)0.5 wtlE sk
BEHEPZALMGEAREENEMEE  RZAREE

rEeEBERE -

Al
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[0055] 77~ 55— @ E MBI F > F—TfEaE—EZ% I
FHSEREZ B HPEEFHREREGREE—BE
ATEE =

()4J40E 7T ELJ2002 57 1-((R)-3-(4-fg B -3-(4-F & &
AEL)- TH-IHE e 3 [3,4-d ] 03 UE - 1- B2 ) URBE - 1- 55 ) PN -2- % - 1- B
ZEEETUA

(D)4T40 Wt%ZE4Y50 wt%FRREER] ; ()43 wt%ZE£J10
wt% R B - (D)2 wt%ZE LT wt% R EVEEE 5 K&

(€)%470.2 wt%ZE4Y1.0 wtO% B /EH]

Hoh MY HEOERBEGE S S B BB -

[0056] x—{E B il R —EEE Ethe B EEBE
CRREI 2 s e M B BA - ARSI RBA A B EH
W TF o KRB IR M iy 7 AR T DR B BU /Y 68 A 45
T~ BB ECESEIHaRREaSEE NIy
OB AERESETH  KRNETERA + EfRE A
GEAERN—EH - NEBERAF - FHELE A
HERAE R —REIFENZEN - B & E R O AR E A
TRER > RENERFTHORHGESERER - 1
—EEmGIF - hEFEANIE T ERECRE GEEH
Ry L EERHNBERNER - EE2ER — e
A AMEERFIHEHRIKNIC TEE - 15— EE il
o ] RS B T B (5 B R T — B2 (E S I BB EE A Y
Er—HEERERaERN  AMEERTEHEE -

[0057]Fr—{EHE m & > LEEHFER T EEWUEER
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ANZ T3k WETERSIT - R 5t — 7 0 s B B 3
B 55 A BkJE M 2 70k » B I PL BN 1) 06 5 R L S e R 3
oh WIBtkAY NI T AR VIR E ~ WRE ~ BRI ZT5 75 » &% 7

AR W BEEEUAHEY R LR AT
EER F R 2 IEREY)

[0058] 5% 55— {1 o » [tk £ (b &9 LRI S #l AT
B TE U I M I DB (B tk) G 14 B0 B 08 R P AL AT & A IR B
Bz S EE (Btk)JEME R IS M 25 YR ~ WIE ~ BRI Z A
R o

[00591 A5 FEHA F » &RME(EE 1AL T AR -

[0060] 725 T E B+ » &R MBS 1AL D KEE -

[0061]* BB AT » & &I AR Rk
HEE MG HEYNET - RETHEEHEES T - &5
MEAL & W 15 FE A A1 B 8 X T8 1 B U5 (Bk ) 75 PR U ol A 22
Y EC T

[0062] 7% —{E Ifi 7 > Fhd 12 — & IR I AL BN Y e i
EZJ7% BeHRHATNRTES G Z IR EI
RYEERLHRY) - INE T EREIT - R E A Bt E
e NETERAYT  ZBEARERRRERESHEEE
A 1197 (CLL)//N R S 4R B P R 288 (SLL) ~ ERR QAR EE 73
(MCL) ~ 778 1 KB4HAE M (DLBCL) ~ & Z & MEMER
FYBAH A e MR R - NS T E BT - ZEIEARRMER
S B E REFEE - PYE T BT > B E R AEERE

26
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A BAH AR SRR ~ R - 18 MM AR MR S
18 P bR L 4 R M B RS~ B HE TR ES A B M i - MRS
HAEEREEIAESEREREGIE - BEB&H KRS
- SEARREE BE R - AL R - 45 EINE G BAI MRS
4B G BAIRNE R - EFEARKTERE - G R K
B4 B Ak 298 - 1 I K BAR AR MR EE B~ TR S M TR R R
B~ AERMRERE/O MR - SORCEEASE RNETE
i - RzEZERGEREEEE  RTRIMEEYTZ
—F4 > BRI TR ER - R—EEREIT - ZUE
Bl R B 4557 R VEALE O 8 B E A HI R -

[0063] > — &l T 1) » BE R fR H — RE N I AL BV e &%
RMERBRRERZ L BEHRBHATYERTEEL
GYNZ RN EERERY) - RETEROIT - 2% R
FhAR BEX  REX AR ZREX F
X FEEX -BEEX  EEX -EBX - &EX
BER ~ RBRR - BZ3R - ALK - BER C LDAER - TEA
- IBEEG R - ERER C IfER

* BFR - ABBRMEIFRRIR ~ MER - FLER
ALK S ALK
%o~ HER - BERR K
REAR K~ (RPRMERG SR
SEX WINERX
B -~ HLEER - RHEERR - BE R R
HAMNER  PNE T EGIF  ZEBRER bR

i
o6
St
Y

2
R%
hui
Bl
S

N

o
T
o

=
K5
8

ey
o
B
i
,
W @ I
o
Rt
5

iy
N

T
%

R
s
=
=
3
o

PV VNV
5
=
o »

S5
bog
B3
N

Sl
it
b
[

B
CfRER - MEX -

TR
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BEET X - JRE - EEURMERIEIR - EomEMERAEI R - BRI
¥~ IR - HFEBIRHETR - ER - BT
BARKRERER - BERFRERX - BERRKRF - EH8HE
RIEMRERE - LR ML - S§H-EREER - MBS
HRER - BHARN - RKMESE-FIEEEEREE BEER
MR - PUBEIRIERE - BEFARMEND - BRERENE
FF3% - BB - SREHERIEMEE - H&MEM/NMIERZ
PERFE ~ Fia % ~ BE AR - RS MERE B AR AL ~ 2K
HIRIEEE - SERBRR - @ERX - BB R RENE
AEEm - ERMINAZE 28 - TR HEFRE
B BEMKUREY - FTEAERERQ - HEMEE
BER ~ eE AN E ~ BEER - BN ETE -

[0064] 2 4 8435 ) it L 15 B 25 M ) - 72 5% B A4S MR T 6
&Y~ REESRIE L&Y Uk R DU 6 B B B8 A6 =8
ABtkZ 7E M -

[0065] 7~ X — il [ &) H » Bk pR B2 H — R 0 IR L B9 06 A%
HERERL A AeYnm A& TIEED!L -

[0066] 7~ X —{EE 1 - LLE R H —ERE LB YA
BEREBEARERIFERZ L Az ATYRTILE
1 e

[0067] 7~ X — {1 o - FhpE e i — R IR AL 8 0a:
BRW/Z A BEHZHABYRTLEDL -

[0068] 7> X — &l i ] 1 > BhpR $2 th — 1 A 1 AL BN W )8 %
BEZ % BEHZEALTDRTLEYL -

28
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[0069] 7> X — & I 1/ o - BEpR £ —TE A T AL BV 006 %
MisteREL 7% BedgmASHR TS - m
eRFERESBEIFERN LAIEE - L&E - MERP
& F 28 ~ ME RB MR EER%E - ZEARERER
SREMTREEILZE - EEIRE REIRE SN R T ERKZ%E
TR SR - AEEIKEERE - MiteZE - SERE
IR I A% -

[0070] 7% 55 — T (2 h R R AL Eh YRGS BB 78 A =)
Bt I FI Bk Rl BB a2 5k EFZFHE
FR B B G (45 B A W] BL &Y U 5 3t 5 8 1Y - e i Bk
FEE (& Cys 48158 ) EABtk R E R JRM: » 2 7R BRE S
ZHAPYRTENENEEWEDL—K - N5 —EHH
R R TR FL B W) RS B B B A A ] 2 M AR BtkOE M 2 05
% BeHRHAHYRTANENLEDIZEL—K - R
55— {E T 15 1 Ry 78 B Btk R 38 B BBtk 1 BV L BUR IR Z
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2 BERNMERAZECYZEVNERERERGRILEY X
REN G LB - (BHIS AR 5E-L-S~RL~RSKNE(Z
F#EE2 (Rohm Pharma))®] 2R AR A BB ~ /KM 2 BUR
B HEZM JERS - {BHLE AR FIRL » NE~ KRSAHAFN FEEE
HEFENTEREMAEGHEE HRE - BAS RYEFERE
BHIE ZR5IL ~ L-30DKSANIBER EMARE °

[0303] s RITAY) - HEBERVTED ZERROIR
CEGER RN LBBEEEE A KBRS
W) o SOAE BT ES S EUACRE S AR BY B - ZIRAD 2R — FH R
HHER (CAP)BER pH>6 » [ 5455 (Aquateric)(FMC) Ry
PR RS B B BB R T/NR IOV EEZCAPRALEE - 1
S 2 HER T TEEEER » i (Tween) » k4
b —BeH Wl - HEEERERTEYERE W JBFE=
B & 4 2 (7 44 = (Bastman)) ; FEBGRCER R » =R
7)) BRNERESERME _FEIEMHEPMCP) » REAE
FEGERT “EMHPMCS) » KR T —BRENERFE

l

\
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G4 R (B 40T % 7 (BT L (Shin Etsu))) o AE 7 & 1 BUAE
Bz B AR HE Bl 4 2% o Bl 40 HPMCP2E 40 HP-50 ~ HP-55~ HP-558 »
HP-55F&R Ry B & o ZURE P B AU R EUVARR B & - Bl
MEE LB T “HREAEPESERNFREAEEIEER
FAAS-LG(LF) » E A #E A pHS » AS-MG (MF) » H % f# i pH
5.5> AS-HG (HR)E AN E SpH - IhEFE SR &
N e 2 AR KM BORE Y - B EA ZBEERAR
Bz l5 (PVAP) - PVAPISE I pH>S » BE /DB E E/KERKE
K o

[0304] A& T EGI T X HBAEHEESH BN
RUREEEEXBPESEOZCR - BA - R/EIEERK
B HAERERFMEN - HE P LB aEERER =20
(E M5 & (Citroflex) 2) ~ ZEEMRE(ZE LB HIER) - AR
Bk =ZFE(ERHBEA2) » R LI (Carbowax) 40003 Z
ZE2400) - ME_HBE 2N BEER=TE - Z8{t—
e H HE ~ HW - FEIEEEES - W28 - X THEZT
B - FHES Y  RETHEARRAGEZREYEYSHE
10-25%E EBLh 2 BALE » LEBE_HRE " TE B4
s BN = 2ZBA=EER - BANEREIENIHEEER
FATBBERKARKEAER - BKEEHE %R AR
RETFEIFESHENHERTREALE -

[0305] B T ¥EALE 2 4b - Z R - RIERER - FREVEYE
7~ SH A~ VR (B0 B R S PEG) FR I £ E K
DA RS BB R B R BEERUE R EREY -
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[0306] 7 £ & B MG IR + ILIR > B - Ba(L s
01 TR T R 3% 025020 T 92 A MR P
S i B 4 7 B T T 5 — S 5 T T U RE AR 4 3
S HEERN R AR BREREA LFCA LS
P A L A A T B 7 - BT I % 2 2 91 9 1 DA
EMBTHAGHNE LR RS ZEY  BFEEEDA
B STLEE - UEREMATNAGERIEE  SEE
BN NG - IR E RS R ARSI SR AARE RS - HaD
o RS HME G KREERAY BRI AL
BUBERK B % > 26 ¢ AL « T LW R « B A
5548 9 BE Y ST IS « B4 2% Liberman® A > 589 ] 51
%247 - H 15 209-214E(1990) ; Singh% A HEERLfiT E
RLE2HE » 751-753 B (2002) ; 25 B 2 FI| 22 554,327,725
4,624,848 ~ 4,968,509 ~ 5,461,140 ~ 5,456,923 ~ 5,516,527 ~
5,622,721 ~ 5,686,105 ~ 5,700,410 ~ 5,977,175 ~ 6,465,014 ~
F6,932,983%% » % F 15 B 31 UL ALRRA AR B B 9397 -

03071 e FEHBIT + BAAELAYWIRT « B0
RSB SR B S T S AT EE - B
B R BRI BB R /SR - R BUKR S - BB
B A R -

[0308 ] 78 2 2 A 51 55 9 575 0780 65 7 b P o ) 7K 14
SO ST T A R R4 R I A
85 9T 2 R 408 - S IR BB R B Th A b 2 AE
o M B SCSER R B O S 35 U 5
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S A1 BT 2 4 B I R T A Y S 5 < AR DRI o RSN DA
AETERFEREANLRBHENR EHRERE -
S EE R OB T E

(0309 & +FE AT » RTFHABMZILEWIZH
BEIEI00Z2/HEFEHE100025%/H - WETEHO
o RFHATV IS ZAERRI20Z2R/HEFE
H&84025w/H - HTHABY ALEWIZHE RKEI420
Z5/H ~ 856027/ H ~ HEIB40=Z 7 /H - RE T E Bl
T BTHAHVIAEMINHENR20Z27%/H - RE
TERAI G & THABWZILEVIHERLGS0ZE/
H - REFEROIT  AEEH1ZAUCLREI150E Y3500
ng*h/mL - JoEFEHEIF > EEH1ZAUC4 545002
#1100 ng*h/mL - JA&EFEHHF - (EE 1R DR & EE -
WEFERY T LEWIARRESH —X - 0 2K
H=X - REFTERIT  LEWIHEHKE RETEH
IS - AEEY A H —R&ZE - REFERSIT > &
MtaER—H&E RNETERPIT e HERE
i

[0310]{b& ¥y 1 v] A7 B A Btk sk H [5] Z P 0y B g A 22
) AR BRI BRNRREGENL > E 87K E R Btk
HEBE ARG - BE2E R RS EEEEE -
SEA - —RE T 7 S L VR AR B B VB B L R AT 210 A BUR
MPZE—BNTES RN GEENERSILE Y 15 EE
SLAERE - B2 FTERTIN-S/Y) - 2 EEE

i

i «EET

N‘
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RSB EY - B8 LT AYRTEE - SUEEE [ 2 HE R
Y 2 EEE R T %R -

(0311 S EWIZHRD AR THAREGE - B5F
e~ BMERFERE - ETERAIT > el ZamRy
%35 T F T A B e (6120 7% T 22 B 8 E IR s 1 e e
HERR) - NETFERA T - e ZERI R TH
78 S Tt (B 40 % T 3 55 Jee e I R T 1A e R B R B BA
HE TAFEBANEE) NEFEEMT > sH5EET]
TG T E R PR A RERIFEE -

[0312{E&¥ 1z HEFRUA AR GIaam s - b
M~ KR - (L&Y L Z A E R RUR R BRIR 2O DU Y B
HREERRE « SRIEE - WARERDRT - BEKHEY
MR IE ~ oG RBRIRYHE - EREFA I HEE NI B
HATEREECAERNEE LA ERSR) A ELESE
BAHWE - RETEROT  CEWIZHERIZER/H
EEEREE10002%/H - WETERAIT > baWlZA
ERGRA0ZET/HESEBEG340ZW/H - NETE S
o LA HERERIEA0Z2R/HESE H 386025/
H - WETE/RMT  CEWIZHERYIO0Z/H -
HETERAT  (LEWIZHERGI20Z2R/H - NETE
el ALEMIZAERLSOZER/H - RETEEA
F o eIz HERYB40ZR/H - NETERAIT - 1b
EMIZHAERGIE2ER/TR/HEEHS 1325 /T 5/
H - RETERGT  LEVWIZHERGRE2SZ25/T 5/
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A E A asEE/TR/E - RETERAIS (L&
B R EHSER/ TR/ B acER/TH/E - RET
ERPID LS 2 R BRI SES/ T/ HEERS
SETT R/ - RETERAD - Law1Z FRRBH2S
E50/ TR/ - RETEREIS - (L&Y B RYsES
/v /8 -

[03 131 ¥ F BE WG o » [ Pt it 7 B8 28 4 i 0y 60 32 4
0B L a1 - RETEMAID - WHEERERE T LE
EU A0 T A - RETFERID > SERT2 34
S SE BRI T  FE TR - 45 H T IR A B
BT - BT BRI & H— K T30 14022 7 B 3%
B o PTG - 45 0 — K T A% 1407 B RER -
WEF R EREGEE L% - LT E )
o B e R - |

(03141 N T E MBI - (L&Y RS FIREE - RET
BB o L R R -

(03151 B F BRI - (b &® 5 H — R HEE - 1)
EFERHIS - LW RS E = RIGHE - 1T E
B LSRG SR - NETERAS > 51
% H UK IEEE -

[0316] J 25 FBEREHI T > AL &4 | EL BB e 17

RS B R ARIE  RETERNT > S0
B (L E B PR TT - AT S B R E A -
WETERHIT > SE— B R E(L A E RN T -
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AR AR E ARVERE -

[0317] 5 H g AR i B e Z AV B 00 T 0 HH B Al AV 5K
B LeRTHEEST @ B BTEYHE TR
BV BRI B A R R R I R (R BD T B R L )
YRV RETR2HZLIFE > G EAREMRE2E
3H ~4H ~5H ~6H ~7H ~10H ~ 12H ~ 15H ~ 20H ~ 28
H ~35H ~504 ~70H ~ 100H ~ 120H ~ 150H ~ 180H -~
200H -~ 250H -~ 280H -~ 300K ~ 320K ~ 350H ~ Z365H -
1 B2 977 {5 B0 30 T O ) B UBAR 7T 7Ry 10%-100% 8 575 H FE (& R
10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% -
55% ~ 60% ~ 65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% ~ 95% -~
5,100% -

[0318] —H W AER N E  ERAMERTERFE
B - BER > REEN B SR B ER B T A ARE IR 2 B B
EREZERF N B RR - WESRILNEE - BEERSE
TSR - WA TREF ERPFEXHIERE -

(039 E R HESHEERAEHE ZHER
BUARSZHANENE BN ELEY RRBERE
FEIAFENERESE LS mGIURE) B 0L AHRE
REZAPINRFARR UK EFRE TR E » BEREFIA
BT ERE  RERE - REXAFENERDEE
H—&ME @ FRARERAGRIE 2 HI{ATE0.02-5000%
5o/ H &I 1-1500% 58/ H 2 #515] - FIEEH & 7] J5 (£ it B K ak
BRI B 5 I ) B T R % 4 (48 R R 5 i 2 ) B DU T B
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T8 Pl H P2 > 3 AEEZ/NA

[0320] MR it 2 BE 2 E R T E B G RHEREE
REENEARE - REABRES  BARTFrhaeFEE
—HFELeWIEMEE BUFET 27 0HER
HZEERN - FFRFEERE HEERRNBER - &
/N B BV R o KV RO OB 4H B mT AL B2 1Y B R
A HERMAESEAN - 555 JEMRZSE AT HEBES
a2 R R i T S A A AH Bl ) PN B R RO o BEER BIEREA
B 1B AN B R 05 o] 2 B R B  EREEIFERR%E
oo EERZEIES SR AR - s 'R T
FEEMAHEE S 402REEY] - REFEAIT > (E
RRAREBHETIEMRE - RETFERAIT  ERAFEHR
TREMAFIE - RETERAT - ERAtEH R TFIEAE
e RETERG T > ERGEHE AR -

[0321] iy it & (& (4 & (R f2 R 2 > A RA(E AE AR5 2 HY
BRBEKR > REZREBELFEBELIETER - ILEH
BHREZEZSENE > HIERNATEANLEWER
HR2BRIRE BRI - REER - FEREREREX - #
BN ERRER A BERE BT -

[0322] (b FIR T R Z 5 % KB I & ] L i fE 3 &
KEBRPYRRLEEZRERFRE  BREEIFRRAELDs
(50%J5EF Z BT &) K EDso(S0%HREE 2 6 R WA £) -
FHRNES B FENER BB RIEERER > TR R
LDso#2EDsof] Z tb - LE A SR EBZ G R - 1£
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4 B B R E 0 A K BT R P 1S B T A AR B — e A
EEEEARBER - LELEYIRERERETARE
HEAA BB MEAVEDSO fEERIREEE - BUAR AT AR
il 8 =R Fr Al 1 28R 1S - ME ML e B o -
HE Rk

[0323]AHEEERT - BEK T haWEaes—Ea
B

[0324] > —{ B M 451 o » ILb o T A0 4B SR Je 5 VA A T 45
EHERREIER - ZEaRBGBRENEGFENIRNR
ERERR —KME > LEFSLVERY R RAEE
BENEREI S HESEREMALR—EEISERY K
g > MNEYE R CEGEEAERERE RETE
T VT HEGIRBETREIL NS RET » ARE
REZEHIHRR > JE T EBNERENE - KEEKE
[

(03251 ZEE BT - AEEHHRHFTEIWEE - X
B b ER AR EAR T E T)EERRT > BURRERED
AE - WART - REBRERLEY - RETEREIT
7B 7 ZE B R & A BRI Y 1 B8 IR e e B4R R S8 KB Y
R TE A% BUR A P 0 B = 9 BN 5P Ko A LRI RE S -

[0326] FIFA b e Fr i 40 & ok > S E R B L e B E &
R AR A - FrER AR E2EY) ~ ERIGF
HY R 978 B L S T e B

[0327] L fE 4H & < &l 5] S5 9 (4 18 7 =[5 BRe 152 4 i 2l

)d

#
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BEESRGRT - N—EERA T - E5{tSYERR
WHE BRI TR EE - CHARRZEERER BPAGERE
N L FTHEfE -

[0328] b pE ATt 4 & DL E 5107 SN2 R B [E] 88 22 | o] 3%
7 Z AR S B DL SR 2 A T A

[0329] A+ EHE Bl F » BLR R — IR A f Z R E i
EFEEZ A B HREAER TEEEEY] - RE
TEEAIT Z AT AGE-PEESRTEBELSETE -

[0330] R E+EHERI > ES IBEERTEZAIRT
Btk ] i B 7] B 3 58 R R VAR T Y SR A SE - R
= T E S P EBUAR B E fi(ofatumumab) Z A& T L&
YIRS S BOR R B B DI RIE A EE -

[0331] 505 FE B4 - 55 TR E e T EEE(E2EEA
R~ EEE - AR BERA - AT - RET
BT - 5 TRIEGFET FE  BUREZ R KHATHE -
73T E B 5 - BANRE 2 BS B AR AN I B &y CDTAHIHIA] »
CD79BNHI ] ~ CD19ANFI A ~ LynslD ] ~ Syk Al A ~ PI3K
NI ~ Blnk#AN IR ~ PLCy #IHIE] - PKCRHIFIE ~ BH4H
& NETERGIF £ EEGETEESIE - BAR
% B E DGR ~ PI3KHNGIE] » IAPATHIE » mTORHNHIAE ~
R P e e BF - DNARER] « EE 5 BEIIHIE » Cyp3A4dll
T~ SHEBR A ZERERIIHIE - & 55 BEe I HIE ~ R0
(hedgehog) N & ~ HspQOHNFIH ~ U BE DA ~ Jak1/2
EE ~ B EEAIFIE - PKCHIHIE] - PARPHIFIE ~ S¢H

+

I
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HE -

[0332] A FE Ml - 55 i /e X & w i Am
J& (chlorambucil) ~ f & 7% # (ifosphamide) ~ % & & [k ¥
(doxorubicin) ~ ZE Vb HI & (mesalazine) ~ /b F| & B
(thalidomide) ~ % 44 Fl] & #& (lenalidomide) ~ $H % )& F| &
(temsirolimus) ~ X & F| B (everolimus) - X % I &
(fludarabine) - 18 £ & (fostamatinib) + & 2 (paclitaxel) ~
&1 T.1Z (docetaxel) ~ BUAFF B B PT ~ i - 2 B Pt (rituximab)
& ¥5 £ b FA (dexamethasone) ~ Jifi J& 2 (prednisone) ~
CAL-101 - {7 ¥ 5 JEE ¥ $ii (ibritumomab) ~ 3% 7 5 JBE B 1
(tositumomab) ~ i fF 7/ oK (bortezomib) ~ & ¥ & 7T
(pentostatin) ~ N 7 {1 Z (endostatin) ~ B(HLHE -

(03331 BT E A 5 —FEGFE T EE =R E
B  (cyclophosphamide) ~ ¥ #E 2 E L F
(hydroxydaunorubicin) ~ X T 77T (vincristine) SR B Fa ~ K&

MG - E B -

[0334] ¥ EFEHG T 85 ZBEERRITEESILENR
H77T (bendamustine) &z 5 T E & -

[0335] A FERBIF » 8 ZEERFE T EE S REN
=2~ B Om L E 8 -

[0336] 1A% +E Bl - 55— E /8% )T Ea &Rk
B~ FRETT ROTEM ~ REEME M T E B -

[03371 T BB B EEaR TR P LK
% (etoposide) ~ ZRELLY ~ XHT ~ BUERiE - B
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% (prednisolone) 5t 8 {4 i By - E H 51 -

[0338] 705+ EHEH 88 AR T X EE /@IS %
I R E A EE -

[0339] j 5 T BB 8 “BEEE T EEEE
IR - RETEROIT > B BEERTELSERE
K REFEROIT » B EEAFRTEESEBEEEAN -
RETERAT FoRBEEAEITEEEFEEEZR
(epoxomicin) » A& TEHEHI F - 5 EIE/AR T EE ST
MR AEE - RETERAIT  FoBEARETEES
+ 2 F2 K (carfilzomib) - INEFEHEHI S » BT
B & 3 EF B8 (disulfram) ~ REHRK-3-AE FHE - D
K157 F1 3 (salinosporamide) A ~ ONX 0912m CEP-18770 ~
MLN9708E,MG132 o

(0340105 FEHAIT - E_BEBRETEELE
Cyp3AMIFIH - RETEEHIF  EREAKITEES

# & {f (indinavir) ~ P JE 44 fff (nelfinavir) ~ Fiy Z 47 f
(ritonavir) ~ ¢ A 5F £8 3 (clarithromyecin) ~ £ 8 #1] &5 &
(itraconazole) ~ Yl & 17 44 £ (ketoconazole) ~ P 3% /& &
(nefazodone) - JAEFE G » B EEERTEELEE
Z R e -

[0341] 705 FE G T 5 “BE R T XEaBeH
(Janus) B (JAK)HNFIH] - A% FEIGIH - 55 " FIERE
75 %= & E V9 12 JE (Lestaurtinib) ~ %3£#2 JE (Tofacitinib) -
E 342 J& (Ruxolitinib) ~ CYT387 - F 3% 42 J& (Baricitinib) &,

<

\

=i~
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E 52 #2 J& (Pacritinib) °

[0342] A5 F Bl o - 58 Z B E /G5 U7 = H 2 SR
& Z RN & B (HDACHIHI & - HDI) - REFE AP
EEIEAR TR GRS ) R E AT
(trichostatin) ~ 75 i 5 % (vorinostat)(SAHA) ~ H #l & &=
(belinostat)(PXD101) ~ LAQ824 ~ K %L 5% (panobinostat)

(LBH589) ; IRARVURERK » 584032 K 1T (trapoxin) B ~ &= ifi
& (depsipeptide) - FH R B 25 A0 &7 % 5E ZF (entinostat)

(MS-275) ~ CI994 F; JiE 2 5 2= (mocetinostat) (MGCD0103) -
HETH - B ERLCEYHENT BEE AR
(valproic acid)

[0343] ZEAMNEE B T EBEESIT T REE O E R
7T ~ FABAAAE ~ fI35 3= (chlormethine) ~ IRBEEERE - FA1EK
# (ifosfamide) -~ % B (melphalan) ~ Jifi J& AR Hf 3T
(prednimustine) ~ {818 {X & (trofosfamide) ; Ye kb I 5 51 40
0 £F 75 (busulfan) ~ 2 35 &F 77 (mannosulfan) ~ ¥ { & 75
(treosulfan) ; {8 Z, 5 55 jr 45 1 40+ 37 22 (carboquone) ~ [ 4F
iFf (thiotepa) ~ ¥ Z= (triaziquone) : GE b B R @1 40 -RAH VT
(carmustine) ~ £ K #7 7T (fotemustine) ~ # K H7 T
(lomustine) ~ JE& K # JT (nimustine) ~ H| & K Hr 7T
(ranimustine) ~ % K #7 T (semustine) - 52 & # /£ ¥
(streptozocin) ; £ )8 % (Epoxides) sk 17 % 15 i (etoglucid) ;
H B kb Bl 3% 4 2 K B & (dacarbazine) ~ K B #%&
(mitobronitol) ~ & ¢ ¥ Z (pipobroman) - F7 EE & &
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(temozolomide) 5 FE M JH {4 5% 41 ft HH RIS (methotrexate) »
KM 22 28 (permetrexed) ~ 1H #1128 £ (pralatrexate) ~ F| #¢ & F§
(raltitrexed) ; WIS MR DU ) 5 401 72 B | & (cladribine) ~ 5u7AHL
Z (clofarabine) ~ K ZH & - T EEK - HF U FE
(nelarabine) ~ 32 BX &R (tioguanine) ; W& IE XH L1 7 56 40 52
% 75 3 JE (azacitidine) ~ ¥ 7 35 & (capecitabine) ~ K EE 3
(carmofur) ~ Hfl 1% UE [l 417 {8 ¥ £ (cytarabine) ~ 18 75 3 &
(decitabine) ~ 45 R Wi IE « £ %5 #2425 (gemcitabine) - 5 3
(tegafur) ; & & {E4 YR B4 XAAHETIT (vinblastine) ~ 3257
HT 7T ~ 3C 4% 3 (vindesine) ~ 348 28 (vinflunine) ~ R &
(vinorelbine) ; MHBEMTEVHENF R ELE - KFRKE
(teniposide) ; Bk /KAl & 17 4 ¥ 58 40128 3= 49 fik (demecolcine) ;
RIGEHENAL LY - REFEE - REREEENESE
(poliglumex) ; E EHE Y 4 Wl 5o R AR E O AR E
(trabectedin) ; JA 45 8 32 8 B 40 72 #2 35 & (dactinomycin) ;

R B2 SR & EE 3F (aclarubicin) ~ HEEEIEFE ~ K
E LE3 ~ 3R EE [ L3 (epirubicin) ~ 7 2 [ [L3F (idarubicin) »

K 7 3% 22 (mitoxantrone) - il B k53 (pirarubicin) « FLEELE
3z (valrubicin) ~ /£ & Fb 3% (zorubicin) s EE4HFEHEHL4E Z 6]
047 BB 2R (bleomycin) ~ fF[E H FE[Z (ixabepilone) ~ JK#
& (mitomycin) + Z KB (plicamycin) ; $HLEYIFELF
% (carboplatin) ~ JIE${ (cisplatin) * BT E F]$d (oxaliplatin) ~ /b
fBEA (satraplatin) 5 B L k25 B 40 8% R B2 & (procarbazine) ;
LR N ZEBANEE - 758 2 & (cfaproxiral) ~ ZEENEE
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FHES ~ 7 2E S (porfimer)$l 5 %5 EE f7 25 (temoporfin) ; ZEEH'E
TR0 s #1111 B 5 40 22 D $2 JE (dasatinib) ~ i 4E $2JE (erlotinib)
SOEFIE - HEIER B (gefitinib) » {5 $2/E (imatinib) ~ FiH
& JE (lapatinib) ~ JE & & JE (nilotinib) ~ fH /& &4 JE
(pazonanib) ~ Z&E fi1 & JE (sorafenib) ~ & {R$2fE (sunitinib) ~ 35
g A B 5 BB Y0 E R A 5 40 ) 2242 55 5 (alitretinoin) ~ [
2 £ BH (altretamine) ~ %2 )2 ¥ K (amzacrine) ~ [o] & = #§
(anagrelide) ~ = & bW -~ RLFEKE - HEE F
(bexarotene) ~ 7 45 /£ 2 (bortezomib) ~ 75 55 B Z (celecoxib) »
2 J& B )£ (denileukin) 2 2 +: (diftitox) ~ I AR Hr 7T
(estramustine) ~ ¥ & B # (hydroxycarbamide) ~ RS 5
(irinotecan) ~ % J& # HH (lonidamine) -~ J§i 2 ¥ #f
(masoprocol) ~ #K 4% # #A&x (miltefosein) ~ 2K % J\ 57
(mitoguazone) ~ 3 %% 3H (mitotane) ~ BY EE & Zx (oblimersen) -

i I8 2 (pegaspargase) ~ & 57T (pentostatin) ~ ZE (K32

(ceradenovec) -~ # £ & HK (tiazofurine) ~ % F ¥ &
(topotecan) ~ ZLHE 55 = (tretinoin) ~ B EFR MM EZIEE
W 7. F . H 3 (diethylstilbenol) ~ (£ 2 (% E M — B2 ~ 38T
% 4 (fosfestrol) ~ Wi B — 12 M EABHURNZHE
(gestonorone) ~ 3 H R FF & (medroxyprogesterone) ~ FERHT
4 (megestrol) ; {12 T IR 781 32 R R 38 I (U W = 40 A 28 g AR
(buserelin) ~ 4] ZE ¥ M (goserelin) ~ ¥4 JF % #K (leuprorelin) »
T # W PR (triptorelin) 5 BT M B E 5 0 K 4 Hr &
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o —hde

(fulvestrant) ~ ¥ B 75 25 (tamoxifen) ~ ¥ % 2K 2% (toremifene) ;
PU M W R FE W EE R E 8 8 (bicalutamide) ~ 3K E & B
(flutamide) - J& & 35 # (nilutamide) ~ EEHPHIH] - PR & & &
(aminoglutethimide) ~ [ 2 & {£ (anastrozole) ~ £ 3£ H{ iH
(exemestane) ~ {3 35 {7 3H (formestane) ~ 25 i {£ (letrozole) ~
& & £ (vorozole) ; H B R & i Bl &8 40 M E I 2
(abarelix) ~ &£ H (degarelix) ; 2 J& R A FE 40 — EFL 40
i~ KRR K (mifamurtide) ~ F7 4538 B (pidotimod) ~ & &5
W {# (plerixafor) ~ ZE & J& 35 (roquinimex) ~ & E & £
(thymopentin) ; SR HAIGHIH B0 LB HME ~ EHAE
(gusperimus) ~ E K 5 7 (leflunomide) ~ B L - F I8 FE
(sirolimus) ; £5 = &7 i 4% Bk B£ 1% (Calcineurin) #]1 &l 7 25 41 IR
Fi 2E (ciclosporin) ~ ¥ 58 ] B (tacrolimus) 5 H'E 50y 71 il &
=5 401 0] 72 3 S (azathioprine) ~ 5 44 2% 38 (lenalidomide) ~ & EH
k% (methotrexate) ~ YD FIEHE © KBS M BEY) 8 AR ERE
Yt (iobenguane) °

[0344] ZESNBIE AR T EBETER - NMTHER - ERE
SERF - ERET%F -

[0345]1FANEBIE AR T EBHE R BRI MBI R NLER
7t (ancestim) -~ ZE I £ ZE (filgrastim) ~ 5 HI 5 &
(lenograstim) ~ EL & 5 7L (molgramostim) -~ Jiff 2& 52 &
(pegfilgrastim) ~ 7D #§ 52 £ (sargramostim) ; B X Fl 40T
KoRA~ FiERo-2a> THERo-2b T Hocon-1~ T
Fo-nl > FEEBRA - FTEEB-1la~ FEERB-1b FERy

+
t

i
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B2 7 — fig {8 & (peginterferon)a-2a ~ H 7 g FE =
a-2b 5 /> H E 5 A 58 {8 & & (aldesleukin) ~ B 5% 4
(oprelvekin) ; HE R ERIBKFIFENBCGEE ~ LB
95 (glatiramer) ~ " HIFEH B - REIEF R - HiEfE
(lentinan) ~ B R B & 5 ~ KA K ~ T EEfEE (pegademase)
BEARRER - LEER - BLC - EICLC -~ #£Efesk ~ BERN
HY (tasonermin) ~ ZF BEJE = ; oo & M1 0 W 2 40 fo H 55 &
(abatacept) ~ o] B 52 B (abetimus) - o] 5 /A% (alefacept) ~ #1
MEERERED ()  ilREARERERES(R) ~ 7
B F ) BE 471 (eculizumab) ~ £ 3% FI] 1 B8 i (efalizumab) ~ 33%
B~ AR - FREE - KB EP(muromab)-CD3 ~ &
Bl ~ %35 F % B i (natalizumab) ~ F5 /&R 5 5 TNFodlll f
I 51 40 fa A & B 31 (adalimumab) ~ f7 3F Al 2 B i
(afelimomab) ~ ZE % [ }& B $i (certolizumab) ~ {fl & (pegol) »
{7 55 5/ £ (etanercept) ~ Ej Fi| 5 B i (golimumab) ~ FZHE 4 &
fi(infliximab) ; 41 & Z& I 151 58 20 e &5 17 #1L (anakinra) ~
& 7 47 B8 P (basiliximab) ~ R 44 & %% B §i (canakinumab) ~
5%, J% B2 §i (daclizumab) ~ 32 FI = B i (mepolizumab) ~ i /&
4% (rilonacept) ~ %7 F R B # (tocilizumab) ~ EREFTEHE
i (ustekinumab) ; §5FET RSB BB I H B E MR M E
BT R e E DR R B
gL ~ DHEE -

(03461 2R MEE AR T EBEMEN BB - BFEMN Y

B - H &% E E B $i (Bevacizumab) ~ F 1+ F HE Iy
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(Cetuximab) - ZEZFREHUME - BEREED - FEMNK
Bl - FENEEN - 5L~ BEHi(Gemtuzumab) ~ 7 3 i
BE BE B 38 %5 IH (tiuxetan) - BN E Y B H - KB E S
(Muromonab)-CD3 ~ &5 F] 15 B $ (Natalizumab) ~ 14/ -2
B Hi(Panitumumab) - fif ELL R E Hi(Ranibizumab) ~ & &
B - ZEFEEY - ZH = B (Trastuzumab) H B H
HE -

[0347]ZESMEE AR F E B ER G UM =
B §i (alemtuzumab) - EH EHREH - F T ERER
(catumaxomab) ~ F& - F B 1 - 7 &4 /& B Hi (edrecolomab)
HTZEY - BUARBE  -MmELBER W IEEH -
B REIHIE - FERRED - FIENEE
P~ RIG B HL-CD3 ~ Gy F 1 BT 5 TNF oufil] 1l 2 1] 401 o] 222
FIRFEHT ~ MISEFIEE S - BZFREYME - HFRE
bl BRESBEH G NERMEFIEOE BN S EH - R4
FEEY - ERIRED - FEANEED - #HANERED -
ERTFEEY - WHIEEY) - PRGERHEEE 2%
HREER  REEMIBRZEORMEEH S EH
(abagovomab) ~ [ -f 4 2 Ei 47 (adecatumumab) ~ [ [ +- = &
Bl > Ji-CD30EMRPIAE X B H12513(Xmab2513) ~ HFrMETE #k
PLHS 18 F5 B8 BT (MetMab) ~ [ 387 B 17 B #71. (apolizumab) ~ [a] 7
B Ji (apomab) ~ 5 A7 1 JBE B §ji (arcitumomab) - B & Fl &7 B
Pl SR EMPIEE2B] » AE T EE i (blinatumomab) ~ 1f
A - B H $1 (brentuximab) 4 % JZ (vedotin) ~ K K B 1
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(capromab) % ## ZF (pendetide) - & % £ B EH i
(cixutumumab) - ¢ 25 3 = B §i (claudiximab) ~ H] 4§ 12 &
Pi(conatumumab) ~ % 3E + *= B i (dacetuzumab) - &

#1 (denosumab) ~ fF EE FJ B B T - g £ = H
(epratuzumab) ~ F H £ = B i ~ K £ B R
(ertumaxomab) - &= & B P (etaracizumab) ~ JETHF B
Pi(figitumumab) ~ Z R F| K E i1 (fresolimumab) ~ ZEH =&
Pi(galiximab) ~ 5 JE - B #1(ganitumab) ~ H L ZEHHT ~ BN
7= {8 % (ozogamicin) ~ F B + B E i (glembatumumab) ~
SifiEE BT ~ 58 L Bl (inotuzumab)BRE R - P
MK B i (ipilimumab) ~ 5§ 7D + # B $i (lexatumumab) ~ FR 1
“ B i (lintuzumab) ~ MM L Z B H - EF LB E R
(lucatumumab) ~ & 8 1 8 B T (mapatumumab) ~ F + = E 7
(matuzumab) ~ 3 HI + 2= B H{ (milatuzumab) ~ 5 ¥ H1 5%
CC49 -~ N = 1 8 B ¥ (necitumumab) * & E + = & ¥
(nimotuzumab) ~ BR A B B B i -~ B Im B # &
(oregovomab) ~ ZX - *= B i (pertuzumab) ~ Fi7 35 [FE I B HL
(ramacurimab) ~ HIJELLEE T - & T JE B Fi(siplizumab) -
Z N = i BB Pl (sonepcizumab) ~ ¥ JE & B $i (tanezumab) ~ ¥
AREED - 2= B A -2 B (tucotuzumab) »
4% BL 89 7# (celmoleukin) ~ 4 + = B i (veltuzumab) ~ = H
% B8 $7 (visilizumab) ~ &% = 4 B i (volociximab) ~ JE & |
2 B 1 (zalutumumab) -

(03481 #H MR E B T R R E EEBBICREH U

ok o
4 ¥

it
I}

[I
i

\
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41T {25 T 4 4 1 S ) (451 S ol s 2 UL I 3-8 I8 (PT3K) {2 &1
AL~ KB BAll M2 BE K IgEZ RV E ) - NE T B G
o 55 T EER B PI3KE SR I K sy B # I & » 7 — 1
B F o sykHHIB RHRT88 « RS —{EEHiB]F » BPKCy
S ARE B 404 Ok 2241550 BH BT B Ak (enzastaurin).-»

[0349] 52 %8 g o B R SV 28 1) 2 & 5 L FE PISK (2 3R,
HNHVE ~ sycist Be I B ~ 2 5 B b & B 55 & DR
B ~ BEERIE ~ UEFE ~ BIERE - FRIEE - #inE
B~ JERIRE - WAEHE - RIEE - HIRRE ~ #HA%
ME S HeimE & &R 0GT-111 ~ JI-101 ~ R1530 ;
BB B I B S5 40 AC220 ~ AC480 ~ ACE-041~ AMG900 -
AP24534 ~ Ei%sE(Arry)-614 ~ AT7519 ~ AT9283 ~ AV-951 ~ i
= £ J& (axitinib) ~ "AZD1152 - AZD7762 ~ AZD8055 -
AZD8931 ~ EJEFR B (bafetinib) ~ BAY 73-4506 ~ BGJ398 -
BGT226 - BI 811283 ~ BI6727 ~ BIBF 1120 - BIBW 2992 -
BMS-690154 ~ BMS-777607 ~ BMS863233 ~ BSK-461364 -
CAL-101 ~ CEP-11981 ~ CYC116 ~ DCC-2036 ~ i 4}y = FI
(dinaciclib) ~ Z, B& 2% 4 #2 /& (dovitinib) -~ E7050 ~ EMD
1214063 ~ ENMD-2076 ~ {# = #& JE (fostamatinib) = $ -
GSK2256098 ~ GSK690693 - INCB18424 - INNO-406 -
INJ-26483327 ~ JX-594 ~ KX-391 ~ F J& & J& (linifanib) -
LY2603618 ~ MGCD265 ~ MK-0457 ~ MK 1496 ~ MLN8054 -~
MLN8237 ~ MP470 ~ NMS-1116354 ~ NMS-1286937 ~ ON
01919.Na » OSI-027 ~ OSI-930 ~ Btk 4% ~ PF-00562271 -~
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PF-02341066 ~ PF-03814735 ~ PF-04217903 ~ PF-04554878 ~
PF04691502 ~ PF-3758309 ~ PHA-739358 ~ PLC3397 ~ i &5
[& ¥4 7E (progenipoietin) ~ R547 ~ R763 ~ #I K & & B #{
(ramucirumab) ~ ¥5 Aj #i IF /& (regorafenib) + RO5185426 -
SAR103168 ~ SCH 727965 ~ SGI-1176 ~ SGX523 ~ SNS-314 ~
TAK-593 ~ TAK-901 ~ TKI258 ~ TLN-232~ TTP607 ~ XL147 ~
XL228 ~ XL281R0O5126766 ~ XL1.418 ~ XL.765 -

[0350] 4H & Btk HIHIML & Y E BV L B < BHIN B B
BRAGIRFEHELEHBERNE A EDU0126
PD98059 -~ PD184352 ~ PDO0325901 -~ ARRY-142886 -
SB239063 ~ SP600125 ~ BAY 43-9006 - 7k & = (wortmannin) -
B(LY294002 5 Syk#lI (%  mTORHNHIH » K Hike (B 405
+ Z(rituxan)) °

[0351] B & =] B Btk HE{b & Y148 & 58 ey b Bl &
FE oo /8 8 £ (Adriamycin) ~ 2 $2 5 8] Z (Dactinomycin) ~ #fi
HEEE - SCRATT ~ TH$3 ~ FZ 4K (acivicin) 5 X HIE
bE=% 5 EE % [ |] %22 £ (acodazole) ; [H 57 4% %2 (acronine) ; [f]
4t B ik (adozelesin) ; s fEHF © MBELEH 3 ZHEE
(ambomycin) ; Z [ Pr] 35 & 5% (ametantrone) ; [ & EiE
2% /b 5e pk(amsacrine) 5 [o] Z{E 22 /0 8 ZE (anthramycin) ;
RN BB SEHTIH M (asperlin) » THIERIEE © MERIE
(azetepa) ; o] /& %18 Z (azotomycin) ; 22 & X (batimastat) ;
BE 7= 18 i (benzodepa) © Lh -k K 85 3 B R LG % 40
(bisantrene) ; — H f& & Lh 49 & (bisnafide) ; B 8T X
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(bizelesin) ; Wit B 77 E BRI E ; 77 i % £ (brequinar)$h 3
A %5 B9 (bropirimine) ; 7 #F 75 (busulfan) ; R 8 &
(cactinomycin) ; £ & % & (calusterone) ; | hl E &
(caracemide) ; & H #& Bk (carbetimer) 5 K ; RAHIT
(carmustine) ; ¥ % & B tb ¥ (carubicin) ; K ¥ & iX
(carzelesin) : = 3 2% & (cedefingol) ; % [ 1 &
(chlorambucil) ; = 7% % #{ 2 (cirolemycin) ; FEFIE 5 HE
W e B 44 % (crisnatol) ; IRBEERRE - MvnE I RL(EMEE & 2
T*Es EREFELF BAFEH BREH
(dexormaplatin) ; % ¥ J{ % (dezaguanine) ; FH i i 12 ¥ [
B ; #5756 (diaziquone) ; HERELLF WS RELLF
B2 )& 75 55 (droloxifene) ; HEIRER 5108 75 45 © PN Ik 52 EE4H 56 %
(dromostanolone) ; # % (duazomycin) ; ff # &= &
(edatrexate) ; ¥ [% 7 /% JE 1T (eflornithine) ; iR Vb 3K & ik
(elsamitrucin) ; &% % (enloplatin) ; & Z8%F (enpromate) ;
B KK & 5E (epipropidine) ; HFEIREE L © iM% A
(erbulozole) : B Ji 1% 2% & kL 3% (esorubicin) 5 SLHURHTIT 5
BREE SN SUBURHTT » R JE £ (etanidazole) ; (FH IR

WElE F 2 5 4P (etoprine) ; B %% = /¢ (fadrozole) ;
&% 47 411 2 (fazarabine) ; JX B 2 2% (fenretinide) ; 2 F ¥ &
(floxuridine) ; WG K EHNEH 5 RREE » REREE
(flurocitabine) ; {# #7285 8 (fosquidone) ; {3 B & ik (fostriecin)
B EAEE R EAREE ) RER EEEFERLY
et E 5 FEE K (imofosine) ; /M HRIN(BEELHTH

;:
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ZIIskrlL2) ~ FiEZEa-2a; TEZa-2b; FiEZa-nl ; T
EFa-nd; FHEEP-la; TEERy-1b; A (iproplatin) ;
g P s 0 B Wi ECE (lanreotide) » FRE 5 LE&
B4 K 7K (leuprolide) ; I& 7% 2& 1 (liarozole) ; X E E &
(lometrexol) 8§ ; & /K £t )T (lomustine) ; T 3% 2% 3& &=
(losoxantrone) ; & 2 ¥ A (masoprocol) ; ¥ IH &%
(maytansine) ; E& Mg 32 7o 3 /0 BH (mechlorethamine) ;5 7% 3£
7NHT 48 (megestrol) 5 Z Bz 15 B ¥ 45 (melengestrol) 5 g 5% B
(melphalan) ; 355 £ 37 (menogaril) ; $FEIELS ; fg gD ;
for B EE IS 8 5 S5 36 3 (metoprine) 5 35 1 ¥ # fH (meturedepa) ;
>k = Z% 3 (mitindomide) ; 2K % -k ik (mitocarcin) ; >{ 22 5% BB
(mitocromin) ; & % T K (mitogillin) ; K # B ¥
(mitomalcin) ; K Z B ZE 5 KL ErE (mitosper) 5 K% ;
BEOR 255 ) B © 36 v Z /£ (nocodazoie) ; sREAIRIER
(nogalamycin) ; BXE $H(ormaplatin) ; BX = %f i (oxisuran) ;
B LB RAFERES ;O B E (peliomycin) 5 J& B AR
;T (pentamustine) ; i B Jk & /& 8 & (peplomycin) © ZFHHTA
# (perfosfamide) ; R E | R R 75 (piposulfan) ; EEfE
R 2 5% 2 (piroxantrone) ; Z-F#Z (plicamycin) ; ;& EHT
iH (plomestane) ; JFZEE N 5 7 ZEZE #1F (porfiromycin) ; Jifi
JEARETT ; BRI RE & 5 BEERE (puromycin) ; B gL
BWR KLt tBHk (pyrazofurin) 5 3 )7 ¥ (riboprine) 5 22
TR (togletimide) ;5 YD 25 (safingol) ; EEEE/DZSE 5 R

BT 5 SETRL$R (simtrazene) 5 52 6 £ (sparfosate)gi 5 52 E
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Z {2 (sparsomycin) ; B[4 4% % (spirogermanium) ; 2 A Hy
;T (spiromustine) ; #% $H (spiroplatin) ; 52 % & #§
(streptonigrin) ; 52 % /5 ¥ 5 % JEFH (sulofenur) ; HEE R
8= (talisomycin) ; %7 7] 52 [ (tecogalan)$iy ; FF{E3E 5 BEL
f & 55 5% (teloxantrone) ; R HERKE S BEESE
(teroxirone) ; 45 % B #fid (testolactone) ; & 5n Kk F
(thiamiprine) ; FRACR IR 5 FERAIH 5 2R M  BALEE
9] (tirapazamine) ; MR B Z ok 5 0 £ B BEHT % [&
(trestolone) ; Wi B 2 H T¥ & (triciribine) ; & 35 3 &
(trimetrexate) ; R A MEERERZER ) EXmM B LAmA
7 ff= (tubulozole) ; [RUENE T T & ; ALK 4 IH (uredepa) 5 7%
T BK Z& (vapreotide) ; IR #2 % 75 (verteporfin) ; i Bk SCATHTT 5
RBE S SEHT - ¥ MBXEY MEBENESE
(vinepidine) ; Fi ik 3 1% & A (vinglycinate) ; Hfi B 3 B Z& fik
(vinleurosine) ; M OB & FE WM &E > M LEHF T
(vinrosidine) ; i [ 2 /2 F] % (vinzolidine) ; && % ; B A
(zeniplatin) ; 5 553577 (zinostatin) ; EEEE ZE L3 -

[0352] H & m] EBtkAIHI B L &4 & AN PLER S
o 20--1,25 R A ED3; S-Z R FRmEE 5 P b
5% B (abiraterone) ; S #I B bR 3% FEIX (acylfulvene) ; [

3 75 37 5% (adecypenol) ; Fi] 4<% fik (adozelesin) ; E9fEBE 3 ;
ALL-TKFEHUH] 5 [ 2REET 5 ZERETT (ambamustine) ; i
K 2k (amidox) 5 P 5K 7T (amifostine) ; ZEEWNEL ¢ ZE L
(amrubicin) ; Zh M ME2EE  ME28E  £2EH

i
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#% (andrographolide) ; [ & #r £ ANHIK] ; FHHLHID; FEHUEIG |
2738 ¥ B (antarelix) ;s i AL RRE A E G -1 JLHERE
AIFIBRFE 5 DUMERER & DU H (antineoplaston) ; KEHEF
ME B ¢ H B2 B2 [T 3 52 M (aphidicolin) » 4HAEA T AR H %
B 4l B A T 3 RO BR UE % X (apurinic  acid)
ara-CDP-DL-PTBA ; % J& i 2= Fa B 5 [ &% 52 AR (asulacrine) ;
fu] 455 £ Hy $H (atamestane) ; Pa] 2K HEF) T (atrimustine) 5 [6] = 44
¥ 7] (axinastatin) 1; FIEWMETT2 MEGHIEITI ; EE
52 (azasetron) ; [of 72 % fik (azatoxin) ; [ )& £ ZE X
(azatyrosine) ; % 5 7R 8 & (baccatin) T &Y 5 B HL 5
(balanol) ; =2 & K (batimastat) ; BCR/ABL#E H1E 5 PEA
5% #f (benzochlorins) © X M B & E B M £
(benzoylstaurosporine) ; BNEET4EY) ; B-F & 2 (alethine) ;
H E 5 E & (betaclamycin) B ; H £ (betulinic acid) ; bFGF
HIHI7 5 Eb & #5 38 (biclutamide) 5 EL S 40 5 bE 25 Hr 2 5
(bisaziridinylspermine) ; EL4v& ; ELHF 2 5= (bistratene) A
Eb ¥ &5 fik (bizelesin) ; 77 ¥ & %F (breflate) ;5 I & I HH
(bropirimine) ; 77 Z%3& H (budotitane) ; 7 5 B Z£ (buthionine)
SR ER B R B (calcipotriol) ;s BT T (calphostin) C ;
ST EY)  EEIL-2; YEEE  REk-A-=1
R 2 =1 5 gl %% (CaRest)/M3 ; CARN 700 ; 80F 1746
THIAE © K5 & il (carzelesin) ; B 2 H B EE ] FI A (ICOS) -
< 75 2 HH (castanospermine) ; £ 57 (cecropin) B ; BT
H (cetrorelix) ; 3 % B B\ (chlorlns) ; & ®B [Z IE
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(chloroquinoxaline)iE i f# ; = £ 5 (cicaprost) ; IE-AMNfE 5
SEE A 5 Te g oKk Z (clomifene) DY) - HIBEKL
(clotrimazole) ; fi] B B 8 Z (collismycin) A ; [ EF#ZEB ;
B L B5T (combretastatin A4 5 BE ELSSSTIEMIY) 5 fo 4 a8
(conagenin) ; X H = 7 (crambescidin) 816 ; &g Hy 4 &
(crisnatol) ; 3% ¥ ZE ¥ (cryptophycin) 8 ; ATTAW) ; FEHLF
(curacin) A ; BBV EERE 5% E (cycloplatam) ; (A
Z (cypemycin) 5 B 0E Fa] $i7 {0 18 B B SE & 7 (ocfosfate) 5 25
M B2 ¥ T (cytostatin) ;5 % 78 = 3 (dacliximab) ;
A E  #E E K8 Y (dehydrodidemnin) B @ {28 ¥ M
(deslorelin) ; fEIHFEVIFA © {EPE k7L (dexifosfamide) ; 1=
R1 £ # (dexrazoxane) ; {2 4l %K (dexverapamil) ; {3 58 & 22
(diaziquone) ; fk{EHH(didemnin) B ; #% 4= (didox) ; =%
R —&-5-IY B 9- B B3 (dioxamycein) ; 3K
EAERKETT » 2\ vbEE(docosanol) 5 % i1 ZE &2 (dolasetron) ;
% & 18 ¥ & (doxifluridine) ; & /& F &5 © & & L
(dronabinol) ; #t £ f# & (duocarmycin) SA ; X & E
(ebselen) ; FF ARETIT (ecomustine) ; & 4l {# ik (edelfosine) ;
{7 B8 7% B fi (edrecolomad) ; FFJETT © & % (clemene) ;
B oK ER 3 (emitefur) 5 IREEELLF 5 3757 #E (epristeride) ;
SRORETTEOUY) » BERERRRE  ERREDUR - FE
[EEE iR EE S PRITE S fE4 5 FTAE
FEiEEE  LHIEIE © FEHNEE (finasteride) § K& 5%
(flavopiridol) 5 = FH #f ;T (flezelastine) ; K 2 F [&
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(fluasterone) ; X 3= hl & e & B E tb ¥
(fluorodaunorunicin) ; #E3EJE 3= (forfenimex) ; {3 HriH & 5
Hrge ik o B RT3 % B E (gadolinium) & b I
(texaphyrin) ; 18 BB $% ; 3 /& 5 2 (galocitabine) ; EZEim E
(ganirelix) ; BHEAIFIE] » SR EE > SR EKNFH &
%% % (hepsulfam) ; %5 % 4 #f (heregulin) @ /NEE AL E £ B
B 5 7 7 353 (hypericin) 5 {7 ¥ &2 JE % (ibandronic acid) ; {F
EELLY 4% D (1doxifene) 5 #/\ Z ¥ (idramantone) ;

7 EE f#h ik (ilmofosine) 5 7% & K (ilomastat) ; BRI IV 1 FE
8 AR ERE (imiquimod) 5 SRR RIBRIFEASR » BRE Kt
WEERRF-1ZRNER  TEREZE  FERE Ir
HEE  REEN BB RELLY ¢ AR UKEE (ipomeanol),
4- 5 FFEEE T (iroplact) 5 i Z & € (irsogladine) ; IREFE /L
(isobengazole) ; 27714 B 4 (isohomohalicondrin) B ; {F 1538
2 (itasetron); £ 5 JE 3 (jasplakinolide); 15 fi7 5 (kahalalide)
F i = Z R 18 XK (lamellarin)-N © B EUxE > FAHER
(leinamycin) ; & 55 fil #£ (lenograstim) ; #i BR B & =
(lentiman) ; 25 %1% .7 (leptolstatin) ; T i {£ (letrozole) ; H

MR F 5 SMmEKaFER & RHMERR 22 - &
M ER AR BB AR R (levamisole) : 38 (r » RIEZ LY

HEMHERER S REEsHALEEeY > FEFMGE
(lissoclinamide) 7 ; & 2 $H (lobaplatin) ; [£ % 3% (lombricine) ;

REEER RIBENH D BREE D EMKE T (lovastatin) ; &

Z F| & (loxoribine) ; E £ %% & (lurtotecan) ; 7t £F & )&
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(lutetium)¥5 /D JEMK 5 BRLZE MR (Iysofylline) : FAAEMEIRIR
£ 3H ik (maitansine) ; 2 & 7T (mannostatin) A 5 B E K
(marimastat) ; Jif & % 5] ; ¥ H7 JF (maspin) ; BB & B ik
(matrilysin) I HI & ; BE &BEOBRAIGE > S ERw
JBE 2 [ (merbarone) ; E 55 g M (meterelin) ; EfgfElg 5 =%
2 T8 # (metoclopramide) ; MIF ]I &l & ; 2K 3 3% Hr &
(mifepristone) : K %5 # fk (miltefosine) ; K B EE iE
(mirimostim) ; N UCEC ¥ Bz RNA 5 K ZJN5E 5 KRZF B
(mitolactol) ; K ZEEELY 5 K Z 4% (mitonafider) ; H
G HNERBESAMAE KA T -2 K M (saporin) ; K F 3
25 (mitoxantrone) ; [EE &% ZE 7T (mofarotene) ; E & 52 &
(molgramostim) ; BEFRPLEG ~ NSRS B R e B BER © — 8
Fi EL PS8 A+ 4 f B¥ sk 5 JBE K7 3 2 (mopidamol) ; % E
SEY UM B R AR 5 B 2% E IR AN GBI 1 RV 5 I 1
ZUUER » K &% (mycaperoxide) B 5 4T 41 A BE 25
% 5 oK B K [E (myriaporone) : N- X 2 & & M
(acetyldinaline) ; N-EUfC K B BE i 8H 5 4N JE T MR (nafarelin) ;
4N K% 52 BE (nagrestip) ; &N /& FA (naloxone)t & 3& £ ik
(pentazocine) ~ 49IH 3 (napavin) ; 44 F<4% 3 (naphterpin) ; =
F 1% 7L (nartograstim) ; [N % § (nedaplatin) ; A EE & bL 3%
(nemorubicin) ; PY%E £ 2 B2 (neridronic acid) ; 51 M PO U Eg ;
JE $% ¥ # (nilutamide) ; JE 7P 3 (nisamycin) ; — &AL &
giE . SAEEIEAR  BE M (nitrullyn) 5 06-FE BIE

e

15 5 BRI BX 2% (octreotide) ; BX & 74 22 (okicenone) s BEfZ 1 B4
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B 4% K7 4 (onapristone) ; &% 2 5% (ondansetron) 5 &3 fFFE5E
BRI (oracin) 5 CIRRABIBR RS AR BUEH © BV
(osaterone) ; BREF]$H » BR4H 56 82 (oxaunomycin) 5 fiH 55
BH (palauamine) 5 H 2 % /&= 3% (palmitoylrhizoxin) ; THK £ JE
(pamidronic acid) : 1 44 ¥ 3 (panaxytriol) ; 1] 3 % 2§
(panomifene) ; I8 fiI H i (parabactin) ; MH &= | &
(pazelliptine) ; JH{EMHE ; 5% 3% (peldesine) ; [ HE % iR
BEeH 5 B RIETT 5 B BUE (pentrozole) 5 ZEH R FZ (perflubron) ;
2 {fh B 7% 18 (perfosfamide) © R & B - JFW T s W=
(phenazinomycin) ; Z B 7 fs © BREEERINAHIA © A EE
(picibanil) ; Bl ERZ=F iR 5 BRI E L (pirarubicin) § fZ
B2 52 (piritrexim) 5 L E E E(placetin) A THEEEB i
WEFE LG  sasE e b E¥ > -8 &
V) KGN FEEEER BN AER-IYER ¢ Al
FIRRZRI2 s EOBAIHIE BENE0BAZ REFEEGR & &
AEHREBCH&IE  ZEELERIBCAFIE - BRMER

(microalgal) ~ & 5 5 1% M 4 s B B A00 AR © D A5 Wl R

ERHNAIE ; ALERER MY IE MR A EMEBRESR

ZIGEEY) s rafiE U] FIHRE £ 5 HiI BE 2E 5 (ramosetron)
rasik e AR E O EE R HIHFIE o rasfI I © ras-GAPHI
Bl 5 % B AL 5 18 B 7 (retelliptine) ; #RRe 186 X g # =
(etidronate) ; 3% /£ 3% (rhizoxin) ; #% 5§ 5 RIIER $2 238
(retinamide) ; & & #& & (rogletimide) ; & & + #

(rohitukine) ; Z& £ Zg (romurtide) ; % Z= JE 35 (roquinimex) »
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& bk 35 B (rubiginone) Bl 5 & JF = (ruboxyl) ; 25X &
(safingol) ; EE % I (saintopin) ; SarCNU ; b W] JE %
(sarcophytol) A ; ¥bE EE I (sargramostim) ; Sdi 15§47 ; Z&
ARETT 5 # PIHT Y (senescene) DT AE DAL SAEFKHEL
(S EIHIE FREENGE EEAEEeEAE
75 It 3E B (sizofiran) ; & 7 /£ 5% (sobuzoxane) ; 7 4 K F
(borocaptate) 4 ; K E ZEEHY 5 2 4 4 (solverol) 5 #G /M &
(somatomedin)éE &% (4 H K34 (sonermin) ; 52 F 57 B4
(sparfosic acid) ; 52 fz K& (spicamycin) D ; #EAHT 5 582
5 35 7% 1E (splenopentin) 5 32 FFH BT (spongistatin) 15 52K
f118 (squalamine) ; BREH AN HIA] 5 w040 AL oo ZEHD &R 5 52
TE HiE # (stipiamide) ; 52 SSHEAR (stromelysin) I & &R IF 55
3 (sulfinosine) ; JEMEMEE BB DUE & #RALHEE
(suradista) ; & 8H (suramin) ; 5 3% & 2 (swainsonine) ;
& RONE F BRI 5 38 EORITIT (tallimustine) 5 35 S P57y H A&
i P8 RHRTT 3 55 2 8 JE (tazarotene) ; 5 7] 52 [ (tecogalan)
$ 5 R SE (tegafur) 5 R & & B < (tellurapyrylium) 5 Ui Hir B§
TEIE RS BEEE  RERE S WE TS89
%5 B2 BA (tetrazomine) 5 7DAR 77T (thaliblastine) 5 J& B] L #K
(thiocoraline) ; [f/MRAKE  M/NMRAEBREERY) 0 FE
7% 3 (thymalfasin) ; AR EREZBERE  EERE
(thymotrinan) ; ERIZRIEIME » ZEVE KRR 5 =HIH
% B (tirapazamine) ; $& 8 3 ¥ (titanocene) — &ALY & HE 7k

7L (topsentin) ; ¥ K47 (toremifene) ; £ EEEAHIEEAF 5 ¥
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SEANAIR 28 A (tretinoin) s = ZERT > BEWE
EEEE ) EFWMM o BT ZE S (topisetron) 5 % FRZK
(turosteride) ; F& R B2 BB HI &I R 5 82 0BT (tyrphostins) ;
UBCHIEIE & FLJE 25 (ubenimex) ; )R 4 J8 157 4 4 B30
A F » REEEZEEDUR © AWmENZER (vapreotide) 5 A F
BUff(variolin) B ; EEE A4 ~ ALMREREE 5 SR E
(velaresol) ; #E#iI8H (veramine) ; JKJE B (verdins) ; JBHRF I 5>
(verteporfin) ; 4E3% i 2 (vinorelbine) ; 37 E (vinxaltine) ;
Y F5 32 (vitaxin) 5 B 3% 5 (vorozole) ; % 5% 4 [ (zanoterone) ;
# JE $A (zeniplatin) ; 7 fiL 5 19 (zilascorb) 5 f¢ &5 36 & 7T
(zinostatin) SR B HI E o

[0353] o] E Btk &I BIL &) 4H & (£ HHY X E B PukE Al
BEGLE - FLRBEE - RAEY - EE - FIUERFT
Z (B4024 52 0 B (mechloroethamine) ~ BRBEREAZ - 52 WA
RESE) ~ W AR TR B E (B A0 AR &7 55) © By EBR (B 40 R AR KT
7T~ BRERTER) » =804 (FE R B # (decarbazine)F) » §L
RS 2 B 1/ 5 (5 8 R I 5 T 0 DL (051 400 e P I 1% )
% 5 I 2 {1 ) (051 ) o e o 1 R ) ~ TS L (1 40
GBI B S IEIS B RZIETT) -

[0354] T 45 & Bkl 1 Bl b & 4 {68 A £ o 00 B 91 0. 958
EIFERNEFFE@IOERFDS - BB - S
FESE) ~ BERRRRE L B (B A0 A 67 55) ~ BERY B AR (B4R AH
T BARENTE) SR RERE) R#EHEZE
151 0 955 1 3 R I 55 5 K A0 (0574 Pl B T 4 ) e o L )
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% (151 40 e e g o 1 0 ) ~ TR S (B s S B I B
RS IEE ~ FZIET) -

[0355] 3578 22 (L% 8 T £ G2-MEA {2 (- 4 A /E FH Ay 7T 8
Btk {1 ] B b & W 4H & R PR B E B B H IR ER R T3
EmEEY Rk RTHIEY 1% 7 (Erbulozole)( X
R-55104) ~ %% fir % T (Dolastatin) 10 ( X f& DLS-10 }
NSC-376128) ~ # Z k= B& K 6 47 A& (Mivobulin)( 3 T&
CI-980) ~ 3¢ %2 #F ;T - NSC-639829 ~ i fa {8 EE 3
(Discodermolide)( X f§ NVP-XX-A-296) - ABT-751( 55 ¥%
(Abbott) » X FEE-7010) ~ HE %2787 T (Altorhyrtins) (5 41 ¥ %
ITARTEZBITC) RFEFETGEMEFAEHEEITL - 2
T2 RAEEITI - RELEFHEIT4 - RFHLEFHTS - &
FEEIT6 RFRFIEIT T R HF T8 - L FEHIEITI) »
B # ¥ % JE (Cemadotin)( X F& LU-103793 &
NSC-D-669356) ~ 1% {8 8 & 5 (Epothilones) (5% 41 = fH # &
A IRTREEB  REEERC(UEE SIE I EE ASIEPOA) -
11 ED(XFEKO0S-862 « dEpoB ~ i EE L BEEB) - &
B RE - B1EEEF  REEEB N-S/Y) - BHEEEAN-
f6% ~ 16-IY SR EB -~ 21-H E B EHEB(XE
BMS-310705) ~ 21- 3 ERBEED(XN B XL B HEZEF R
dEpoF) - 26-&F 2 M # &) - BiI% 37T (Auristatin) PE( X %
NSC-654663) ~ Z& H 2 JE (Soblidotin)( X & TZT-1027) -
1.S-4559-P( 3£ ¥ 7§ 25 (Pharmacia) - X f& LS-4577) -
LS-4578CGEIEVETE » W FBLS-477-P) ~ LS-4477(GEIEFHEL) -
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LS-4559CGAFEPEEE) ~ RPR-112378(% & 45 (Aventis)) ~ i g
B HF ST - DZ-3358( % — (Daiichi) » FR-182877( & &
(Fujisawa) » X 7% WS-9885B) - GS-164( & [ (Takeda)) -
GS-198 (K H )~ KAR-2 (& 5 F R} 28/ 55 bt ) ~ BSF-223651(E
Hf 92 (BASF) » Y FBILX-651 % LU-223651) - SAH-49960(1&
A% / 52 % (Lilly/Novartis)) ~ SDZ-268970( % & /3£ 3£ ) -
AM-97( % Z£ 7 (Armad)/ §} 1 % B (Kyowa Hakko)) -
AM-132(FEE1E) - AM-138(FEE &/ F1 2 #%) - IDN-5005(E
13 4% (Indena)) ~ 32 ZFEES52( L FBLY-355703) ~ AC-7739(kk
~ % (Ajinomoto) - X f& AVE-8063A J CS-39.HCI) -
AC-7700( B ~ & > X #% AVE-8062 - AVE-8062A -
CS-39-L-Ser.HCI - & RPR-258062A) -~ 4 2 18 &
(Vitilevuamide) - + 77 8 ik (Tubulysin) A ~ & 44 &
(Canadensol) ~ B & %; & (Centaureidin)( X FENSC-106969) -
T-138067( £ #iI B (Tularik) » X & T-67 - TL-138067 J
TI-138067) ~ COBRA-1(Jk 5 K #7 B/ 5% Ffr (Parker Hughes
Institute) > N FEDDE-261 K WHI-261) ~ H10(3& ZE #7 )l 37 K
E)~ HI6(FEZEHTINIL K ER) ~ & 5[4 & (Oncocidin) Al (3L
BTO-956 5&: DIME) ~ DDE-313 (JR 5 {RET i 92 AT ) ~ 22 F 562k
(Fijianolide) B ~ %% H E 2k (Laulimalide) ~ SPA-2(JR 52 K #r i
3¢ FT) ~ SPA-1(Jk 32 {K #F #f 3¢ Bt - X 7§ SPIKET-P) -
3-IAABU(ZE 3% H & i (Cytoskeleton)/FEZS 1 BE &K > W%
MF-569) ~ £ 7] 3 (Narcosine)( X NSC-5366) ~ £ fif R
(Nascapine)~ D-24851 (X Hr i #1 2% (Asta Medica))~ A-105972
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(BE£%) ~ HMIKRF#k (Hemiasterlin) ~ 3-BAABU(E ZH F s/
AR B EAL - UEMF-191) TMPN (G2 F] S 49K E) -
2T A B B FL 4R 2% ik (Vanadocene) ~ T-138026(F-fi1 %) ~ &
7D {f.(Monsatrol) ~ fF493E ik (Inanocine)( X fENSC-698666) ~
3-IAABE(ZEZ HER/MERLEEK - XHEMF-191)
A-204197( 58 £ ) ~ T-607( & fu ¥ - X # T-900607) -
RPR-115781(Z &) - 7 5 28 & (Eleutherobins) (5% 41 2 H
EFAKEE  ZLMEPAFRE R ABEE
(Isoeleutherobins) A K Z- R R B EE) - K E HEE
(Caribaeoside) ~ & E H EX #& (Caribaeolin) ~ 1§ H £ /&
(Halichondrin) B ~ D-64131 (3 #7 45 8%%)  D-68144(3 H74%
BUEE) - 13 £ 47 3 (Diazonamide) A - A-293620(E5H2)
NPI-2350(A 55 £ (Nereus)) ~ ¥ 0] & ££ 3K (Taccalonolide) A -
TUB-245( % & %5 ) ~ A-259754( 58 &) ~ F & & T
(Diozostatin) ~ (-)- 2% /& fiL 52 )T (Phenylahistin)( X 7#
NSCL-96F037) ~ D-68838( 7 45 BU5E) + D-68836(37 H 4 Y
8% ) - 18 BX 2 4 M (Myoseverin) B ~ D-43411( 5 % ¥
(Zentaris) » Y FED-81862) + A-289099(EG+2) « A-318315(ES
£2) ~ HTI-286( X 75 SPA-110 » =4, Z BA &8 ) (FE [, (Wyeth))
D-82317(5 Z258) ~ D-82318( 52 1) + SC-12983(NCI) - B
41577 (Resverastatin) B g #% - BPR-OY-007(GEE BE R # 4
BFFZEAT) ~ K SSR-250411(FF 3 JE (Sanofi))

[0356] E Efs BB A ERER BRIER - %KMK
S BURES (L&Y BT A EE 2 —8% & UM{E—
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AR - RE I (G E - BAE - ALEE
% (rapamicin) ~ fi IR ~ BRUEEE M ~ 28 - TRARIERS
Sl - s(FTY720) ~ EEEHBEFEGIAHER - LB
B I (cortisone) ~ i e #& fZ (prednisolone) ~ HIEIIEKIZ -
B E I ~ H B E DA (betamethasone) ~ 3% 55 %
(triamcinolone) ~ H & 3 /b #2 (beclometasone) ~ 2, ¢ B2 1]
FEW - JlEEELEER - BEE) - JFHE IR g
(BlmKGEEEE - SFEREE - 2-55EWEE - N-57 &4
HME B ~ BUE B (oxicams) » H]E{H (coxibs) ~ B4
fé# ¥ (sulphonanilides) ~ ] #7 -2-4%¢ 22 M4 {I G F] (B 40 3% 2 ] =
(valdecoxib) ~ % T T = (celecoxib) ~ = % JF 7] &=
(rofecoxib) ~ & 5k & (leflunomide) ~ FAFHHMES - Hi

oA

l

$ERM & ~ B& S5 (aurofin) ~ &R #EH1 # (sulfasalazine) ~ FE&
5 - oK FH K (minocycline) ~ TNF-aéE & & B E (FIA1BR

JEE B Hi(infliximab) ~ {7 35 59 %F (etanercept) ~ Zfa 2 HR
B Pt (adalimumab) ~ [ B 35 % (abatacept) ~ [ &4 # fiI
(anakinra) ~ FHEER-p- FTERy - MTHE-2 - BEELH
PUAH&RE ~ PLE =0  B-RCE] ~ Rl - B EE -

E4/8EY

(03571 % 7 AT LB i 2l 2 Y6 5 05 74 > BhJa th im Al = 4
MEEY) S - EEHEE A - BF - EBmEBHE
MFW L ESRFWNE - BEE > SEESESUH
HIREELZ TENDRTERZ—% - BE T HEREP
Wi~ AN EEESEEEE - R EERA T BHRHE

—F

(8§

™
\

\
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ZTEM B AR R B R, -

[0358] I pa s fit 2 WiE Y on & B Mk - Al 4
i B B 2 A e B 401 55 B BB R 3555 5,323,9075% - EEY) A
BB EEEFERNEHREE -8 -8 &
g i MEGHAREENE T K E B R EER ORI
A E—TEEEMR -

(0359153 % T B He B o > Bh Bk 1 4 2 (b & VI B4 e ¥ 4
FERBERNIEESEERLT&H —NEESEER 1Y
BALAA - [ERE i it & Ve R BB B R S 5
— L&D — R ORI R |48 - % & i Bl
to BEGE NS EESEUEYEARY L —NEER 7
HE - RETERO T > BECSEBEREBE  #4
MEEE NETERAT  SERIESEEGEER
REER< > AR T EEYERARY AR AR ERERERRD
s e NETERAIT - Bk kaEtEA EEsEE
N EA = BUF B AR € Y EIE - EASIRENE T
o= SR S Y 3% 2R ) 2 B B (R E IR NS BN Y
&g - NETEROT > PlOtERNBEEELEYE
HEHRE T EZENER  NZENERDE - RNETE
FE Gl - 4H B B FE R i A Y b S V) S S 7Y BT A A 1 2
VEE LB - ENEEFSN - MERAR#EEERNE

[0360] BB =2 - FesBIEEEY1 - BEEM E BT
FRFgmZ o —TRERIN Y B & - EEHERE

%
mr

p
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BLFE A BRI S LG R i A 075 U2k Y 5 A i i B AR 8 B FE R
[0361] & 4H #i AU ) F5 51 82 N 5 K /e (8 P FE R AV AR 4%
KEAERERNWEERGE BT SEm—-ES%E -
[0362] it —EH B Ha B o > BRERARIE R 25 L BB 5 25 75 HE
& NM—EERG T > ERRRERNTE  BFREEHT
SRR ~ RSN F S A ERABESS L
ERBERFENREZ BTSN ESNERANEE - 25
G FSHES > PIOEREEGE - R—EEHEEIT
BREAHAKERANEYHE AN CERER - ML
NEVIRIEAfEr » SR I3k -
[0363] &+ E MBI > B 228 B R 17 A2 10 B BE B AT
ZrasEE  HefAaltEfieftZ2iba? s —33 HE,
A - BEAOEEBENERE  HUEREE - R
—EEGIF > BENICEABEEEBARERSTR - RN —
{8 & 5l b - S AR B A 25 AR B S Bl 5 85 A A5 Y — (]
A2 BT RR A E e R - ERSIRENE T E

=
_EII
=

Ao ZBANKMOZEEZAEZEY AN AR EY &K
g - WEBAIAHEE B MEYEE SR AERNNE I 2L

l

BBz ENELGE - R—EEEAT - 2B LRRMAE
ZAeeREE R RIS EEHE ARt Sl B
REEFESN  MERHARERIEN AR -
Jiti B

[0364] T3k sy~ Bo 77 ~ LB e IR 8 R 2 J7 A Ry
1R AR PR H S ER AT SR -

i
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BRI ¢ 1-((R)-3-(4-F 26 -3-(4-FE R L FE 35 )- 1 H- T 04k 3
[3,4-d10 - 1- ) UR 5 - 1- ) P 2K - 1- B (1L 2 9 1) 2. 465
> B

HA-RIE]

036513k & YL A7 L(4T 1S 52) B A/NALPY - 1045
B i (1SOBFF ) Y B [ R 5 85 = T 26 B (MTBE) ~ — 2 79 it
(DIPE) - Z W21 - ZBa7ils - BFNE - FAER T EHEH
(MIBK) - F 2 7 S FI(MEK) ~ PIA - BB ~ BYSE 1% ~ 10%
KT + B010% Kt BA B IR IDEANE - ML TE R
B 5§ 4 28 P A S0°C R I8 UINEE - SIE/S R » YR IIAES130
5 B AR (SR R 600BFF) » IR IR E150°C SR LN - 5 B
SR 5 BRI > IR B ERINARE o BREHER 50T
P LN > SRR DL0.1C S ST B 0T - AR F0C IR
TR -SSR IE R R T AL BA
25 7 4 1 B 0 P O 1 L B 8 AL T (648 (L2 9 1A

AR TR

[036613E &AL & 41 (208 50)RINE M > BEZ R
IS S (L0RS HBRE) - IR e (15 AN ~ FI2E(1OFS ) »
MTBE (10 §25%) « DIPE (L0f%B7%) + %8 5 Bk (1{Z RH) -
28 ZBE(10f R0 » Z B BT BS (1075 B A%) - OG0k (1
{EE8TH) - DCM(LE ) - MIBK(10f5 ) - MEK(10(5 8
) IR0 AT - FE(0EBM) - ZE(0REER) -
7.5 (100 BY 2 T Se (LS ) 7K (10f5 48 ) ~ 2K010%
KR PTE (LREBET)] - B /N B R B (B S0C R
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R S R R 4/NE ) 7 H BB 1% & AS R IBEE T B IR 52
L EW1EIA -

[03671 A% T EHi Bl > JE@BALE W1 & R AL
EYEAKIS00ZTT) R 10E T & H e (DCM) B - F5 e
WABEREE > HREETURERILRERIEE P
7)1 e

RIA-RAES -

[0368] pA gz # BRI A > 12.058 b & 1FE I FEAST
(e FIRE LM BN 1202 7 EE - WAL EaY1IZ
MBS IR LLAS oy ERF R AN T2E TR K o R RM R
45°C - WK NGB BB RO TR A3/ o BLHRHAE
HIE R SE o FF AR A B 0R KR HF E /D 16/NEF » HY
HORHERY 55— E Bl - BB RECRE - ER&EEE - HS0E
TR KZ3 2B EYEE 0 RN BEESS LEIEA0/NE
EEICRAAJER « BIslBN152°C » B2EEL154TC >
HERFALRIEY1547C) -

[0369] BUA {5 A /K PV ER ~ £ B2 Je IE W B PAE U7 =

RIB-#R1E1

[0370{E&#1 > ZLAKY 1002 5% ) (Tl B A& 25 W R
R HEEQETT) - BIRMELESOCKHERT 25 - W&
RATEST KR SCTIRME B R(—R 200 7T EFI SRR
A 0 SR 1000507) o & HIREER - BIZIAIIE&#18IC
HYaTE - BN SCHRA1H - ZEXRPDOITAEEE B H—

EZ
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o3 o SRR B e N ER T - XRPD HTER 344
BHESE B8 SR VRS CHR=H - RILEE% > &=
HAN RS - ERM R EAEE S 1EB - SR
kR T B 8 4y B B LA W 1B -

AIB-IRIE2 -

[03711{b &4 1 L A(KIS00ZE 7)) FE 2 A 25 58 9 BB MR
S0C (4 T) « BRABIELST » ERRER « IK(E
TORMSO0FLTHK - Bt 2B T E EEN SRS - k8 i b
1053 88 « 57 B85 B H — (B3 43 5 5 XRPD R A o ek [ 5 35
B 25°C R /NG 5 (B BE BR AR E - 1H25°C i
PELNES % > MBEERSCSH - RILIGRI% - EEXRPDA#7
FITG RS 53— (ER Sy - H a8 B T 8 0 R
25°C A BBE T B R R T T B2 (L & 4 18U -

AIC :

[0372] FA G IR BIE R » 2.0 (L& 9 IR I 252 7 HF
RN SOC - BB Y E B BERB B A LS E &
WP o DA R I R R A A E R
TSR 4B O I 5 B MR 14NEE - (LRSS N - DISEFH
Bl - RO B LB E0/NIE - ARTR I S0°C I R R I
PUBZ IR 8/ o FEFR1.4TEAI C(JAEE = 47132°C) - |

AID

(0373 fE L &1 2 BIA ~ BB ~ SAICH » — Bl
RSB LSETRS) - #IE& LAY L MIBKS
AL A7 48 75 BRI O © 104 RS 5 (1004471 ) B AT
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AN E 2R GV B FORHE o RHEER SCEFI H BRI
iR S A (b E 18D -

BIE :

[0374]FEE AL &Y QUER)RIIZE/NE - BEZ R
LEW 1 BICRTE(KISET) » 10 AR < (2006807 )/ 10 2
N SRR« NS B R FRBL (B B R S0C B8 Bl
EHEEBRANF)—H © #XRPD ~ TGA ~ &DSCH AT A Y
BENHR S ) ERGEAEEWIHET&—% - B3R 10

® (be e E R N ERRRR40C R Tk — B
BRI IHA -
HIF

[0375] 748535 20 ZE F B8 /IN LY > 20052 55452 41 K 50
BT M R O R AE T B R R INAE S0C - FiER SR
SO°CHEEED. 5/ N o AL & | 7 S 2005 R 4 B 28 0 R
52 A BV ES R0 AN 0 EROEMER o BB
AHEASNBEN - REWHE > BREL—E  LEEE
BT R S o WEGCHE  NEEEE AL S
B o B 2 o B B B B R O P AT A -
BHEGI2 © XE# 5K G2 5 (XRPD)

[03761 X ¢ ¥ 5 5% 5 B B2 (% 72 7 8 7% (Bruker) AXS C2
GADDSH; i % 3 AXS D8GE5T:F i 4 -

(03771 X ¢ ¥ 5 45 5 [ B {4 f£ 7 & % AXS C2 GADDS
B atEt B4 A Cu Kalf 4(40 kV, 40 mA) - HE{LXYZF
&~ BB B 5 6 SR B A 5 09 & (HiStar) — 4
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s DU E - XA BEEGEE-E{H(Gobe)Z &
R8RS 0.3 mmet FLAEE S ER o A ENEENIST
1976/ & CEAR) T2 H R RE R B - SE RSB IR BB
EXCERATARR /NG Fy4 mme {58 1% A - A 0] 25 FE 20 cm
AY6-01E T I = - G328 -29. 7T A X208 & - A
EHBRBENRXOERI208) - ARWEERAIEE & GADDS
Fg #> WNT 4.1.16 - f Fg Diffrac Plus EVA v11.0.0.2 5
v13.0.0. 2554 F 2IHE R -

[0378] & B 6 {4

[0379] {8 FH 401 7 #8252 ok 8 WF & A9 3 K A T P A A S B
FEE R B R TR ERY SRR - 912 mgelREE IR £
fohn B T S 45 S R H -

[0380] A FE A E R T RIENHABGLZETAFTER
{EEYEIN & E L - AR DAY 10°C /70 8 (BRIE ST R El)
MERHEERE RBERAEMBKRESTH ZAT4&ERRR17T

T B TEAXS D8

[0381] X R 4259 B % A BE FH Cu KaBf 47(40 kV - 40
mA) > 0-20H1 F 88 ~ R VAEBEPRLER S H - GeBEBE K
7 & (Lynxeye) i I 28 10 £ 17 8 SR D8GE AT &1 LU &R - B3
AE (R 5 A &R BV ) R (NIST 1976) i fEtmE - AR
&k} i 22 49 Bk B B Diffrac Plus XRD Commander v2.5.0 » &
k48 45 7 B {# i Diffrac Plus EVA v11.0.0.28¢v13.0.0.02

2 o ARG F O BT R BB GG T 2R HE
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WigAS R IE - sVEORTIEE AL CEMEE R R (510)8
G (B BNV Z2 E Y a3 A B BT BBk S H A & /Y S THD T
o BRI

- AEEE  23242[F20

o FRERA/N T LO.05fE20

- UrERRF[E * 0.5Fb/FE

T ARYXRPD

[0382] R ARy XS by K GE S BRI [E 1 » R M B IS
5.7+£0.1/%2-0 » 13.6+0.1/E2-0 > 16.1£0.1/E2-0 > 18.9+0.1F
2-0 > 21.3+0.1fE2-6 » }21.6+0.12-6 -

[0383]240°C/75% RHEEF—H BT R25C/97% RHEE
FBEBRERENZZE -

B BHJXRPD

[0384] T BEY Xty R&EH BRI ES - e ME & @i
52+0.1%2-6 > 10.2+0.1E2-6 > 16.5£0.1/F2-6 » 18.5+0.1/&
2-0 > 5220.8+0.1%2-0 -

[0385]7240°C/75% RHEEF— BB HR25C/97% RHEE
FHEBRERErNZHE -

XRPDRFIC

(038617 CEY X #5 7 48 5T FE R WA 1O - 55 M 1 0 45
7.0£0.1/%2-6 > 14.0£0.1E2-6 » 15.7+0.1/&2-6 » 18.2+0.1[F
2-6>19.14£0.1F2-6719.5+0.1/%2-0>20.31£0.1/&2-0622.1+0.1
[E2-0 5 222.9+40.152-0 -

[0387]240°C/75% RHEEF—HEZ 25 C/97% RHEE
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FoBRERENZEE -

XRPDAEID

[0388]AIDHY XDty K GEH BRI B 12 - H5 PR & B #E
7.240.1[%2-0> 8.0+0.1E2-0 > 9.2+0.1E2-0 14.5+0.1F2-0 >
18.5+0.1/82-6 » 19.5+0.1F2-0 » 20.7+0:1/F2=6> 21.0+0.1/E
2-0 > 21.940.1/82-0 % 22.4+0.1/52-6 o

XRPDAHIE

[0389] T ERY XDty REHN B RINE 14 - Fr i EEH
7.8£0.1/%2-6>8.840.1%2-0>16.1+0.1F2-6> 18.1£0.1F2-6 >
19.3+0.1/&2-6 > 19.5+£0.1F2-6 » 20.5+0.1F2-0 » 21.6%0.1/&

-0 5 F225.2+0.1/%2-0 -

XRPDXEIF

[0390] ¢t ¥ ZUF & A= #2 5E XRPD & 2 - XRPD7E i 8] 25 %
& Ff Mercury CSD v3.1 (C.F. MacraeZE A > J.Appl. Cryst.
(2006) » 39-3 - 453-457)(XRPDE X E{H : CuKa 1.54056 ;
#E/1£2/43 20[% ; PWHW(20[%) 0.)IEE HFI3(2 B EK)E
S HE S E R E £ XRPDIE G E H - A EREEERE
IBREEE o B T E 20/ E (%)RIER - [RIBEEHRER
Diffrac Plus EVA v. 15,0,0,055 38 -

[039T] R FRY XOt My KRGS B R R B 16 - fF M lE
6.2+0.1/F2-0 > 10.1£0.1E2-0 > 17.6+0.1EF2-0 » 18.6+0.1E
2-0>20.0+0.1/E2-020.4+0.1/2-0-20.7+0.1F2-0>22.4+0.1
£2-6 » 23.0+£0.1/E2-0 > 23.2+0.1/&E 2-0 » 24.4+0.1E 2-0 >
25.1+0.17&2-0 » 27.6£0.1E2-0 » 29.3+0.1F2-6 » £ 29.7+0.1
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FE2-0 o
EHEH3 0 BEEXGEL
[0392] B B XH GBS ERHMAE N EREENT ¢
oSt &k 42545 M. (SuperNova) » 85 > CufR
8 0 RSN (Atlas)
B4R £ EEFL(Cu) X3 )R » CuKa
BRI TT A Qi
Bl 2 05 & 0.11F 7449
15 2 HEL [ -11<h<12 » -12<k<12 » -18<I<I8
B B S & 22842
1L & 9278[R(int)=0.0407]
B R A EER 99.4%
& ST 4L N/A
U WAL A 8 oK EHE YR BB
B R R/ INE 1.00000520.73583
45 R A TR AN H#
SERBRER SHELXS-97(Sheldrick » 1990)
B G TEF FHy 4 5 i /NS 5
Yy SHELXL-97(Sheldrick > 1997)
/MBI Sw(F, -F.2)*
ERIRH/ S8 9278/3/660
F’ FUCHE BAFRE 1.004
A/ ax 0.000
BB RIEH
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9185&#l ; I>20(I) R1=0.0414, wR2=0.1144

EEHEF
HETT 5

BHERSE
HOEREL
B N BT I e FL

R1=0.0417, wR2=0.1149
HEw=1/[6*(F,>)+(0.0810P)*+0.2800P]
R EP = (F,"+2F.%)/3

-0.01(13)

0.0013(3)

0.320}%-0.285 eA™

[0393] I F A B AL M TT IR ER B B T2 BOIE
FRFLEI100(2) KOREHY FHIEE -

= Cs3HgoN1207

oFE 977.13

I =#}
a |9.6332G3)A |a |105.762(3)°

Ze R B Pl b [9.7536(4)A | p |95.132(2)°
c | 150592(4H) A |y |111.332(3)°

A 1240.15(7) A3

Z 1

BEGTEE) | 1.308 Mg/m3

% A8 0.726 mm-1

DSgas 1.54178 A

F(000) 518

T 100(2)K

Bhifl4 - EFES

FH-4 SN B (FTIR)

[0394] & i} % 12 U BiC 75 48 F 22 U348 I B (ATR ) BRURR: Fff 4
B {0 & Z 55 (Perkin-Elmer) Sz 1 E UL & - B R (R [E H
Spectrum v5.0. 18K §5 UK &8 Se 73 #fr -

140



1662963

[0395] B A Z QLA Yo stk R A B2 - N B AZ 4T Mtk R
SR H eI B HE T 5% ¢ 1584 cm ~ 1240 cm’' - 1147
cm'~1134 cm™~1099 cm™~ 1067 cm™+ 985 cm™ 5953 cm™'

[0396] RUB 7 4T #P L3S B R TAE 6 - A AYBZ 4TSS 8
22 15 (1 45 1 I AL FE T H % ¢ 1586 cm™ ~ 1573 cm’
1562cm™ ~ 1229 cm™ ~ 1166 cm™ ~ 1141 em™ ~ 1103 cm™
1056 ¢cm™ ~ 1033 cm™ ~ }% 982 cm™ »

BRS¢ =57 iR E BT (DSC) R BVE 73 1T (TGA)

[0397]1DSCE KA TR 42 BC A SOfr B B By U 28 1Y /2N
5523 (TA Instruments) Q2000_E £ - B4A BV AE A {E A
EEOET  EERRENREGER AN ET
T M %0.5-3 mghf A HA $1 FLEE AR £ DL10%/ 57 88 ¢ 25°C A Ek
ZE300°C - BRIESITRM > FRIERE LT ERS0Z T/ 77 #
Rz BRI R - K HETNREDSCIAE H2°C/ o 3 2 TEE INEY

AR R G 60F) GBI )R E SR 61 2 8+0.318°C (IR E) 1T -
o= 470 4 d B B Advantage for Q Series v2.8.0.392 Thermal
Advantage v4.8.3 > & & R4 (# B Universal Analysis v4.4A
vanith

[0398]1 TGAE KA U TR H BB 160, B B By Bl 25 09
EINEESE Q500 TGA L - 284 & 18 Alumel ) Nickelfif

R RCAE o A 3-10 meal B E e 2 TR L AL R B B HY 8
DSCH#E [ F BL10°C /43§87 & BUR S N E 350°C » BrIE 1T
RS A A s B 5 R LG0T/ B R RiF bR © e
Ve % 8k 8% B Q Series v2.8.0.392 K Thermal Advantage
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v4.8.3 » R ERH&(H F Universal Analysis v4.4A%5#7 ©
FIA

[0399] 2 A2 DSC K TGAEA S 1 [ 57 Al 15 B 7w 7 18 3 I
B4 -

[0400] REREGEEHKL - MkHEAKR -

[0401] A DSCIMERER R : 10°C /43 S 20°C /4y 88)F > #5
HZEREAFBENQ154C RIERLI5TC - REVEE 2

BFA159C -

#IB

[0402] 7Y B2 DSC & TGA A3 #r [l 73 B4 BUR 7Y 8 7 &
B8 -

[0403] REIEBEEIRKL - MBHEAKR -

[0404] FADSC(HN#EAEE  10°C /43§ 20°C /53 88) F - B
1SR B B A BEFY4999-106°C R A 49115-118°C -
 HmC

[0405] BUCZ DSC K TGAEA I3 7 [ 73 Bt B 7 72 [ 10 K%
B 11 -

[0406] R RS EEHEL - MK -

[0407] A DSC(HNENE S 1 10°C/ 43§ B20°C /43 88)f - B
ZISRE B B 49134-135°C R &R 49137-139°C -

#ID

[0408] B D 2 TGAE T M1 B A B R A B 13 -
[0409]# TGADL 1 {E 25 BB e 245 BR 1 22 15.16.6-17.8% 7
BWEEBEL  FNRYIEEMIBK -
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H#IE

[0410] BWEZ DSC K TGAZL 7 A7 B B /R HR IE 15 -

[0411]ATGABIZ B EEHKL16.5% w/w » Bi457ADSC
7 B 08 202 4 50 8% A 85°C (RE B F 151°C (RE 86 ) BT AH 3 Y AR
BE &R -

Ehafle « A EZREMT(GVS)

[0412] 0, [t <5 7B 48 & F A3 #5 DVS & 4 # %l (Intrinsic
Control)#r 8 v1.0.0.3032 &l 49 SMS DV S# 4 7K 43 0z [ 43 47
BES - AREHEERERERN2T - BEFEST
FOR BB SRR > JREE K200 ml/min - fHEIRE(GFHENE
7 3T 54 1 4% A 28 () 28 B 52 (Rotromic) £ 1 (1.0-100%
RHZ BjfEE[E A & - E B ME R F(EMEL0.005Z57)
E%RHY WEEHABRNEER(LEERM) - BA5-20
ERAEENBEHNVER A FEMBANREERET - 5
BE (R T 40%RH K 25°C (B8 B 19 28 N R 140 ) S 3 K 1 8 © 7K 70
87 Bt AR O 4R A A0 T 5 0 A 1T QRTS8 15 1 e B A 1) - AR
e [ 3B 4R A 72 25°C LA10% RHE B 2 0-90 % RHE: B #E1T - &
*E 53 AT R AE S8R (Microsoft) Excelfs fiDVS 73 # & A< #U G
v6.0.0.7H#AT - PNERF TR - B K #EXRPDHEE
GIAT o
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= 1.SMS DVSH BT & 2 77528
4 HME

IR Bfif -7 6 1 40-90

feg R o /8 I - 2 90-0, 0-40

W

& ] (% RH) 10

R 2

i ZR (ml/min) 200
MIE(C) 25

2% 7 M (°C /min) 0.2
SIS IUNEY! 6/ NI g B

RIA

[0413]740-90% RHR > B & 2 {L/N R 0.3% wiw o #1
RIEFORYE © IRGVSI M2 AIXRPDARB EGEEF (L -

B

[0414]720-90% RHfE 2B & E1b/NR2.3% wiw o RE]
HGREN - ROVSOMERAIXRPDABERFSBHEZL -
BHaBI7 @ BB K F R

[0415]/K his it h K 2 BLEWRIFNKESR
REBREZIZER/ZEARNEEREEYER - BERR
25°C Pt 24/ N 2818 B pH - 2812 B ¥ R B IR B B A 4 C
TERR - RBIERFEHE RNBEIA 10178 - & 2% F FHPLC
SE L0252 T/ ZFNDMSOZ MEHEIFK - 7 F AR EHEHE
IR R R M BERA R - BREGERNELE
GRS 2 F I AH [B] BY M B I [ P RIERE 0 TR E -
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RLBMEE N E ZHPLCTT A28

AR B A (5 P 16 X A 42

st p - JE 2% 2 JE (Phenomenex)[E 47 (Luna) > C18(2)

AL 5 um 50x4.6 mm

EHARECC) 25

REAEE A (D) 12+3-5-7-10

AEOEA (D - 1~2~3~10~20~50

P

BEmmem 2009

Ui # (ml/min) : 2

HAA : 0.1% TFARFY K

HAB : 0.085% TFAR Z.HE

i fE] % - F [ (min) YR A %3 B
0.0 95 5
1.0 80 20
2.3 5 95
3.3 5 95
3.5 95 5
4.4 95 5

[0416] 53 77 14 15 45 BE 75 — 7 B Ve %1 e o0 28 19 32 5 7R
(Agilent) HP1100% 51 % %% {5 i 5 5 %5 3 (ChemStation)#k
#&vB.02.01-SR1#AT -

[0417] B ARS /KA B A EpHZ A R ERIRFY RS -
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RITIARAREpHZ KB R P Z B RE

pH #= X B M {E (mg/mL)
1.2 1.3
1.64 1.07
1.95 0.82
3 0.10
4 0.022
5 0.017
6 0.015
8 0.013
9 0.020
10 0.010

[0418]RIBJR pH 7.42 2 B4 T 2K 1 B B E H =

0.0096 mg/ml -

BHiBI8 - {LBRLMEHE

/-/I\\’

[0419]HPLC {4 it 2 Bo B — 1 A% P 1] g M 25 69 355 BA
HP1100/1200 Z & | (i F B 52 fr B0 BG (68 ) 12 SR 4150 A

AT
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FATFESH

JEFER S HE {58 R 16 e B

e | i W ~0.1 mg/mlf260:40 v/v H,O:ACN

B K JE (Gemini)-NX C18 7 4.6x150 mm » 3

um

EEREECC) 40

SEA D : 100

ot 260 » #£2105E 4 Z 500 nm

K&~ FEE (nm)

7t #E (m1/min) : 1.5

HAA : 0.1% TFARA 7K

HAB : 0.1% TFAR Z.B5

R - % [ (min) %H A %HAB
0.0 95 5
1.0 80 20
2.3 5 95
3.3 5 95
3.5 95 5
4.4 95 5

R B ~20 min

Bt AR - FHEZ @ 7K (8:2)

[0420] 57055 +E e 6l o > FEHPLCI i B A Ry KB 95%44
B NETEREID - BHPLCOTIARKINIT%AE -

NEFER T - FHPLCO T RIAR K I8%AE

° &

FEWRGIF - FEHPLCO M EARRRII%NME - WETE
FaBlF > FEHPLC AT B AR KR 99.8%41E -

[0421] A5

=T BB FHPLC AT BB Ry AL 95 %4

E - WETEROIG - FEHPLCOMAIBA RNOT%EE -
RETEEEI T - #FHPLCOATAIBR KN IB%EAE - &
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TEHGIH - FEHPLCO A EBRRIIINME - WETE
W > FEHPLCO MBI B Ry K12 97.8%41H I 7%& +H Bl
o FEHPLC HTAIB R K2 99.8%4MH -

[0422] 43 FE I B » FEHPLC o i ZU C Ry KR 95 %4k
B RETERAIF - FHPLCO I CE RIRIT%AE -
MNETEROIF » FEHPLCOMEICRHRINIBYNLE - &
TEHFIH o FEHPLCOMACRH RRIINIE - RNETH
HEfl g - FEHPLC/ AT RIC R AR 99.8% 4 H -
TG0 « HEEAERE

(0423 &1 2 W E MM A E AR Cux) @R
(Cellulose)- 13 E M B 13 35 IE H AHHPLCHIE - By A H20%
HNEEH80% T pe HAA A » 1-3-(4-FE & 3-(4-F EE R
B )- 1TH- 0L R I [3,4-d 08 g - 1 ) IR e - 1- 2% ) P -2- 0 - 1- B 22
i L AE Y B 260 nmAg R o R —EE R T - (EEP]
HIBBR TR ERNE=(3)ZREYERFL0.2 mg/mLE
BRI ENHEEGE REMEFY 28BS TR
EEYEZ EEBERELRE  HBUEEWEEHTIC
B RETEROIT L&V 2B ERE/NRS5.0% > /)
[24.0% > /NFR3.0% > /NA2.0% > Bi/NR1.0% (S)-E1EY) -
RETEREIF - LW IBEEE/NR1.0% (S)-EiEY -

[i] £ 1 ke 7] B

[0424] 7255 T EHE B S - & &M 1-(R)-3-(4-f & -3-(4-
GBI EL)- LH-ME e 3 [3,4-d T e - 1- 8 ) I g - 1- 55 ) P -2-
X7 - 1 - 4 i B [ s 1 R B 2 - R o5 B B > 1-((R)-3-(4-
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B - 3- (435 40 B ) - L HL-THE AR 9 [3,4- OB U - 1 - 5 ) DR D -1
B )P -2 I~ |- 2 4 5 (e A L PR B < 105 T
B B » 565 B 1-((R)-3-(4- P -3 -(4- 5 A 2 25)- | FL- L 0
H [3,4-d 05 O - 1- 6 ) R 0 - 1- 6 ) P9 -2- 5 - 1- TR {4 940 I B 9
B o PR T ERHE - R L-(R)-3-(4- B -3- (- R 2
S )- LEL-TH P48 3 [3,4- 1085 5 - 1255 ) DR -1- 25 ) P9 247 - 1 - T
IR AM - RETEIEAD - &8 -(R)-3-(4-B
3-(4-3F G B O ) - LH- U D 9 [3,4-Q 1085 0 - 1- ) IR B2 - 1)
P -2- 1 1B (SRR B IR T - P T MBI - &5 R
1-((R)-3-(4- B 55 -3-(4- 3 4 55 92 25 )- 1 H-THE 0 3 [3,4-d] 05 B
1) IR - 1-5) T -2 - LB B R 2 R B2 & A
W BEERK - REEERAZE -EP - &K
-((R)-3-(4- i B -3-(4- 38 4 B 36 5 )- 1 H- T P48 3 [3,4-d] W 2
- IR - 135 P 2K - L-E R LA o R S B M 2 —
s G 1 ((R)-3- (4B -3~ (42 SR 3R 25)- T - 14 5
[3,4-d ] 5 - 1- 6 UR 0 - 1- 26 P 2K - 1- B B HUB « A Itk S 58
Wl 24— & (R)-3-(4- -3 (- R
B )- -0 48 3 [3,4-d 088 2 -1 -5 ) UR 0 -1-25) P -2- K - 1- B 7
RC - PSR R —E &R -(R)-3-(4- B
3-(4- 3 48 BE I K ) - IS F [3,4-] 0 0 - 1- 55 R U -1- 26
20T RID « RILERHE 2 E—F D a1
1-((R)-3- (4~ 5 -3-(4- 35 46, 5 28 25 )- T H-IL 8 3 [3,4-d ] g o
1 IR R - 1) P -2 - LT A T o 17 5 B B 91 7 —
e s G 1 ((R)-3- (4B -3~ (4- 26 SR 36 25~ 1 H-THE 14 5
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[3,4-d]W# g - 1 -5 IR e -1 -5 ) P9 -2- i - 1- B R BUF - IRILEE
MBI ZAE—F T  EEMEI-(R)-3-(4-fFE-3--FEREF
£ )- 1H-E 08 5 [3,4-d 0 g - 1- 45 ) IR g - 1- 2% ) P9 -2 - 1- B By
ZEENHEEA - ZIB -~ 3IC -~ 8D ~ BE - RAIFFTEK 24
HPZ RS EEREZREEY -

HHEAI10 © BRI 7

[0425] R —[EEREBIF - T ABZED 1B ER
FooT R BE A T oIy 3
RSBEAME T

40 mgfEFE | 140 mgfE3E | 140 mgfEEE | 200 mgfEsE

e wiw% Hg% wiw% %% wiw% Hli‘j@% wiw% %g
GESME(ESYI | 29.6 | 400 | 60.9 | 140.0 | 42.4 | 140.0 | 74.1 | 200.0
ﬁFEEE HSER | 574 | 775 | 230 | 530 | 459 | 1514 | 85 | 23.0
%Hﬁ%ﬁ%ﬁ@ 28| 100 | 135 | 100 | 230 | 70 | 230 | 100 | 270
E;ﬁﬁ BREESN | 30 | 40 | 61 | 140 | 42 | 140 | 74 | 200
FEFSREEENF NA | NA | NA | NA | 05 | 1.6 | NA | NA

[0426] > EFE AT > HETTARE TR BE
ETRHAEZR  REE-BEBRFAMABERTHEBEE
AN REFABE - RNEFEREST  BRERREBEER

. L 2 {5 R -
BHEAI1L - BRI R R ge Al

[0427] 5% T E HaB o > seH 2 58 A 2= 10BR AL By Bt 73 B

-
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2% 6-3iE Flfic 75 B 57

D% HilE

GmtElbaml 5% 50%

S0 K S T 2%ZE10%

TR P EBERM | 0%E15%

M S ER 5%%50%

. hE 10%Z&E75%

B i Bk 8% 0.25%%E 2.5%

Ga% FEHEEFE 30025 £ 1000 57,

[0428] 475 LRI M B 5 0 (52 ~ JREVE )N E Z B -
BEHEFI12 L&Y AR EERELREY B MR 2 % 2 KN
T 5E

[0429] H &Y : Abt7e H B ARHET D k& T &%) 1(420
Zw/H)HER BABAME EME MRN8 mRE//NARE 4
R e Ry b EMREAEEREE T2
K ERE -

[0430] —R&GRNE : (a2 LZ =M RINZMHEGH
R BEREE - kA BREZMEEIE) -

[0431] ZR&RAE © FEIIER/IEENBTNAE - ERRIE-
#& ¥ CLL R SLL(B4H A ik B2 988 ) Z W 4T 95 B B S2 M s T 8 28
HYEREG S B -

[0432] &48 1 * 18R KL E S MRS HE

[0433] S #EMRAE L RN KRG HEZREL - 26555
M R 2otk B CLL/SLLEYHESE 22 1 > H 7 BAR B NCIZ R BE

AN
=
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TAE/NGHTEFI11-1409 & 2 - 2. A IR B 2 TR B REE © 218
%5 k2 B A 18 % TE E 2 CLL/SLLEER ¥ A B it 2 i
(JRBIE AT K CLL/SLLEE B AR - kAT E /D — 753
¥ 85 CLLEYE A% (8 AR S (B4R BRI ] - 3R E
>40 kg - 4. ECOGRREMRRE<2 - 5.5 H MBI A W g R A2 A E
BRGEIHE RTRED KRB ZR30REMEEL < 60K
MRETEFTEEHEHS U ERNFEEEFEEZ
FER R T IS8y - 78RR IE B AV RJE b R e B %
FhnstE HEHRY F11E B B & R IR A & frsE 0Y (2 2 & Al
(PR32 B 22 B & (8 AN R FARR AE) -

[0434] ZIFRIEEE « 1.2 RRK - BFERLEESE RR
hie A& MWRENERR B IUREEEEELE > T
LARAE S P 1Ay B R AU > S R R & R A AR & A -
QAESE B I Z R4 E U ANF E A R EaR - L2
A~ B RIEE  BEREBEGET T AR EFRERNKE
FEE R H BRI R e SR — B EEE) - SMHERED
o i 1 AL 2 4R (CNS) » 4 FE S5 —BIWT ST 8 Z AT 44E DL 2
ZENTFAMG S HLEREF KN IEE AEHERN ERULNEILS
& 5 BHE AL Z AN 1L.5xULN(ER JF R & {8 7 B R (Gilbert’s
disease)) ; K K % fig B ¥ iz B8 (AST) 2 KN Bz #% 45 iz B
(ALT)>2.5x ULN - BrIEMERBERRE - 6. CRGFEEH Z Y
#5 B QT 2 & 35 4R Ui 11 88 24 00 % P .0 7 28 2 (torsades de
pointes) - 7.1 B it [ BB (BCG) & & A5 /2 3K 73 S FHET -
B2 AVIEETIIAS - 523 FHET > O B4 - K QTc>470=7F) -
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8.1 AL &2 -
EHGI13 7B 1 5 0 /iE [ 2 & I A AR A E2 R (MCL) Y
EfE PIEEW 2L e R IR -

[0435] A By — R B RS EEIAR B R ER
Y/ ] 7 25 B A B M 2 9B (MCL)YE B8 2 2h 3% - — R H 191k
sHE{E a2 EESH R E T EG0=Z5w/H 2B FEEE)
RARARGRREZZ 2% -

[0436] — k& RME - WEEH LD IARENS A
HHH -

[0437] —RGERHE - NEEA T RUEZSHBERH
EhZeMRiNZHENAEE - ABETJELIEACS
Ao I ST EEY) 2 R B - W A RS ER (B REGERAT
SR NBLUR ERBEMHBAERE) -

[0438] &Mt - 18R AL MEEHES -

[0439] &R % 218k Z 1k LM - ECOGRIAE IR
RR<2 - B EMCL » IMEDIH(1] ¢ 1H)HBERTNL
HEC sk - KR EVE B A T A ERVRRE R R EE=2 em KR
QEEEEER/EINE - BFRARTERTE  XFELERRAE
EREDE Y K E(PR) » B SRE R IA R JT RIR IR
PHETT - EMCLAE T ERIZ/D 1 BERAKRRSCER © H£#E
P2 15 720K (bortezomib) )& R Hil i A 22 2 RIS TR 24
NEHBREHEGTEETEN M7 RE R KR EKFE
B2) c MAMR TR TEE HEHS B2 i ZORIRFE KR
FF BEERENENEREY - BV HE kR Kz
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HEEHELEMFHHNAERERSE RREERZRENR
BERRBER REHEABLEE) -

[0440] = E 5| FRIEE : SLRr3 EAEZLEARE > 68K
FEZmHENR  AERNEZAREDUEDRE > 10BRN#EZIK
WHE-HER-RREGY > SENBEIRE &R > HE—
Bl sE B 2 2 N2 AR F0T - AR Ean MEER - B
R E ERFUEAR  WMHARENERR S TERSE
L4 > TEBERLEY IR R AH - S
ERARERRE - GRI6E R N EREE LLERER
ot IR PRI A RO ERE - MmO =8 5
O AR SR - BCH S 4.0 B SR & T RE 40 T E S| AT AR] 25 34 5K
FAFLKER - RWEBERE  BECESHEINENE
W B BUNEBOREME RS R VIR » EARME S R KIGR
HE T RERGHE - THEREREPZE—F L
48 %10 o M 4H FE B B (ANC)<7504H i3 /17 75 2K (0.75x109/L)
BRIEE S EEC ok R Bod B8 - 2.1M/MREE /Nt 50,000
4 RE /37 7 2 oK (S0x 109/L) iy i S R > BRIESUE SR EOS K
B RE o 3.8 K & 1% ¥ f2 B8 (AST/SGOT) 5 A i B: B4 fir B
(ALT/SGPT)>3.0 xIE & E[R(ULN) ° 4 fL.EEFF>2.0 x ULN o
B4 LAY EE T E BT A AR S ERE g ERE
4 R MR B TR e /N W ES A e oA EE R e A Y 58 B A 5T

[0441] HAY * AKREERIASC HAVGREE L&YW IEEm -
= PR T 177 Bh 12 418 14 Ik 2 4 B 4 3 iR (CLL) Rz /N
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Described herein is the Bruton’s tyrosine kinase (Btk) inhibitor
1-((R)-3-(4-amino-3-(4-phenoxyphenyl)-1H-pyrazolo[3,4-d]pyrimidin-1-
yl)piperidin-1-yl)prop-2-en-1-one, including crystalline forms, solvates
and pharmaceutically acceptable salts thereof. Also disclosed are
pharmaceutical compositions that include the Btk inhibitor, as well as
methods of using the Btk inhibitor, alone or in combination with other
therapeutic agents, for the treatment of autoimmune diseases or
conditions, heteroimmune diseases or conditions, cancer, including
lymphoma, and inflammatory diseases or conditions.
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