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[0078] HEhFEMARKRHAZE AT A AYET AHTERELERHIE 09/781, 179, HPr

NI WO 98/54170 L SEH LA 6, 395, 754 mf (1 gl — LV e SR 540, I 224 3
FEINEANSE . ARENAEYINIE TTT &4 -

[0079]
1 ‘
R Q R
R2 Y N
\N : 0
R3 X R
R4 I

[0080] K H:m[ZG £ K AW VALY AL G W L X AR AR A L AR B AR AT ST AK
SRR TRA, K

[0081] XAIYHFHE—NMHNC=0,"—TNCLEC=0;

[0082] R ;& H BY CH,0COR ;

[0083] (i) fF— R'\ R R'EK R M BT AN B2 14 DR EF BOkE 2L 1-4 R 5 1
BT ()RR R R A — A NI -NIR °, A R R RE R A
[0084]  RZE K 1-8 Mk JE T 1 e

[0085]  RZE.1-8 MR FIIfe ket 8 & BU

[0086] R 2 R'—CHR'-N(R’R’) ;

[0087]  RUZ IR — P ARFEBON A7 2R B8 - (C H,) — HA i n iy 0 % 4 BUMH :ROF1 R e
(R AE—ANAH AR AR 1-8 MR R T [ e 3L  BE

[0088]  R°AIT Rt 2H g PO MW AR 3 | 37 FR L L 7 F PR B —~CHL,CH, [X] X, CH,CH,—, P g [X]
X A& —0- =S~ B¢ -NH- ;

[0089]  R'ZE. -8 AMBIETFHIKEIE  BZREL I A

[0090]  * AERFME -l

[0091]  H LI (7R K B G 3% 1 35 AL B ) 2 4- (2L ) -2- (2, 6- 5 AR (3- IR g
) - R AW -1, 3- SRR 3-(4- &AL -1- AR -1, 3 A - i -2- ) - IR
WE -2, 6- —ff. XL ESPRT LOdE I bRAER A ROV (S0, SEE LRI 5, 635, 517,
EWEINERNSE) 15, XEAEEYTT LI Celgene A 7] (Warren, NJ.) 5. 4- (&
F)-2-(2,6- AR (3-WRNEHE )) - [ A MWL -1, 3- i (ACTIMID™) B A A T4

4
[0092]
0
N 0
N\
0 0 H

NH;

[0093] 4L &4 3-(4- & & -1-H A -1,3- Z& - Wl -2- 5 ) - Uk iE -2, 6- il
(REVIMID™) B DL AL2E45H -
[0094]

10
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NH» ©

[0095] AR EAA AW AT LA AT, AT L2 # R AR SO 51 AT L R B L R A ) il
BTN A BET, DL AR A S T LI AT 2 En R R B A DA A B AR
HEA WAL S AR SR T A BRI S i o

[0096]  Anit ST rb s FH KT, BRAE S3A U, ARTE “ T2 H ) E7 B HEARE PR i &
AF - B PERRATEA N S . AT 2 BHE - BRI R SR AR IS LT AR B A EI A LR B
MITCALBR BT £, FF5G anfiTAE B SRR SRR VIR iR TR IR TR W A R LT
BEIATE ATHERIR PR IR SRR L ALK 5 KR KR R 2 | embolic acid. RIS
EIER .

[0097] 7 5 AR AL &1 A] LS 25 FR] 24 H BT sk o AT T il 4% ] 24 I ik
B PEAL S BRUIN B ER R B IR L8 BB TE RGAE — B PEBUIN AR SR (B0 AT Z5 - PH B 1 <1
WHEH AR 58 4 J8 B+ & 8 o HLARR 285 B8 VANE A 1 2 ) mOB. & B A AL AL EE,
HART N N- ZREL T RS R, = OBk £ e P (N- B 2 A
i) B AR A

[0098]  fnit S s A A, BRAE S A U, RIE “HIZS” Fe 2 il UMEAEY I T (4K
HEEAR A ) KA SR A B SN LA B Bk AL S W B iR A S RIAT A . BT 4
TS ABANR T 5 AV AT K AR R = B a0 A R] KA A e s R K AR RO BR S, AR
Y] 7K i ) 2k TR BRI AR ) T K AR PRI B B T AR R AR Y IR DR LA % A R K S ) Tk R
Be A AR e BH S Rl T PR AT AR . B Rl 2+ B FES A -NO. -NO,. —ONO
B —ONO, = A i A% & B S 0% 1 T PE G AT ) W25 mT LA S A A8 T A ) 771 1
NHTF 1Burger’ s Medicinal Chemistry and Drug Discovery, 172-178, 949-982 (Manfred
E.Wolff ed.,b5th ed. 1995) LA Design of Prodrugs (H. Bundgaard ed.,Elselvier, New
York 1985) 17524l % o

[00991  fntt SCrp B s ) BRAE 53 A UL, ARTE “ A AT K g I R AR AT K g
B8\ AW R] K AR ) 2 B R IR 7 A AT KA BRI IR« AL RT K AE R IIR 7 < AT
KA BT R B 7 3 4 0 R A A v R e e I 2 P TR 5 o R I T R B R B mT DA,
1) AT ISV ED) 15 1, AH 2 58 R Ak S PRI A F R et 1) e 51 R 7
A e FAE A TERT (B T LL 2) Ao BRCH VST, B2 BEER N AL AE ) A iE TR &
Yo AR IK AR IR ] G, (HANBR T AR e R ER Al S R e i e (1 0 2B
AL WA R | R e A A TR R i I I AR e R R N e A L R R ) L R
C ANEREE A ARAR BRI R ) ARG e S L U R IR (1t PP A R P I 2R TP R L A R
Bt 2R RN e TR S I 2R SR B ) e U e A I IR AN S R e ikl (1L
s B LI ) o A AT KA ) B g 1 9 s, (HANPR T ARG b B i . o — S PRI
it Jo S IR SR I e DA S e S B e S AR I e . AR DRI K ) A R R B 1 ) - B (HAN PR
T ARG e B £ i 2 B R R A e i i 2 A T A 2 5 PRV i DA B SRR G o

11
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[0100] A A A B S I PE 25 & A — DB A F D, I Boa] DU A4 B 0
JE TR A ) BAE X WA BB A W R RAFAE . R KR B AHE Fr iR A& 40 ) ST A% S 44 4 X
R 3, DA RO e TR TR S V0 I F o 490 405 7 45 58 WA R I A s 1 9 PR S ) R A
SHARE B XK FR SR T AR ITEMA G . X PLA
X R A B B FH bR v R 0 T A BT PR AR o Wl Rk R . S, W W, Jacques, .,
ZE  Enantiomers, Racemates and Resolutions(Wiley—Interscience, New York, 1981) ;
Wilen, S.H., %, Tetrahedron 33:2725(1977) ;Eliel, E. L., Stereochemistry of Carbon
Compounds (Mc Graw-Hill,NY, 1962) ; PL J& Wilen, S.H., Tables of Resolving Agents
and Optical Resolutions p.268(E.L.Eliel,Ed.,Univ.of Notre Dame Press,Notre
Dame, IN, 1972) .

[0101]  fnib s e FH AT, BRAE 53 U, ARIE “SZAR Rt 287 15 1052 & A L S —Fh
S BER EAGZA SRS e Aday. v, BN Fidorfis
VISR e A A SV AR EA T ZUE YR W R . AR FHA O sy
FSIAR A A A SR EA S ZAE B AR Wk . SR ST AR R 2 510 5
HRT )80 & % WKL G —FLAR AR IF B 5 /T4 20 H &8 % Kz SR
‘BALAR AR, EAOLE RS A R T 20 90 H & % KL &M —Fior ik il ik H S A /T4
10 =5 % KL S 0 H B SLAR b A, SO0 )& & K T2 95 =& % b S —
FSZAR AR B AN T4 5 & % 2L S H e AR ek, ot i 22 27 K
T2 97 EE %NS —M7E m itk BE /D T4) 3 HE %AW HE Ak R
P o ik sCA BT BREE S AU, RE TR R E S B A KT 60 &
FX%RZN AR —FLAR AR A S, Iiik K T29 70 & %, BARER KT 480 &
B % HIZA SV — BOSLAR AR an i SCrb BT A AT, B AR A U, R TR 0 A el
a2 BA — DT O RNZA SR SLAR A 2B AL S 1) o R, ARG “ AR b 8 &
7 fe e BA — D F IO Kz S W LA R E E A S

[0102] 0 T VE R () A 4 FIT ks 465 A8) AR 12 485 ) 1) i 44 22 1) 47 A5 A 22 INF, Pk 465 ) B o 22
(accorded more weight). BLAL, G0 S ik 45 #) I LAY 27 B 4546 I — 50 70 A R
FAARE S RIZFRTE, W S5 9 B E5 T 3 70 RS B L 3 1 T B B e i e 2.
[0103] 5.2 2 ih T BLH]

[0104]  fEARKUTIEMA G o, Sl 2] 5 e 438w is e 549 (35—
TEPERL ) MR . FATTHA(E T LI & 77 s0AE 1R Y7 4 2 S AL Y Je e A 2 8 5 AN B2 9 I
B A IS L B BLZ AR B0 AR G P R P AR PRI o S T PR S T
TR R 5 T A S B B H TR 5 s R R R R TR e R
2GS EIAE o

[0105]  —FhERZ Bl 58 —ih It ey BG5S ez T M 25— & T A R B B 75 iR A
HEMZ T B IETER D P& R+ (B, 2 A ) B+ (B0, & e ile
Al B BE VL) .

[0106] K435 PR GRI ] B8, (H AR T o M A PR 7 A M DR 5 L DA S v e
Z iU SRR IS PR & Y 01, 18 AR AR AR R BN Al & 1 o
FEAR T B T Rs A FH I 8 o A 47 AR A4 P RS A0 R ) Sl aet 1L i A4 240 JH AT S 2 i 1 7 A

12
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AHMRAETE AT / BIETE I B A T . HE I B [ BUAE AR PO A4S A SRS B H 20 i 3K A 4 i )
M. FFENEAREH, HEART ANR W IL-2(BHFEH 1L-T1(“riL2”)
4224893 (canarypox) 1L-2) (IL-10, IL-12 Al IL-18 ; T K, G TIMEK o 2a. T E
a-2b. FIE a-nl . TIME a n3. FIME B-T afITIE v -1b ;6M-CF F GM-CSF ; PA K
EPO,

[0107]  FTH TARK AT EMA SR EA RS HART AEEEURHE
i 44 Neupogent® (Amgen, Thousand Oaks, CA) H & B HE# &) 5 /£ E EH DA & &
Leukine®: (Immunex, Seattle, WA) i 8 Ay ¥b 55 &) =, BL 2 £E 35 H DA & 4% Epogen®
(Amgen, Thousand Oaks, CA) HE = 20 EPO.

[0108]  EE ZH A 58 4% A4 GM-CSF 7] #R 4% 35 [ & F) 5, 391, 485 ;5, 393, 870 ; Al 5, 229, 496
[ ic B m 6l &, Br A SCERAE b 5| AMMEA S5, B AR AR A G-CSF ] 4R 36 [ & A
4, 810, 643 34, 999, 291 35, 528, 823 F 5, 580, 755 LA M 1l 4, BT A SCHRAE AL B AAE A
>%,

[0109] AKX HAFEAK KRR EMMEANEARKMMEH. AEXHFE— SOk
RARF= A )8 E B RAAR L K AT Y (Hlan, 240518 ) , X e AR R ARy 220 AR
A5 R A ) L 2 B AR I . SRR I FE, (HART cBEA BN ERR™
A B EE 5 (A RLAR AN [F] ) S S B R I B A . AR “ RAB AL i A FE D Ik AE
W o ) 8 B, T A R AR AR B (o, AR A ) Hl e _AFE R ITEY
[R5 G4, (HABR T :PEG AL AT A AR & 82 1, v Qi i 1l B Ar 8 1 B0 A B3 TR
RN 1gGl 5% 1gG3. & UL, #lf, Penichet, M. L. I Morrison, S. L., J. Immunol. Methods
248:91-101(2001).

[0110] A FT 5 A KRGV IS B PUAR L HE 5 v B A0 2 SOl ik, Juik i+
ARG, HAR IR T« 22k .41 (Herceptin®), £ & 44 (Rituxan®) . VK HHT (Avastin™) .

pertuzumab (Omnitarg™) G 7E 5 8.5 (Bexxar®), ik ¥ i #hi(Panorex®) fl G250, Ak

WAL S YIE ] LSBT -TNF- o JUARAE 45 & B S HT

[0111] RGP aGRIAT bt — s W e NG 2. 40w BRSEA M R+ (i

IL-2.G—-CSF H1 GM—CSF) 43 ih i i vl T AR R T 5 A &R sz . 20,

B4, Emens, L. A., %%, Curr. Opinion Mol. Ther. 3(1) :77-84(2001) .

[0112]  FEARKBH B — AN SEHET7 25, K33 R s D T BR BT T 5 % Y 1 24

YTt A S I BIVE o ARYEHR E B S0 0% U ME 29 M RN =R E0R T (R 5 J MUpa e , @il /R FH AT

A4, ABAN IR T < RS AW B | B 2 A A4 A7 P AIC I A PR 48 B 2D | FH A PR 8 g2 i

SRR, HIV- SR 2 38N . 0 B3It 22 . Stevens—Johnson & 11F  B: 1R L IR FEIAME

PARHR R AE (0, e R R AR ) o 7€ B EIAE FH 22 MR 40 2D

[0113] /NI S = iE iR AT T R AR5 0% 1l PR 25 10 45 25 HH S I BIAE

o SR, 5L R AEAL, 725 S T 29— A (B, Z 8 2 SR BN ) 25250,

R Z /Ny F O NRE TR FR . NI i Fs, HART 4t - &

FBUAE R I AR S RS

[0114]  #T — S A0 58, (HART FTPU4EsE sFTZEtb 2 s ShERR B 1k e [ ' 7
13
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B 22 SR s B b A 2R s S I s B B S TR PR P S TR o 22 Y g s R RS ot e 2 il B
DN WS 7 731 g =~y T Y S Y T D QY T 3 Y G e [ i QR s A N
Bl s ERER EL AT - — A ERODUS VAR s EE T R (IR R AR AN SIRILZH s
W2 JHERER Cs RS2 s R RIS REETT s EhR RERE s Rk
B VEHL ST S ZESR AT (COX—2 #IIFR ) s 2R T BRI s VU P B 2 oA 5 v i Jee V5 5 T
P2 o B AT PR AL S FTRE IRE IA R JRHAE R D SRR AT R T oA B
LA s Hh AL 7 AL B R &6 s MUY B8 5 2 PR SRS P 3% s BRI B 2 s V& 1
55 AT IR JEIE & 45 s TN IR JE AR KERR s ik e B & s (B IK R SR R 2 R
B B R K TUIRAE s ShIRR L& oA Vg e s ShRIK R LL 2 s MESE W] VT s 5 )
TTTREREN s K HO RS P S ARKFEVA B B IRAKFTIAE s &K LW % s SRR VA W s VEFL PR 525
Yi A s BIRE SRR RIS PLEE s FRKWENE 5 R PU A s BEREER 45 =) th B8N 5 & PR £
B AR R R SRR AL E RIS AR A AL R R
SR T IR S IR s ok el SRR ST TR Em AR s Sh R R BTk oy 38 i R A B OO AE IR s 2R
MR SR Y Wy R GH ERETT B A HZ2E (megestrol acetate) ;EEMR3E
O RIEC RV LR GRS s (e s M4 s SR ZNE s R 28R KT &
% smitocarcin s 2240 oKFLE N KL E E ;2R ER KA oK HRERKt
BEE 2 MR W B IAM R B BB O B AR N ER
WEANT R TR B URVEERETE sWRVEEY L s Sh IR R R R
EH AN AN HAEER R GRBERNT (IR RENE IR ER (RRIERER AE
MBI VXGRS K R B RTT R T O BR A Z RN (sparfosate
sodium) ;W) MHFE 25 ; EhIREE WA G (MBS m] VT 0840 BB R HHAE R (I EUR IR AR &
BRI (tecogalan sodium) s 8AZHF/R (BN  EhIR B IE IR - B 5855 & e
THHE B R B ERPKIEN TS NERN  ZERR s ERRRAR B R L AT IR R T
K5 PR LTI BRI il 00 3 s = VD cRIRE IR = R b sl E AR s SRR A A
e SR S m)YT s SEEUR sHCE IR (ERE S SRR KR IR R F B s KRR R
BRKEMY MEBEKELE WEKEH MR AKER A RKEmE MRKE
P MRKEMNE AREE et Fafh T ERIERLE.

[0115]  HE# - AW A HE, (HAR T :20—epi-1, 25— —F AL 4E 4 £ D3 ;5- ZHR AR
WA WE (B LE 4R T BT SR EL B s BRIBEE M (acylfulvene) ;adecypenol Bl 2 SR < il #
IR GALL-TK FE B0 s 7S F & M A LA VT samidox s A s &L BRI ;AR E ;
) R I o Y S e S S = i = S 1 I B I o7 1 VRS o7y | N O
& F) 72 B santi—dorsalizing morphogenetic protein—1 ; FT Mk 8 2=, 5 % ff 92 ; P M
B PUBERSE s R X FEZE I BT AE 2 2= H 208 8 08 28 DR 50 s 0 T 3500
To MR WY K% B8 sara—CDP-DL-PTBA ; ¥§ 2 MR I 2 2 M :asulacrine B fih 35 48 ; ] 5 =] 77
axinastatin 1 ;axinastatin 2 ;axinastatin 3 ;F 3L &) 5 ;] HL & & (azatoxin) ; &
BEREIR KR TR LI ATAEY sbalanol s L E At sBCR/ABL #5555 s K I A M
(benzochlorins) ;KR FFELE E R TE 2 ; B - WAL ATAEY) ; B —alethine ; B —clamycin
B s MEARPR sbFGF #6575 B RS i s EL AR B DU WE HEHS i 5 AU 575 sbistratene A ;
T KB sbreflate (JRUTSLH AT BEEK T AR ER WAL s R0 =BF ;calphostin C ;&

14
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WEBAT AN s REFARE 2 P BE - &5 - = 3R B L =W ;CaRest M3 :CARN 700 ;
fiTAE B R B R s = 3 R8T TR B OB 4 A 55 (TCOS) s SRS % s R & T EE K B 5 15
155 38 schlorIns s S04 M DRI 9 e < 06 R AT 210 3 < IR — AWK < 58 i V8 s EUK 3R 8
) s Ta B scollismycin A scollismycin B s Afifth 7] A4 (combretastatin A4) . & A
fth 7T 254U 4 ;conagenin ;crambescidin 816 ; b 32 AR FE (crisnatol) ; H & Bk IF L S ;
H BRI AT scuracin A IR IBE JF MRS seycloplatam scypemycin ; Bl A i
H ocfosfate s 40 f v il 8+ s T R e MIE Y ok 5 R B s M P V52 5 I EARAR 7 B s v
B AR s Mo ZEOKHR o7 SRR ME I s R A A dERLIACK Y B ;AR B sdidox s =4
LI B g (diethylnorspermine) ; ~ & —5- B s “EA B2, 9- ;dioxamycin ;
ORFEMBE TSR] s 2 PR s S B s 2R n) B EERIRE P ER RS S S R
JRIY sduocarmycin SA (ARAGAN 4K SERIVT (AR HIAR BT K Ui Bt KR D 2R &
Wi s CVER R R E RO EERG sMESSTTTT AU S s = B m) s BEBL R FE BT 54K
Tl B S T PR AR FE VA B AR PO SR 4 v (i ke sy FL P Ve 5 45 4 A B s JEAE m) 52 AR IR
flavopiridol ;FE Er 7] (flezelastine) ;fluasterone ;IEFVE s RN T UAE X ;
a5 50 AR 3R 48 A B AR BERNT AL B VDMK (gadolinium texaphynin) s iHFRER ;
INE AR e i v« BRI 0) 5 & PO A0 A e AR 77 shepsulfam sheregulin ;
N OB SR KL AR s W2 B 5 s KR P S48 0 s B
7w Al simatinib (4 W0, Gleevee®™ ) WK M B4 ; o 0% M BORE R 5 R - FEAE K I
F =1 SZARFNEA] s TR B s TR A& s MR AR E R 2%, 4-
PR & f E sisobengazole jisohomohalicondrin B 4Rtk &) B s jasplakinolide ;
kahalalide F ;lamellarin-N = [EEFGHS ; 22 F5 K ;leinamycin s KA 7 2 R & 15 2
W sleptolstatin ;R HHME LA MG+ s AL o« TR m B AR + EBIER + 3¢
ARER 5 SER B AR s 22 EWR I o R Ry e s 2 1 22 e A < S e 1t —BAR 2R e PR A & 4
lissoclinamide 7 ;3&%0 M| WEfE &SRR FBE W I8 R EBR 18 B OLE it H
FE slutetium texaphyrin ;lysofylline s 7&K ;3£ H B smannostatin A 3 537 5 &) it
R Dy smaspin s B BTVA IR D800 50 2R 5T <28 2 B A0 57 3R W 2R smerbarone
FH I (meterelin) s FHRZPRAG s FF 4 S i sMIF 0 570 oK HE R B o oK B 408 oK
SLALEE OKFEIR s IR DO BE s 2 R B Rm R s oKFLZENL smitotoxin AR 4EERLH A
KHF - BEE (saporin) s KILHRER ; 5LiA P T s 5 hi 7] & sErbitux A BT P IR
BRI NE T A+ DL AR 40 e B sk (A+myobacterium cell wall sk) ;SARIAET ;
R I PUIE A smycaperoxide B ;73 b AT TA 41 M BE $& BX ) smyriaporone sN— Z B Hy I AK
N— B A 28 B B i 2 < VA AR 5 I #5057 (nagrestip) 40K B + Wik /2 ¥ ;napavin ;
naphterpin s BFE 5 s R IAH SRR E (R ;)8 & KEF snisamycin *%Wﬁ%&
P 7 s A 2 A BT A4 ) snitrullyn soblimersen (Genasense®); 0,— 4 J 1 I 4 |, B

ik sokicenone s FEZH R  BIEA]ER 5 B P w) 2 s 5 FF A B soracin s D IRGEMR 715 2
) s BN s BAYD KR R 5 BV R soxaunomycin s SRAZBE B ASEE RN s R EEAT AW
palauamine s FRHEL AR 2R S THOKBEIR s NSk =1 s MRUAKSF s BI4HE &= (parabactin) ;
MAHTETT 3T 140 37513 & (peldesine) sARSERRAN sWEwIMR T 5 B POME 3% 3R FE B I

i s 55 £ sphenazinomycin sEEER RES W BREF I VA BETE 25 s Sh IR B R ZEW st
15
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FHE (M7 splacetin A splacetin B ZFE R RIS 41614 AR &Y Bk
GV - =REEY Iy N HARETE = IR e A s TR DB BERR s HI PR R J2 8 H
FEAR NG s 82 2 A- AL B G0 P8 15 55 5 88 RO C R s B O C HIELR)
Ve 3 B T 2 TR Tl B T AT 1) 70 s MR e B R AL I 1) 50 S 2058 2 LM IR Y g LB R
BRI AL AR A CHRILFY) sraf F5500) o8 8l 28 3 S0 3 sras VAR EL B L1 G R I
M sras FOHIF] sras-GAP #6715 FEGE LT sBk Re 186 ARSI s IRE R %
:RIT retinamide ;rohitukine ; & & ik ;B MEZE 70 srubiginone Bl ;ruboxyl ;70 255%
saintopin ;SarCNU ;sarcophytol A ;¥PA&#H]= ;Sdi 1 ALY &) BRETT 2 AL AT AR O H ]
F 1 IEXEZEHR A5 55 SH0H 7 s e B AAEE TR sBEIR KBS ssolverol ;
ARNZEGEA KA BT AR (sparfosic acid) sspicamycin D ;BB )T 5
splenopentin ;#4853 1 (spongistatin 1) ; fi % & sstipiamide ;8 51 B fi i DR 4100 il
7 ssulfinosine ;3% X% 7 18 MLE W PERRFE HUT ssuradista s 75 hi B s VA MIE =% fh 52
AT A 5 25 AL s S AT AR LT s B Al 2= (tecogalan sodium) ;4%
IR stellurapyrylium ;3 A S 5 82 B A0 70 5 B 50055 & JevHH s T9 & decaoxide ;
tetrazomine ;thaliblastine ;M n] 7 #& (thiocorahne) ;4 ML /MR 4 Bl 2 47 I /A &
IR IR IR 2= 2 AR Sl R R il r R BRI stin R R OB
(tin ethyl etiopurpurin) ;& FLU s =FI I MK stopsentin (FLIAKSF S5 PRANH
F IR ; = WA R H i rgr s s = F b s i B Ak 3o ke vl B2 2B HENR IR = R
BB 1) s tyrphostins sUBC I s & oK 38 ) o Wb JR AL I 52 — T AR I AR KA i MR DR 5
PRIGEGSARFETIAR] AR AR svariolin B s4ERid i ;22758 (veramine) ;verdins ;4E8
55 s KBEIE svinxaltine s BSEAPUE AREME SLERRRE A8 W R4E C AF Rl
TREEEY) (stimalamer) o

[0116]  #E B 3G MR A HE, (AR T soblimersen (Genasense®). remicade. %
PHAth 2 L 225k AT L A B 2E K ps(Decadron®) 5 [ |2 | 25 P4 A R4 L 25 25 i 4k
FEVH PR e i 5 S fi L R TR R EE R R B TT AR S S R R RS
Arisa® VERIZEE AR R RIRBELE PR KB B A BIE (xeloda) L CPT-11. TILE
a ., PEGALHITIE o (B, PEG INTRON-A) \REHhIE A ZE B IR « FUA PR K40 I8
AR TR P E . doxetaxol. pacilitaxel  KFEMg. IL-2, GM-CSF. i KR K&
HiE RIS ER . palmitronate. biaxin, FIVHZ IRJENA UBEERE . arsenic trioxide.t
F TR B % 2% (Doxil®) &AL B | T 5 7% 5 B 25 2 L M 35 A VT B (Emeyt®) &7 bk i
ARFENTH .

[0117] 5. 3 YRIT ATRES 77 ¥4

[0118] AR TIEAFEGEIT IR/ B 25 P AL 5 Ay 28 19 1L AR il pl 2%
oY DL 22 R B E A DLRIE I v . e S BT A, B AlE B FR I, RE “IR
77 48 B AE R PR S B BURRE K AE I 45 7 A K AL S B B B E Yy . itk
SCHRETAE R, BRAE A fa B, RECTRT” 48 2 fERER e a6 T Eoa e e 5 A%
BB I TE A 9% B CAZ AR I fa e () S8 38 PR R R AR Z BT 45 245 . ARG “ TiBrs A9
FEAN G E B BORAE B MREIR . HA 5 AR B I I8 T A S 1R B RAZ A RFAIE I
e i AN o8 R 1) 28 0 R Sk R 2 2 e o T2 8 P TRy PR 7 o ke S i A FH I,
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AE A ULEH, ARTE “Fili 7 AR TDT R B e B RE I R B R, A/ BROE K AR R
BORAE 19 A MG .

[0119]  dn bk ST A v s FH (), A3 i nE ” A0 s, (H AR T - Seqc s A s s o R
“CREIE” TR0 A R R S B R MLBOR KA (0 , 1K S A (H AR T I E
S B R  FLIRE B 30 s A5 e, 8 IR B TE R IR L SkE B R
a8 bR B2 5 e < e 10 168 9006« U S8 R s w3 AR es LA . 15 0 2 ML L T
WGk e A B e o P 0 M FE ARG, (E AN PR T« 150 S0 ST g | 5 o A L b 8 BRI e R
Wi () JER | I8 A B M 2 R IR B2 i (multiple brain metastase) . % JE
T S o 48 B S5 4 R S 20 T o 4t R o i ek 2 e SO R TS A R S8 A i ek 8 S0 ek o
ZER R R TR AR 2 I SR IBAT R B M A IR AT K B D R BE
2N IR BRI  Dukes  C&D &5 Ry EL 9 AN T VISR BV 45 Wi e e VR AT i e
RPEIQRIE | karo AU S M Rl Bl 40 MY 6 ] 288 < Dbk C2008 L A — AT A0 4 TR L2089 L 3R R
T 20 B bk B2 087 L 3R 52 B—Ce 11 bR B8 R AU DK B—Ce 11 9k EXLJRT o AR i 20 P 2 90 bk e 2
WAZ R W A B YR M G A U 1) B R 5 G A IR B L AL SR R VB TR L I BRI L 3R
HEIRIE  scelrodermas 38 JZIKE 98 « BEA 77 40 Mo 2 2340 o 389 A2 0E P38 LR AT T
WAL R B A R iR A5 e ] UTRR I & e B 2R R L AN o] A7) 6 140 4 s
Waldenstrom’s FERE [ MUAE ARAR Y B Bl oo MEBr B8R B OR /2 | AR A 2 A0 e BT
PR  HEECR KA TV 1R - S MERT PR VIR — AERUBME R 2 e AT — AERIUER
PERTZ B  FLSR R DRI M R IR BE s LA IE U . 72— MR e
(RIS TT S SRR B PRI o AE ) — N SEHE 77 28 TP, S e AT BUBU T HAT #RH Bk 2
PR <5 1, 0T ¥R R e A #3118

[0120] Gk SCH BT I, 8 T 3R e DA AR B 98 AU i , A “ 5 AN Ay BB I & AR
FRAE G B BAZ R HRRAE (A5 08 B E 7 5 AN Ay BB ) I AR B DR (1) i O E 7 BA & < DA
AN BB 1) AL A8 AR R R AIE B 90 BSOPREE ™ 48 02 B AN Ay BE R BRIV 45 1 1) 1L A8 AR s 5 20
[ AT 00 BT B B0 o e AR O, B4, (HANBR T < 28 PR « B B S 0 I s« 1AL TR
9o~ A8 NP 9 A TR P e  FIS R A L 9 Dk 28 1 i A T A 7 g LA A PR X e 3 A I
[0121]1 5 AA B/ IS A R AE IS )20 B0 I 1491 B8, (HAN SR T, Bl PR s A X s
I~ 5 LA IR S os « Af RS AL HE e BT AR LS PR TR IR, dfe AR s A0 4 40 2338 A 38 0 14
BB AR 5055 22 VDR VIR AR B IRAT AR SR L e PE A 2 L Bl I g (R
IR R THEA LR L sjogrens JlHE & | phylectenulosis #F5E . g FTB AL T iz« B
B PR Al PR 2 e IR 2 g i AR B PRI | R U U PR A TR A R
B Terrien’ s MMELGMEALTE IAGNEAFUZ 78 S RIETER T R 2 B HAIRE . 2
Bk 28 A5 Wegeners RPIRIE IR W JUE % .Steven’ s Johnson JJ «periphigoid 14 =] f iE
VIV A0 B B MIRE 45 775 93 SRR AR R0 L 25 5 « i K ) 2 L Sk 1A 28 L 333 ik P 22
T~ 12 P R ] 20 6 9% 12 M BRI AR 2 L SIE IR AL DX IS &5 UK S 1) 2% | Bechets i AR I 2%
Jik 2% s 28 AR ZH 2R MO K B9 « Bests 0~ Stargarts i « b T 3 BRERAR 28 L 12 PR AT X i
FIE BRI SRR 5 AR 2L sarcodisisEALAE . soriatis. 2 S J5 R A
WHERBAE 28 ELR 28 JR R PERB YT srosis p A P Im4F 4E Ak, RN RS T BT 28
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[0122]  FEAR A B E RS2 77 S 7, 5 AN Ay BE 9 I8 A2 RAE 5% ()52 98 B E AN 4 78
MO 773 38 Lo U B 7K i B 2R — 3 O IRE PR AR v 2 P B PO L8 0 U )
Fh AR RS AR T O WIBETE . HIVL B 28 A IR 38 2R A AE B R SOz 1 1 FE 2
PR S VT 28 57 98 B Ve A7 49 WU IORE P PR v I« PR 85 35 PR o LB F3 AR
S URE SR -AAIE i JR) 308 6 I PR i A T 6 28 2 2 B 4 44748 1k s S o s RS AL HE
JF R T ME 28 B TSR AAE v D B I Itz PR &5 W 2% SIEVE I 2 R MEAE AL |
4 By PR AT BRI SR 20 0 038 2 0E L 45 15 TR0 B L JBR RV T Teprosum JBCS 4545 L B8 i L =i
AU e 3 SORF BB Ge  BL R HIV S EIAL 2 M

[0123] AUk BHALRE G YT H L 8 28 R AT 1 e iR B AN Ay B8 10 I A8 AR A 2% L B DA Z N RFAE
(978 B IE YA T T (BN AR S TV E AN U I BB 38 1 T 1, DA RVR T IR DART R HAT IR T Y
BEMTTIE . AR EFEIGIT B I AE B3 W08 a0, A 5 L P i B E
TERE— P B A Lh i . Ak Bt — D (B FRIRTT IR [ T 4N RHFE R UL BG YT o
B L 1 R T TV, LRI IR R A LA T B 77k BT BUEEM S5 A8
1) I 7E° A A 2% ) 8 A e (1) B 3 B AN R PP R TG R R I T AR IR IR 4 R E5A A
[, PRI gs 7 B 3 BRI T 7 VA T AR A / dh U SR AT A8 . ARG IR ER A2 7] A%Y 5
(R T AN 75 SEANIE 2 1 36 5 P 8 8 mT A 280H T30 97 A il A0 HL e 8 B o 1) R A A 3
[RF R I 38 ) TR DL AE - ARl AR e T

[0124] AR AR R 7515 A E 1A BT BURLT AT e RE B HE AN Ay BB (9 1L A2 B3 1)
PR BURIE R (B, N8) 257 —PhEl 2 P R BH G % 0 15 AL S A B RT 245 )
B ERUEI) KB SIAR TR B S ERTE .

[0125]  FEAR B — o SE it 77 20 A, A R IR ez 3 15 AL & e IR DA B H 5 &
B R HRIE, FFLAZ 0. 10 24y 150mg/ RIFIEL 2 1E—BARM ST X, 4- (&
F)-2-(2, 6- AT (3-WRmEHL ) ) - A MW -1, 3— —f[ (Actimid™) ATLLO. 1 &4 Img/
R FNELL 2y, B 7] LG FREERE — R4 0. 1 B4 bmg MIFIEL . £ MUk sLit sy
R, 3-(4- G -1- AL -1, 3- & - FMWE —2- JE - WRIE -2, 6- i (Revimid™) T LA
215 & 25mg/ RIIFIEL ), B ] DAL R —KRE 10 24 50mg &L Z.

[0126]  7E—4F 5 BB AR S e K, 4- (&3 ) -2-(2, 6- AL B-IRiedt ) - =7 =5
MW —1, 3— - (Actimid™) PJLAZY 1.2 B 5mg/ K77 & n] A 2 PE B iR B R 1 i
TV, A — HARMSLE 7 N, 3- (4- & -1- EAR -1, 3- & - el 2- ) - IR
g ~2, 6~ i (Revimid™) FI7EAHILL Smg/ KRIIFIE LA Z, SR G 7 E 0T LA A8 N % 10,
202530 1 50mg/ Ko 7E—4F5E I AR SLiE X F, Revimi d™ AT L& 42 30mg/ K & [7) i
AL EF LY. E— BRI T, Revimid "] LL& 2247 40mg/ KK & H] Af
SRR B F

[0127]  5.3. 1 A E IEMH AR BEESITIE

[0128]  AKHKEETIEORES —MEZ P 3G S G, M/ BUEROT . IR
HHEECF ARG A 4T AR 5% 01 1 PEAG B AT 25 G 3 T LA K S8
AR SRR EEYIERTZ . AR I S T AL S B AT T I (200, i,
5.1 %Y ) o B ISR ATTHCh (0, 4l40,5. 2 FH ) .

[0129] ) £ 5 25 T S 1A 5 AL S 5 58 8 PRS00 m] A [R] B B0 2 i) 38t AH ) B A
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[F 25 25 M AT « 0 T3 S, Bl e e 45 25 B 420 (008 B PR R T3 Ml A
B (i, £E0 LD RG24 AN S AEHEN ML 2 AT FEAR ) AL SR 1697 B . AR I f
ST A YL 25 25 B8 A 2 T AR R B SE vl MR B o3 IR DI 25 247 % 20 A 5
TARSUFEARN FRULHE AE A F . 20, #40, Physicians’ Desk Reference, 1755-1760
(56thed. , 2002) .
[0130] FEAK A — AN SERM T RS, 5 IEMER S LA K A B R H — REUR
W BLZY 1 % %) 1000mg (& 41 5 2 %) 500mg () & 4] 10 £ %) 350mg [ & 8L 4] 50 &
2 200mg M EL 2. 5 I PR/ 1 2 Ak & TR Him 48 A 1 BAR Bl 4y B 75 VR T R 1)
P oa S B L P ) B R RN R R A B A B G 0 TR T PR AL A B &= RT3 ) [
B IS RIS R R R B E R B NER TR T, 5 0 ks 2
oblimersen (Genasense®). GM-CSF.G-CSF.EPO. A28 IR AR ST 5 B L iA - T | e s
e A B RR L OB R R BR VD B L ZERAS KBTI BT 2R | cox—2 #IIlF) IL2, TL8.
118+ IFN, Ara—C. KF I BB BB A K.
[0131] 7458 ML 77 &, GM-CSF.G-CSF B EPO % Rl , 7 4 8% 6 JE TG I, 78
25 REFINZE 2, A2 1 24 750mg/m’/ K, RIEL) 25 ) 500mg/m’/ K, BARIEL) 50 &
2y 250mg/m’/ K, BMIEL) 50 L) 200mg/m’/ K &L H . (EH—LETTE T, GM-CSF 1]
PLZ) 60 22 500meg/m’ [ EFH KL 2 2 /NI, BUR T4 2520 5 24 12meg/m°/ Ko 7E—4
R RISEE T &9, G-CSF al fE AT AL Imcg/kg/ KKK T 4524, S8 5 nl 4 2ok i
F3E B AT E A . G-CSF MZERRAIE R LAZY 300 (FERE /MY ) B 480meg [
BN TNEY) . fER—SLiETr R, EPO AT LA 10, 000 A7 (S RFE 3 KB 42,
[0132]  FE 57— NSLjil 77 S, Revimid™ Al PA#Y 25mg/d ) & 1A < ELIE 7] DL Z) 200 £
1,000mg/m*/d [ E A B A B EEBRBEAEEFESY. £ MrELETET,
Revimid™A] LAZY) 5 222 25mg/d [ & [l A B MG R M R H A 245, IX UL 8 #0108
FIE R B, TL-2 B¢ IFN BHTVRIT o E— M ISEiE 77 7, Revimid™ 5 Hl ZE KA AHEX
A, LAY 15mg/d [ &— H IR 30mg/d (18— H PYIR A A &k Moo [6 M £ k& 8
R BE LD
[0133]  FE5—SEiETT R H, % R AL G905 1L O R ZE K0 7] B Ve W e AR
(R AR 2 o A — MR ST 2T, AR I )% 1 1 PEAL S 4R (S 2R &) — g, 1) i
BIEMFR PR EE A .
[0134]  7E5—ANSERET R T, G T AL &Y 5 & v AR — ik, ) 2R E R R
U RS AT 4 M R e e Y R 45 24
[0135]  FES—SEMET R T, R R AL GW 5 5 iE R B EM IHE A A T
A R PR B AT M T e R T R R T A S R AN R 1 LR B A 2 o 5 R B A IRFE I
RIS B I AR, 18] HB AT 5 R PEBSEAT M ONS S [ iR B A 25 58 SRR AR BE S, 1) i
AERVEBGHATIER (15 ) B8 CEBMERG (AF) R 8 7 e A s 2 R IR B R
P i I8 BB 12 W 160 22 T 14 1 0 R 40 s 1) S B 28 24 s S AR BEAR 4G 6 1l B R
BRI MR 1 A 45 20 s 5 R A B A I TR R R ) LE B F A 2 s 5T R
ELEAH LG, M A AT PR PR S B PR W LB AR 45 2 s SISt G A 4 & 5 A
JE AN R i o3 BT 2 T B B R B 22 T 1 B 5 B A R 1) SR 45 2 55 Gliadel® AH B
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Ao 1A B B E R MG PE AN B TR 1) BB R 2 55 8 B R Ath S B SR ARG, R R
BAT R B 1B 4 e () A 45 24 s B B BEAHIE 5, 0] J8 A P 22 B R e o B 24 e
BT R B M2 MR BURAT K & T R FUR I B H 452 .

[0136]  {E 55— ANSEHETT R, S AL &5 B &S R I — kS, o) BB
BRI B A

[0137]  {E5—ANSEHETT R, % T AL B9 5 8 S — i, (A) S s 4 i i
R EELZ,

[0138]  7E 55— ANSEHETT R T, B E T AL EW S H i — i, M EE B R EEER
SRR R A2 12— DT EF, R AT S & iR — &, mEa
FERE I B EH R Y.

[0139] 7B — /NS ir =, Gl AL &5 Arisa® VERAZEE R / BUEAZ R R AH K
A B H RN SRS

[0140]  {E5—ANSZHET R, R T LAY 5 R hiE— kg, i B i E S i B
e () E 3 B — 2367 TR I B 3 B E 45 i B B e T RIU E M BB 5 2
[0141]  7E5B—ALFETT R, GE T AL 515 TR BE B FK 578 REAHBC S
M J A Dukes C&D 4517 B M 3 B2 BT IS e B M4 i B IE e T I B 40 2 .
[0142]  FES— AL R, GBI EL G S R EHhiE  xeloda 1 / B CPT-11 AHEX
A 1) A T [ PR 45 i L e 0 R 4R 24

[0143]  {E 55— ANSEHE T =, A R PR S % 8 5 AL A 05 S B A s A AR 3L B Bk, 1A
S I 1 445 P L 1 AR L B O AN AT DI BR MR M A W B R R R B 45 2
[0144] 7B —ASEfETT 9, T RS M B TIE o BCREHMbIEMES
FH R AN VIR 1 Bl 6 B T A e 1 AR 4R 2 5 B S5 AR N ZE B IR AR BE A, 1) AR TR
RSB B E R,

[0145]  {E35—ASLE R F, B AT LAY S PEG AL T IR o MBS, iEAF
WK I BB A2

[0146]  YER—ASLhE T E o, G i AL A5 SIS PIE . RHEM / 306 2 A B
A 1A B A A PR R MEE R e e S R B T A IR R R A .

[0147]  FES— AL RS, B ET AV SRR AFR 0S5 FM / 5
W M E A B, 18] AT AR karo 7 ZoME p BE 4N L (1 1w i R B 45 25 .

[0148] 7B 55— ANSEHET R T, G T AL &Y 5 F AR RK L A ECS, RS A
A — /AR R A ) AR DUSEE T B, G R AL A S R R AR L B R
A, R EEAE - Nl 0 B E A4, A — LT Ed, fEE i ams
doxetaxol AHELA, [ AT HE — /NN M i 3 ELZ BT A carbo/VP 16 FIBUT AT IR YT IG5
257,

[0149] B — AN R T, R ETHEAAY S RAA /) BUE B RS, B S
Rl pacilitaxel fl / BMIF T AHERS, G HE - /N E 0 B FH 44 2. 72— MF
SEISEHETT S, Sy i AL G5 BAS R RA GG, A TTIB B IV AR — /N2 i
BB LA,

[0150]  7E 5 — AL 77 R, AR W Gz 3 AL A9 oblimersen (Genasense®) A
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HA S A /N M e Y R R 2
[0151]  {E 55— ANSZHE T R, % i AL A4 5 B 55 06 T R K AR IR
ISPV AR L5 A i) BB S PR B8, 045, (HASPR T AT AN 4 QAR E08 L 3E — AT AN 4 Gk 2
S % 7 T— 4 Ak E088 L 3% 157 B— 40 Mok EU080 L /R O K B— 40 bl 287 3 AR % e ot ] A1
JEEME TR R R .
[0152]  {E 55— ATy &, G Ui 3 AL G5 SAZHR R TL-2 IFN.GM-CSF il / Bk
REBRAHEA, A EE SRS B BRI B E L.
[0153]  7E 5 —NSZiE Ty Em, G R A ML B9 sl B S KR A B, 1 A
(i) 5 980« B2 I A2 AR B0 118 AR — /N2 i s S0 1 R0 JS 92 s 1) B 08 25 ik 1) AR 3 2
7.
[0154]  fEB—ALHETRT, LI AT A G 5 R ZEKFS R BEFR . palmitronate.
GM-CSF. biaxin . K&EM . FiE0 . AT 2 AEBLIZ . TEN, palmidronate. J& Je i - —BEMR £h |
FER AT =S AL PEGINTRON-A KB H T & A1 I & T UM G &, 1) BB 25 Fh 2R B
PrBC 2 R M E BER BB R .
[0155]  4F 55— NSEE J7 S, % 1 55 AL S -5 R 2 R (Doxil®) K FHig Al / Sk
FEKFA (HE-REFRE® ) AHER G, M SR MBS 1 2 R E S R 452
[0156] FES— ML RS, B R EA S S B RS R & b i
1. xeloda BRAZEE Hh FERAABUE AT BI IR A T AR B A 1) B 35 P 28 2R B B 1 O S8
V8 TR e LSRR 2R M e o 1k BN S i R R PEUN BB I R A 2 .
[0157] 7R — AT R, FZ R A S xeloda 5FU/LV. & P K 7.5 B
+ T DA PR BRI K BT L ZE KA L GM-CSF . ZE SRk i A VB AZHF R IR B VB
e B85 % 2 DA B HESIRIYT | Emeyt BUEATTIELS TR A&, (] A SRS B B B
(R RTZ B (1) R 45 24
[0158]  7E 55— NSEHE T R, G WAL A5 R B TEN, fth 25 5 25 1L-2,
GM-CSF . Celebrex® & I 1A TE A A, 1o S 25 Pl 2R B3 B B 440 M g i 119) 26 2
2o P
[0159] 7R 5 — ALy R, fE T AL 545 TEN, COX-2 #7111 i Celebrex® Al
/ BETIRER AR A, (A EAE S PR BL BN BL I AR S BUR A S R e R R A A .
[0160]  {E5—ANSEHET R F, GZ AT LAY S celebrex MKFTIHE IREBLIZ . £ 7
fth . apecitabine, IFN fth 35 525 | IL-2, GM-CSF BUEA T B A TR AL &, 18] Hofg & Fih 2
B B 1 SR (1) R 4R 2
[0161] B —ANSLHET R T, GE AT LAY celebrex MKITIHE IREBLIL . £ 1
%% | apecitabine, IFN B E 25| TL-2, GM-CSF BUE AT BES TR ARG, 16 B 1l Rz e
BUR J S 2 [ 45 2
[0162] AR BE A INdE 23 GG 7 & 1 77328, %R B AT 22 4 3 1Al
BEG A ZITAARE R EE (B, A8 4T AR 5% 1 AL A4, 3L T2 Y
FTAEYD 2 BRI AV K EWYIERRT 5. T LI 730 P A7 25 10 R A TR e e ) A
FHAT B 1) A6 3, X 8 S 3 R RIE F 2 5 YR 7 R 0 I R PR B T 2 200 Ik CE A5 i i
S I R B G5 e O IR L R L B R B B B R LA L 45 B
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JE B EATRE GRERIPT — SB ZWAH RER I o 45 T A% & IR G % #k P A0 & 400 B ek 2% Bl sk 4%
P B EIE A, B R A2 o k™ B BRG] T s A HE.

[0163]  FE—TRSKHtE 77 2 H1, A K B Sy P 5 AL ST L2 0. 1 24 150mg fRIEZ) 1 2
29 50mg ALY 2 B4 25mg M EAE S0 — I AW R BIE R £ 20T 2 N B Ja B
H RS T 8E o E—RrE BISEHE T 22, AR I % 3 YA &) 5 e 1R it
P TUAR R B & R BVE G-CSF A4S &, DL e 530 — s A3 R I BIE AT, v,
{EANPRT = A Mk 2 sk /D BRI/ MR D

[0164]  FE— TS 77 S, AR B Sz 1 9 AL A Rl 5 BN B0 3s e s A 46 5, 1al i
HE A A BRI A KA SR B CA 2 NRFE 5595 A iE 1 2 3 45 24, BRI 5 9 14 1 43
AFEAEART - A - RA ARG R R MR A Y.

[0165]  7F 55— SLhti 77 P, AR B ARG IT BT A/ BlshEE R T, HEESE
HITIEMA S (B0, Z 2B G ) 4T AR I S i 35 AL S P B AT 25 i 3
AR ARG AR AR A MIEGHT 2 s R R TR AR, (AR T TR, &
IR, TS, TBOT , B YR R TR T TR s R AE - 2
ThEIT V5 AR BH G % U T PEAL G PR 5 MRS T VR R G 9702 AT e (e 1) 0 T e i 2
A BHABABEREIT TR ARSI, FATHAE A K 1 59% 14
A 5 TR — RS R, o A7 A Tn el 5 AT B R AR 5 ER

[0166]  GOAE ML B Bt i 1), A & A FE D IR AL/ B PT 5 R BT VA
KEIA B B EA A BB IAE 7732, X 8 T VA, (HAN R T FAR AT BT &R
JIVEVEY I T IEN R IZS T iE . — ME e Bl R W G )% 18 75 1Ak & ) LA R e IR MR R 7
A DAE 5 5TV R B B E R A 2 I B Jm [ R 45 2

[0167]  fE—TRSKHE T T, AR B s i W AL S PT LAZ) 0. 1 224 150mg fLiksy 1 2
2 25mg EALEZ) 2 22 10mg (& H MBS 0 B8 3E EEGR) (00, a0z 5. 2)
HEEE B, 7R TV B 2 B2 Je R H DIREGE 2

[0168]  FE—AMr e B L 77 A, AR B 5% 1 35 AL S A doxetaxol [Al AT HE — /)N
Y NI FH 425258 carbo/VP 16 FIJBUT VEIT I B 4525 .

[0169]  5.3.2 HBMEITVARISE SFH

[0170] AR AV H T kYU E £ 50% (GVHD) BIfEks. Rk, 4k B4
—MEIT VBT / B RERER T, AR S BARITIEM A G 4 T AR R E T AL
EYE AT 25 B ER BRI K G AR R iR  BE Y EET .

[0171] QARG AR N 53 B SN 1, i Y6 97 38 DU AE B B BRI AL Ry itk i
F I o B ansEREiE B — BB, BT ASTTRE G ) 3 s 4 A R R AR, 75 24T 40 Ja I v 141
e 32 L 200 L B B R A o AR B G 1 S PR AL S A RS AR TV AR B 1 B FH
AR ) B ARAS BRI B FIVE T o e ) 1, 72 A R 1 83 o, AR B W T PR A
W5 ATV — R ), B el B B3 [R]85

[0172] ARG % T A A n] 5T ISR G R, DL 5 AR N A
KEFFRAEM GVHD B R A a4k AR —PGy7 BT A/ B s e 775, &7
NS E L o7yt 11 s 1N L= 17 it O 1 G B = 74 VWl 1 RNl 1 Al =
) A (a0, N28) 451 AR B G % U 5 AL S Vel mT 25 F ) £8 VIE e K &4 SF
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W A S VIBRT 2 . &S A K I TTE T T4+ A F T R Hariri 58 AAE
2002 7 4 H 12 HIRZZH R E g LR HE 60/372, 348 2, KA N BAEMGIAE NS
*o

[0173] UK TTVE — TSkt 77 I, 78 22 kM wi e (R0 71 JE A 40 B i A2 A 2 RiT . 2
B S, ) A SEARR 1 AR 4 T AR R B S T MRS

[0174]  FES—AsLhiEr R, TAIBE G, MEAEE A2 RIEEiER N EE ST
G ST AL A

[0175]  FE 5 — AL 77 X, 7EFVE TR E 2 )G, A 2 R BB S H 4
TAERYEFRIT LR s P8 T PEAL S AR Je s o

[0176]  fE 57— 77 U, S 8 5 PEAL G A kb 22 KA B ARG e RS AL 5 MRy T
%5, A 2 KRR TG

[0177]  fE 5 — AT X, fEFE a2 o, MEE 2 R B S8 ) 3 4 T
NYERRT VR I S U AL SR ZE KA

[0178] £ 5% — LT N F, /£ 45 T mA B RGO AR FA a5, mE a1
ST UM 2 R E BRI I R F 4G T B T LA

[0179] 7B — et 77 I, 76 [FY§ CD34— e a4 E T4 2z o, Sz i 5 ik
AW PEG INTRO-A VR ALERRT ARG 2 KB #1342

[0180]  fE5— L 7 s, S W AL G S G R AT R B A BT s Wi 2
R Rl 0 A8 3 T APPSR 40 — I8 A B

[0181]  7F 5 — AL 77 3, 78 A E I SE VA B ¥ T AL E IR T4 R e, 1R N
DCEP SR 2 JE I YERRIT IS, [ A 2 R M ErBESR 1) 65 % BUE Z 2 4F 38 45 T S Y
PEAL G VDR ZE KA

[0182]  5.3.3 fEIRITVE

[0183]  FERELLSLE T R, MR F G4 T AR B T MO T a5 . TEIRIT VR A
TE— B IA) ), 7458 1045 25— BEI 1) J B 45 T3 PR, AR5 R AR 25007 o FR3RYT V2]
P30 — PR B 2 Bl V2 R T 24 14 1 R R O B D FE A VA I BIE L A/ BUR EHR YT
HOREIE

[0184]  [AIIth, £EAC K B — TR SE it 77 2 1, ARk BH Sy i A S 0 7E 4-6 A~ EJH (b
IFIEE 22 1B 2 Ji ) N, LR B R ERH G E . AR 5 RvrginanZ . £
SMGE G I, RS2, AR 5 — A BRI et 77 SNERE L s [ B &2
RGBT AR H G &Y. AR 5 — T EAR f) L 77 P, A9k 31 e )%
I PEAL S P LART B ) 5| S A R = - IR ME R B 2 R R 2, Hax BE Wl
T ISR

[0185]  FE—TASEH 7T =T, A K B Sy A AL S AL 0. 1 4 150mg/d ¥ &, & H H.
A 38 4 FERE G W 1 S 2 B Actimid™ICiE K LR ATFIE 0. 1-5mg/d [ &
H Hi#Es 252, S &4 1-10mg/d BIELE] (B ) A2 & K55 &N 50mg/d, R
FYTILAE T 2 (1 AE—45E ML T, Revimid"7E 4 B 6 I FEFA T, LLZY 5, 10 5L
25mg/ K, L LAZ) 10mg/ RIJEREH 3-4 J&, M 51525 1-2 .

[0186]  ZEARK W —NSLii TR, 78 4-6 EBTER B, D ARS 724 & W Sz dl AL
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AV ZIEVER, Horp, AE25 T 58 IR PR ZZHT 30-60 7, 45 T A R I S g A
Wa. FEARKI T —ISEET7 S, A I S B b AL S )R 38 & TR R IR & B
AL BRGNP I F KA 25 2520 90 7f o AE— MR8 I SE i 77 270, — MG
H %414 10 22 25mg/ K ¥ Revimid "%y 50 £ %) 200mg/m*/ KI5 3G V4 3-4
J, SR G I g5 25 1 B2 Ji o AR5 — BUSKE T R P, BMEILEE, 45 T4 5 £4) 10mg/ K
(¥ Actimid™F1£) 50 24 200mg/m°/ KK IS S 3-4 J&, M fE1E2) 1-2 J&.. A,
YT BEBAITIENTEIAEE N | B2 24 MG, BN 2 B2 16 DMEFR, 6L
RIIAZ) 4 B2 3 MEFR .

[0187] 5.4 Zy¥2] & Az

[0188]  ZMAH -G R] FH Tl MER A AL & AR MA SV S AR
RN e R PEAL S B AT 25 I EE IR I K-S AR AR B S Y EHTZ . A
RN 2SR R AT 3 — A2 i A 5 — Ml 22 AR 74 .

[0189] A ZW A & AR B A & — B 2 Bl BROINTE o DRI, AR R 259
AL A SO e ATF RS TR (B0, ez i AL S YA S8 TS PR ) o
PRI 55 = BRBT N B PE RS B A JF T i s (00, 6, 5.2 55995 ) o

[0190]  ZASA I BAS B ARE T AR RS (1t &80 5 T JBHIE VB B EL ) W B
Hb CBIan, B2 K S PRag T LA BRSNS (A, i R R B B IR R D
i RE A R TTREG T EE . A BART A0 B IRE, i
VE ST < E70) (5270 HEEE s i) BT OB R AR (a0, BT 35 1 BN
A TR 53T s BORG B 45 3 S8 38 ROV PR, A5 R & (49, ZK PR ERAE — K P
A4 TR & VR K A Y LV B K VA FLVR ) S VA TBRRI Rt ) 5o T 1) SR B B A A 2 TR
AT <38 T SRS 45 2 1103 TR R CH e A IRRH i 7510 5 DA S AT SR I ) USRI T 583 i
S 2R A (T, 45 G Bt e A ) o

[0191] 2RI BRI AL 0 2H Bl s TR DR 771 28 238 1Y SO R AR e AT D FH e i i3t 4T A2 4k 4615, 1
TR SR IT RS BT R AR g MV T R A b, S5 2 |0 — Ml 2
PG 7Y o FHABLER, W 18 405008 5 T3R5 AH R0 ) IR0 BRI A T, 225 B /b &
[ — M a2 PG VE R 73 o 48 IR AL 5 7R R I 3R e 777 vk DL R BB DT VA L[]
A DA AN RN 5 3% 45 AT A SIUHE AN SRR Ui =& 1 2 WL« 2 W, %40, Remington’ s
Pharmaceutical Sciences, 18th ed.,Mack Publishing, FEaston PA(1990) .

[0192] BRI ZG WAL SRR AL S A — ME 2 A A o & B B RIE DT 254 S0
TR N FARE AT, FE g 1T & E BB AIRIEE - AR5 — R RIRIE 2 5
EE T B NGRS EG I Z g, BT AR SR A F S R0 R 2 1K SE R 31 A, (HAS
BT SRS 7 B s 0, DR AL, o o 70 PT 5 A A IE T i B 405501 248 A TR
TEF o H5p 7 W 70 ) J 2 0 ] AR A 770 8 o ) 5 0 V5 T ORI S o 40, R 85 P 70 T
MG 70V LR  BA R R T 7K 20 v Tk PR A AR E R o &A1 S il i RO P R 2 0T 3K
S e A R U U DRI, A B T 5 B 25 A S AR Y LS AN L B AR D
SRR - B - o R, RECAE IR SRR R R A A L
S U] i 25 LR 1) B e AR AN S DU V% 1 ol 2 FT P Ak 22

[0193] AR E WA S AWM A S W] & A & W82 %5 T 4 s [ 2

24
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(USP) 25-NF20 (2002) A RRIEF . M5, A5 A AS Y & 2557 nl S A A] 245 &1
TETERC RG]/ AR R R o DU BAS B FUBE IO 2 B Ve PR A3 Il A 4 2=
TR A U oy A0l T T 5

[0194] 5 T 7K AT A2 33 s 26 4k & W 16 Bt i, 2 A e — 0 B B0 68 5 8 M B 43 1) e oK
i AR L, Bl nin NK (&R0, 5 % ) 7E 25 A TP ) v B AE R — PR
1 HA il 47 19 77 725 LA 52 1 570 AE — B ) py ) — S84 5T, 1 A7 AT AR E . S,
5 4, Jens T.Carstensen,Drug Stability:Principles&Practice, 2d.Ed.,Marcel
Dekker, NY, NY, 1995, pp. 379-80, =5 -, K FIHAEE IR K L84l S VIR FEAR «  HH I, 7K i
FRTP= A AR A A R B2, (R AR o A/ B A R ) e S B AE B2 Al A7 e B
A RETE BRI

[0195]  FE/K AR & B 25400 28 A AN 2 ml s 3t 4 FH TE KBRS K E 1 A, TEIR &K E
AR SE IR T Ml o R Tvh B G & VA / BUCAF 2@ 2K A/ BB,
A FUREAN 2D — S A AR B R 6 T R o T 25 D 2L A AR B A 3 2 T K R
[0196] /K25 G406 75 DA ORFF H O /K M BT i 77 V5 26 A7 o« DRI, /KA G4
PLde i A8 FH AT PR 25 2 Be 727K 70 R, LT B TEE AR Sz F. &
BN Fa5E (HART EHEH R RAERAS (B, /MR JEEaLE D
JERBEE

[0197] AR EH#— DA & WA -G AL, Formh & — PP e 2 Fha] el H v 14 a4
PR G Bkt &1, 18102 “Fa0E )7 A4, (HA R T s A5 andidh Mg |
pH ZZ M| ERZE i £k

[0198]  AIGIE I S AN AL — 4, 778 o i3 PR il 43 B S A SIS T AR 48 — LB PRI 2% 1M
AT VRS, KBRS 0, (HANR T B F S 2. AR, AR 3L () B A0 45 4 0. 10
22 2] 150mg A% & B S % 18 5 AL A P B AT 25 AT 3 R IR K G AR SR AR
AAYERTZ . LR FR 2 0. 1.1.2.5.7. 5,10, 12. 5,15, 17. 5.20.25.50.,100. 150
8% 200mg ) AR A BH G0 18 T PEAL S BT 25 F G IR K B AR AR A
YIBRT 25 75— B S TT 2, — MEIE R AL S A2 1.2.5.10.25 B 50mg ] 4- (&
B ) -2-(2,6- AR (3-WREEHE )) - AW -1, 3- 2 (Actimid™) . 7E—MMEER
SE 7T R, L AL S 2 510,25 BY 50mg Y 3— (4— & 3L —1- B AL -1, 3- & - 75
W —2— 38 ) - WRNE —2, 6 —fiil (Revimid™) . MM EH 1 249 1000mg. £ 5 £ £ 500mg.
2 10 2% 350mg. 2] 50 £ Z] 200mg I VGRS« 48R, B B I PUE 29 AR IR P
FH B e 50 B /5 167 B i 9 nE SR8 A R B Az 1 W MR S & AT AT T I
(1) [ ) 25 3 2638 1 B Dn v PR i) SR 1 0

[0199]  5.4. 1 [IARFIR

[0200] & T LVIE 45 25 AR B 25 4 G4 mT DAAS 2 2 1 570 24 00 =Xt (H A BR T 1 741
i, LR ) VB A IR EABAR R (a0, HrORRE K ) R RIR . Frdk R S
THE & B9 T B 53 9 BT DL B ARSI A~ J I 29 W 77 154 2%« 18 2 WL, Remington’ s
Pharmaceutical Sciences, 18th ed.,Mack Publishing, Easton PA(1990) .

[0201] A B SR () 1 AR RS RR A 5 R 29 A& R, 3t AE TR S W PR T 1 R
5 /b — P IEIHH 45 G i A o PTARYE BT 55 25 1 IO 50 00 2O i 8 RO R & Bl 32

25
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fRaRe B, 3& T I IRIBAR B A 770 28 BT 7R G038, (EASFR T < 7K By S i VB Sk
B3 B A A7) o 3 T 144 IR AL (2, K oKL f BR AN ) TR 7 B dE
EANET ¥y, BE, TR AR 2 RO k0] S T 700 R B 7500 8 A7)

[0202]  FFIAIEE BT H 5 T4 25, TR e AT T e S A R A o8 A Lol A T2 730 £ 10 e 7 2
PR ARER . WA &2, BRIl d e (K HEEE - KR AR BT K. Fridsfz ]
F I — 2077 1K i 4% o T, 2994 AR m] i i 35 50 5 VD R i PR B R
MREAR L AITE 73 B8 B AR A B B IR 45 A — RNR A, SR 0 75 22, 1 7= i S8 A BT =5 14
Gilbalpi e

[0203] g4, v 9] DAJEEIck P i B8 J0 1 i 4% o i R 750 mT DA 3k A 3 B AL R K DA
B = B G T 338 o oK BBk A7 AE BOSE PE R A, AR S IRIE AR &R B A . %R A
AT A I 75 BRI S KA R A P PRV AR R TRV S B Ak A A AT 28 T 1
7=

[0204]  m] FH-T- AR AR 1 JRR0 284 A g IR 77 R0 481 B0 4, (LA R T Rl & 70 JE 78 770 i
FUFRIEIE A & A T 29 A A AR ZLRRG & R HE, AEARR T « BRI . LSk Bt
EVER B RARA N B S 1t T AT o AT B v v B N M 1R L R IR 6 B IR B
FRRRBE e R K AT (B0, 234 R AP 4E R BE RIS R P RL 4P 4 K45 L %
RIS Y0 ) VIR ORI g Be il B AL AR 4 25 TR (e b PR TR R R AR 4 2 (i, 2208,
2906.2910 5 ) JER A 4ER UL ENTR G

[0205] & B M o A 4E R 2% A A K, 2 A R T BLAVICEL-PH-101,
AVICEL-PH-103AVICEL RC-581. AVICEL-PH-105( 7] WJ E FMC 2 #) American Viscose
Division, Avicel Sales,Marcus Hook, PA) 51770 A ENIRIIER &Y . — Fhds E KRS
BRI AR A Y 2 AR A e R TR A (LA AVICEL RC-581 i) o & E MK
R 7K 23 TR 57 B S I 79049, 45 AVICEL-PH-103™F13E 8 1500LM.

[0206]  BRALFT A FFRIEH T 29 A A B E 78 7 06 858, (HARR T 38 ik
FRES (40, Bk B R ) A gE R R KA Y2 | dextrates. md £ H BB AR (L
BB VER TRAL TR LA EATTRIR &Y. Ak B 2544 &4 b ARG & 70 BRAE 75 71 i A
(1) 15 29 A B AL 20 50 2240 99 EHE % .

[0207]  {EAR R EHZEH-& 4 A8 AR M 70 LA 3 FIE K MERR B R i . 5 K 2 B R )
T 70 W A7 HH 0] R A 8 A i 4 52 R/ (%) R A7) DU P 75 PR 53 S TE v 2 BE P 75 O T
RAEFRME . BHIL, AT RS RO R U, AN R 2 A KD RIA E R A g T
2R B T4 IR B P ] 4% o R 1 S AR A ol ) () I 2R g o5 A2, LI b 5 8 T A 40
AR BN Rk U2 BT 5 W, BRI G S A2 0.5 B4 15 & % 1 R
L AREL) | B 5 8 % I .

[0208] ] -T2 R BH 250 2EL A W0 A0 550 2R 1) j e R A0 (RN R T < BTG MR IR B R S
TR AT 428 SR AR A 4R 1 ACHR R 4E /R s polacri Lin 8 R L FRIE RN L E BURE
JER B A e R UL e i e e R L e AR e AR R OIS A
ARG .

[0209] W] FH T A% & BH 254 20 & W) R0 50 2L r i 3 70 9 (AN PR T < B R R 05 Aol AR R B
W, R, CHh, L AEE, HERRE, RO TRE, Hw oukE, WRRR , H AR
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REREN , W60, SAEYh (B, (e, fpkr, mH 2, 2R, B, oK
e, MERE ), MIEIREE , WIRAER , HHER AR, BE. DL EATRIREY. BHmiE
YR, B Eh AR (AEROSIL200, FH W. R. Grace Co. of Baltimore, MD i ) . & i
Tk R [ A S (FH Degussa Co. of Plano, TX #485 ) LCAB-0-SIL ( —Fh#ufig — 44k sk
i, B Cabot Co. of Boston, MA 8§85 ) \ BLRCEATTRIR G40 WA A, EE I &K T &4
EARGHZHEWBGNAML 1 EE%.

[0210]  — PP ptade () A R BH [ A4 11 570 2L 25 A A% B ez 4 PR AL A e K I LB L sk
e AT AR IR RIS B R A IR R L TE 7K B AR A A B o

[0211]  5.4. 2 ZERE5M

[0212] AR BHVE 11 A3 T DA JE o AR A e B R N B AR o R s R T 2L B 4
HRA KRG T, XK, (HEART 13k T 3£/ L F]'5 US3, 845, 770.3, 916, 899.
3,536, 809.3, 598, 123, I 4,008, 719.5, 674, 533.5, 059, 595.5, 591, 767.5, 120, 548.
5,073, 543.5, 639, 4176.5, 354, 556 1 5, 733, 566 F K FF, T— LHRIE I ANMENS % . BT
I SR AT T AR 12 3 B e R T PR 2 PV PR A 43, A B e TR e R B A L K
EMRGMER R BEE . BIE RS 2 E 0K R T8 FUE ks & B 3
PAAS TR B AR AL Pir 7 RPORE TSI BT o AR B SE 5 A N 5 2 2R ) 36 PR B ) 5, B 48 TR
SO FE BRI ), AT AR G e B DA T AR KIS . AR RE S ET NS 2
(R ERAN BRA A AL, 35 0, AEAS PR T 3 T4 DR ) v 7 B 2 VIR AN .

[0213] P =B 25477 3L A B bR bh LR — 308 i AE B 5 B A AR s 2
70 SRR, E T IR FRIAE B 220097 TP I R iV M 25 75 B R N 1) 7
F 697 B GR O T8 B0 5 G dE 2 vl PR I [R) ZE G L 45 25 A gD | BB .
PRI . A, $RE R AT TS R AR AR FH ) A TR) BB P B, v A 245 B LR B B
Tz ma g C, AR ERBRRAE.

[0214] - dRE il v B A BT 25 (RETERCS ) ORI &, DAPRE 7™ A Py
T VAT R, IR I % 4 B R T2 0 I e B DAAE — B K (I 7] P 4 RV 97 MR BT R
PR . N T AERR A AEAR N BIPE E 7KF, 3000 75 DA — 5 (103 BE AR HoRe i HE ke DL
REGYDAEAR A AU FIHEIA B B o 3 T4 B 20 (A 428 1R TBORT A A 25 A [R] PR 1R 200 T 52 281 3
B X B U ARS, (HANBE T pH R VB KB e AR IR A EAL A

[0215] 5. 4.3 B B A5

[0216]  J B A58 ] DLE I & Flig F a3 45 T, IR AR, (HA R T 5N FR ik
N CEFRERIERE ) LRSI KA . T IX S 27515 A i gent 7 838 i RARIT Bu s
(1) BB, R A BB A0 R AL () 2 TR i 1), B AR ] SR 5 25 2] 2 AT AT I 55 . W B A5
B T4, ABANPRT 7] 57 B S A v v 7] 57 B gt VR B AE 1) 24 P IO VR B 3 A4 o i T
T RN YAL 12 28N 1 M = 7 R T B I

[0217] A TR B B 4002 000 B I BAARS T ARSI AR 2 AR . 1X 4L
Bl FEHE, (HARR T =S 7K USP sk Mg A, (AR T - &AL 839K Ringer’ s 7
ST VR T ) RV S VR A ) R T AL BN VRO FLIR AL Ringer” s VESIK &5 T 7KIR & 3R
A, AR T « OBE IR O SRR T JHEE - KA, v, (HAN PR T < oK
RAT I AR AR JH 2 JBR T VTR LT TA) &5 S I S TR T AR R FR PR R I

27




CN 104606193 A w Bf B 26/33 T

[0218] LA T A FF, AT G N — A B 2 A PR R ROV A B2 AL S P mTIn N B4 1
W B AR o o IR SeAL S YD ARG B AT AR RT TN AR B G U A S )
FEATEVIRERRE . Z W, B0, L E LA US5, 134, 127, WAL AMENSTE .
[0219] 5. 4. 4 J5 FRARS B 75 A
[0220] < i W] J 5 MUAY 5 70) 4 A 4%, AELAS BRET 2 15 55 701) L A0 70 T LR TR R 7
ML 751) 52 R A 1 R R A1 0] L B B ARSI AR N R A 5 e 2 W, #130, Remington’ s
Pharmaceutical Sciences, 16™ and 18™ eds.,Mack Publishing, Easton PA(1980&1990) ;
PALJ Introduction toPharmaceutical dosage forms, 4th ed., Lea&Febiger, Philadelph
ia (1985) o J&T7E I IR YT R AL 2397 1) 7)Y T ot s gk 11 791 50 s s P T =Ko
[0221] AR B e A0 465 B0 AT FH T4 (3t o 350 MORK i 7 28 o i ) IR 700 (500, 2 s A A
R ) DA SHE B RIA T 25 W U8B RN 520 A Fn i, IF BRI 45 2 25 A & Y BT
AP IE F 8% 8 A SR B AT . MR IR MRS, 3 FH OB R TROTE A 8 (EASIR T 2K
PRI B 2 B T BT -1, 3- R A SRR S R R AR AR R e R R i DA K
EATHIR S L T8 B e FE BHLA] 240 AR FLTR BRI . a0 R 2, A m] 254 41
A PGS AN NS I R ECOREER P BN R 1 B AE AR USRS A ). 2, 4
U, Remington’ s Pharmaceutical Sciences, 16™ and 18"eds.,Mack Publishing, Easton
PA (1980&1990) .
[0222]  Z5¥ 0GP EGH AL pH 9 A] BEAT Y At — R B BiOs MR R 512 . AHAL
Y VTR BAR PRI 1 8 5 2 L Bk 0 #R] LAEAT 1 5 A 25 % 3s (&4, 1 i fig
M2 R AT INON B 25 W) A1 & W B0 Y 22 A LA R R e A8 — s 22 i 1 il 23 () 2 7K MR BROCE g
P, LSO 2952z - Y 0L, B 16 I #h mI AR Dy il 700 B0 16 D A | LA R BRI PR AL, O
VER—Fhi%ia — (R BEE — (LA o W& TR BIA R & KE Y BE R m]
— B T R A SR .
[0223]  5.4.5 WFI&
[0224]  BURLER), AR WA MR RS 3 D00 IR AN EAH R ERTB T8) S RHAS DARH IR ) i e 45 1 338 o AR
R PR A 4 — PR B, 4 A s AR AT R IR, AT AR AR B & S TR Ay ) R 4R 2
R o
[0225] < B SR )l ) G A 9 A O ) % 1 7 IR A S ) BCEE T 2 RO SR T A
AR 7/ NV = AR NN [ P25 SR 71 9 | S O N D TR i R et B s A U e = 1 A I
(3% It %231 10 obl imersen (Genasense®) 3524 . G-CSF. GM—CSF. EPO. 3135 fE ik F
E R ARSZ B B R A2 45 /K L TRN, COX-2 I 57« CUBR AT AT B BRI VD B2 M ZE K F L TL2, TL8.
IL18. Ara—C. KR 4k IR L 13 IMIR4EA K A 1R BUEAT 25 3 2, R AR AR BT A )
BCENIIRATE . BN MRy B4 848, (HARR T A F T HSCh &Y (0,
B, 5. 2 A ) .
[0226]  AKWIRAF SR — B REEH T4 TIEERs A E . ki & 6 +a
Fi, (AR T VS 28 RS W A RN
[0227] A BRI G ml Bt — D & M TR B 4 s v, LA K A] F T — PEl 2 flig
PERR > B4R 25 B0 P 2RI BAA . 90 20, 4p SRE PR R0 LA AT =37 B /] iz B A/ 245 1 [ 44 577
AU TR AL, 01237 & o A 2 A 0 B A 2 B AR 4, U6 TR R AR A AR TV A DAE
28
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G T B A4 20 AN S BURLI) VR . 7] 24 F s 4, (HANBR T 75T HIZK USP
IR A W, AR PRT SUANTE SR Ringer” s V5L F 008 VL S8 761 0 W AN &4k
PATESHR BL R FLIR 1) Ringer” s VESFR s ] LGRS A, &, EART 48 R &
TR R DLRCEAKVERA, W, (AR T ORI R R AR AR T BRI T R
LG P IR 7 Y BR AR FP R R

6. LR

[0228] ARk BH )R I St 77 20t DA R AR — PR Pk S 491 347 28451 1 A

[0229] 6. 1 4o PR A = it i T

[0230]  SZjifi— R FHIAE — Il PR 22 25 TR 22 55 FR 22 00 70 DA S 2 ok B G A 35 AL &)
TENIES G B IRV BRAE S A VLI, 1% LS AR 5 [ B A AR T F5 S 0F A 30T 11
far I HAF & RG-SR0 = HAERIVE (GLP) 2R MI#EAT .

[0231] B 5% 4- (% % ) —2-(2,6- = % AX (3- Wk ng 2 ))- 5 — & Wl Wk -1, 3- = i
(Actimid™) 3-(4- &5 —1- 4K -1, 3- & — WMk —2- 5 ) - WRNE -2, 6- —EADFIE
% (Revimid™) 7EAKZR3t A PBMC A 242 I (#) LPS— Hl 2 J&5 (1) TNF- a A sl (Muller
4%, Bioorg. Med. Chem. Lett. 9:1625-1630, 1999) . 4-( & #L )-2-(2,6- —~ H AL (3- Uk ng
B)) - AN -1, 3— ZERX PBMC 1A R4 I LPS— I Ja 1 TNF— a A2 R 416 1)
1Cy, 7 N~ 24nM (6. 55ng/mL) Fll~ 25nM (6. 83ng/mL) « EAMIFR BoR 3—-(4- &k —1- &
-1, 3- & - I —2- JE ) - URIE -2, 6- A2 H S0 S VORI L, H 2 E
by FL 200 5 BE 5. AR AR SIS UIE KUK T Y 2. 73-27. 3ng/mL (0. 01-0. TuM) ) 4- (%
) -2-(2,6— 5K (3-WRHERL ) ) — = —E MWk —1, 3- R EEXT MM. 1s A1 Hs Sultan #HJfd
FE A 50 % 4061 o

[0232]  3-(4- B HE —1- %AX -1, 3 & — Wl —2- 58 ) - WRIE -2, 6— [ X} PBMC Fll
N4 ML LPS— Hll 2 Ja 1) TNF—a A2 s i #1H1] f1) 1C5 %3 7l 4 ~ 100nM (25. 9ng/mL) Fll~
480nM (103. 6ng/mL) o FHEL 2, Y0 BE i X AE PBMC - LPS— Bl 2 J5 1 TNF—a A2 pl i 4101
H 1C 9~ 194 uM(50. 2 n g/ml) o ARANIFF EoR 3- (4- &3 —1- 4% -1, 3—- =& - 50|
Wk —2— it ) — WRIE —2, 6— [ %) 24 R 11 5 VD1 B2 i AH Ao, {H2 Eeyb ) BE i vt 50-2000 £
i FC R, T IE T- 405248 (TCR) yE AL TGRS 5 M T- 40 M 3858 , Ak & te b
FI R B i HE 2 50-100 £% 0 3— (A E 0t —1- A8 -1, 3- =& - FMIwE —2— 35 ) — RIE -2, 6- —
Al % 7E PBMC (TL-2) 8% T- 403 (IFN-v ) [ TCR 3&E4b2 JG 1 TL-2 K TEN-y 358 4 K IIAE
s YN RIEE R 50-100 15 o Ak, 3— (4- 228 —1- AR -1, 3- & — =Wk —2- 2% ) - Wk
e —2, 6- BB~ TAER DT - 2 PRGN T TL-10 P A & Ol 4T LPS— HJ3 1 B PBMC
SERET - RV T TNF-a L IL-1 8 A1 IL-6 (A4 57 & — Aoy i dl

[0233] 6.2 MM ZH i 388 5 (] 1

[0234] & — ARSI AL AP AIF A 3- (4 &AL —1- A -1, 3- & - =MWk —2- AL ) - R
g ~2, 6- i (Revimid™) FIVDRIFE R 2 2 PR (MM) 41 i R IG5 9 s B 77 1 e
B MEARFE MM 402 % M. 1S Hs Sultan.U266 F1 RPMI-8226) f) [*H]— g i ne i 4%
H LU E 40 MG S I FR 7 o A MAEAL S ERIAE DL T IR 48 /NI ARSI B e
8 /NI, GO\ [3H] - g B g B 20 H o 791 15] MM. 1S AT Hs Sultan 4HE A0 0. 4 wm Al
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1 um [y 3-(4- g dk —1- 4K -1, 3— =& - bk —2- & ) - WRIE -2, 6- ] 3R1F 50 % 1
o I BE A . AR R RE, NN A 100 wm VD R B AN BE4S 31 MM. 1S AT HsSultan
4HH 38 15 % A 20 % 4] . X LS HAR MR R 1 2.

[0235] 6.3 TR

[0236]  FEJBRIEF M rPoAL5E 3— (4- 2 B —1- 284K -1, 3— & - el —2— J& ) - WRIE -2, 6- —
Bl (Revimid ™) 0ol & FIEIR SHEERIVER . R (2/ M5 / 41 ) Beagle M), —4
REZ =R E R8s, 5 —HE2 =k EARER 3-(4- 224 -1- 5K -1,3- 2 - &
Wl W —2— 8 ) — WR WE -2, 6— - ffl (2.10 F1 20mg/keg) » 1EFr A 38 F1,3-(4- & -1- %
R -1, 3— & - Tk —2- L) - WRIE -2, 6- R AA K77 EoRE 4k 51 [ PR 2= 2 30 4B
Tt 200 ik M 25 Tl 38 A

[0237]  FrARIER 3-(A-2HE -1-F M -1, 3- & - Ik —2- ) - URIE -2, 6— F%S
O I 7 FIRE R, T B8 B2, 5 38 et HEZH A LL , ZE BRI o SRR RS G ME— B 5 =
AR AL T TAGIER 3-(4- 204 -1- 5 -1, 3- =& - Rl —2- &) - WRIE -2, 6- —
AR 2 J5, KIS A 85 5 7 (AR 94mmHg B 7+ 101mmHg) o I RFFEE |4 156 74t
IFHARERENAATRA BIZIE . KBRILYE RS EM Qte [HIFE T I mZEXTT
X BB A YR T 2 R UL 2 M A7 AE IR, I A A N2 51097 - HHRI.

[0238] 6.4 AT B BIIEIIT Y

[0239]  FE—AMRFE W SEHETT R, AR Szl AL S a5 T AR AE I R .
TEIITIEY RS AE— B TRl N 45 7 58— 0, R fa 15 25— BN TR), R PR L 2 2 Wi 4
(K25 2] o PEFRSTIE AT Pl 0 — s 22 Pl 7 vk BB 2 1 © 3 S B 2D e A — Py v i B FH
A/ B IRIT R

[0240]  FE—AMREE BISLE 7 L7, TR 1 B0 I T 1 R BA L) 4-6 T I — MRS 2, 2
fH 1B 2 e —MERFA G2 7097 M ETRPT MERGR 3-4 Ji L DA RAF 2520 1 52
EPGEIATT LA 1 A2 24 DMEFR, AL 2 DR R Y 16 ME, BHoAMRIERZ&4) 4
NELY 8 MEFR

[0241] ol 4, A — AN 4 JE BOIE IR 97 VA A, B — R, 45 T 26me/d 13- (4- & AL -1- A
-1, 3- =& - 5 —2- 5 - URNE -2, 6- ~EAME NG, £ 22 RIEIEL THEY
1 A N F W, 7R85 29 K, AR 4 T 25mg/d [ 3-(4- &k —1- AR -1, 3- =& - 7hl
W —2- 2 ) - WRIE -2, 6— —ffl.

[0242] 6.5 HEE Il PRAIE 5%

[0243]  6.5. | B R M2 R SRR G YT

[0244]  [a BB B R/ TTE PR 2 R TR B R 1 R A 2 A- (A ) -2- (2, 6- —F AR
(3- WRME L ) ) - F MWk ~1, 3 Zfi (Actimid™) . %8 RIFIGREAERE (GCP) B3R
T . BE RSN I8 E, itz A 2 KM E kel (BN / BURTAREEA), I
TERDTHAMEIRIGIT R R A PR B 7L B DT ANE IR G YT e R E R

[0245]  #R¥E Southwest Oncology Group (SWOG) brifE , 7E&EF I MAGIT 2 H UK AT
PRSI (1) BB B A N IR A 1 CHRPUIE ) . RIS IR G R R B2 SN M2 53 M
FRE A H RGN >25 % 5 Z Wi 2R 10 M s 248 g 11 B8 R I, S 76 T80T B8 A v B A 21 R V2 i
PEE G B N RECE AR I R38N . B mIAE 2 BTSSP R B s T, 045 s G
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P HAMZYE. e B8 FEEA 0-2 1) Zubrod £ 71R4 .

[0246]  4-( 2B )-2-(2,6— (AR (3— WRWE &L )) — = &Ik —1, 3— Zf LA 1.2.5 BY
10mg/ REF &L T B3, R 2 2 4 AE RPN EKT T, AT 3 L EE SN s&R
FR KL R IR 2525, Fra MRS RS R ERE (EEAZ M2 G20 2 /N
ARG ) 25T o 4- (&AL ) —2- (2, 6— AR (3-URIEHE ) ) — e MWk -1, 3— R % Fh
7 & DL EFAERGA 2, XA AR R UARY B I R B R R A & 4- (2L ) -2-(2, 6 %
R (3-WRIEIE ) ) - 7 AN -1, 3- R (Img/ K ), M4BTI E M 22 4 MERNTR 22 PErf 7 22
JEEIEIME N — MR E R EKTE . R = AP H— AR E AT N I &R RE
FEEME (DLT) , B4 A AN = B E BB I B BB RIS 400 F o R G R = AN EA
NI DLT, M FR ) & F 28 R — N 7= 28 5 DU R 77 S0 in 55 & B 2 23k MTD
K EGE B B KR HFIE (10mg/ K ) o SRT, AR =AM A KRB G FHIL T DLT, §UA A2
BIE T MTD 7KFo R S 4= B3 A AN BCE 2 (1 NI DLT, MTD ik Aeid &,
=R AE R S IR AR E AKCE o L E MTD (17K F . — H MTD 4 5E , 4 D 734k
() 8 2 SN B Bk, IR, AL 10 A7 83 DL MTD 7 & TIRIT

[0247]  FEES 1 AIEE 8 K, ARHE LA SRAMLF RBUIAE Tt 254K80 117 580 45 2000 4
Z5)5 0. 25.0.5.0. 75.1.1. 5.2.2. 5.3.4.6.8.10. 12, 18 1 24 /NI o £ 45 J& e B2 B i ke
THAE 4- (2 ) —2-(2, 6— Z5 A G-WRIEH: ) ) - 7 &M -1, 3- ZF/KF. BT
Y824 5 IS 8] 1) B, PR S B A PR <0 & 4.4 % 8.8 & 1281 12 & 24 /NI, BT AERT
5T 3 T8) B 5 IR 1) P W 00 B P A i AiE %2« ECGs I AR IREG YA (HLRAL 2 L MLV Ik 2
MR IR 34 ) ARG, 158 IR 1) 22 Pk

[0248]  [n] ST 2 R VEEEER B 4 T8 - ME - RIER 4- (20 ) -2-(2, 6- 44X
(3- WRWERE )) — S~ MW -1, 3— HZ J543 2 B A 8] ) 25 4K8) 772 0 e 4 SR ACSRAE SR 1
MR 2 o BdE TR, 4- (2L ) -2- (2, 6- AR (3-WRmE AL ) ) - 5 &Mk -1, 3- —fRE
RN Z RV R R T IR E K A RRE ORI, RS | RINAZ)E 2.5
A1 2. 8 /NI Z [8) AL AE SR 4 4524 5 3-4 /NI Z TR A P T, A AL SRS B K ML 3R o 7E
BIE Co S, A B & R CLEEAE T 0T B T BRAH 2 A6 T35 1 RFIES 4 T8
(12525 5 3-10 /NI 2 ]

[0249]  IXELEGPEIERI, EL A 4 B2 )G, 4- (2L ) -2-(2,6- 5 G- WRIEH ))- 7
AW -1, 3- B RR] T —EMRUNEE (LB E N~ 1. 02 % 1. 52,AUC
HIF BRI~ 0. 94 £ 1. 62) o AUC (., H1 C,, FEAE I E RGN, ZEA L p bl PR R 38 .
257 5 UL By 4- (B ) —2- (2, 6- AN (3- WREESH: ) ) — ¢ &M -1, 3— 5= 7]
TEEE 1 RMEE A AR =4 3.2 ~F1 2.2 ~ 510 Cupo LR, FIEIBIN 5 65, 55 1 KA
4 JE ) AUC o 73 BIBE NS 3.6 ~F1 2. 3 ~f,

[0250] 1
[0251]  Actimid"7ER K2 KIS B B8 P AR 12255
[0252]
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Bk 1mg(N=6) 2mg(N=2) Smg(N=3)
%1%
Conax ng/mL 15.03(4.04) 24.4%(12.1) 48.56(14.03)
timas h 3.3(2.6) 2.7%(0.3) 2.3(0.3)
AUCp.y | ngh/mL 152.90(36.62) 279.18(51.10) 593.10(335.23)
AUC.0 134.21(27.14) 249.57(29.26) 520.94(267.32)
t'; h 7.3(3.4) 6.3(1.4) 6.5(2.2)
CL/F mL/min 114.75(29.20) 121.43(22.22) 182.31(117.06)
V/f L 69.55(44.97) 65.31(2.80) 87.24(22.61)
[0253] t = 24 /NI N/A =A0]18
[0254] K2
[0255] ZFNEOMREZ Actimid™G (1.2 F1 5mg/ K ) MERMEZ K& TR ELETH
ZiRBN 1S
[0256]
£ Img(N=5) 2mg(N=2) Smg(N=3)
%4
Cmax ng/mL 23.20(7.48) 30.05%(15.64) 58.07(38.08)
tmas h 3.6(1.5) 2.8%(0.3) 5.0(2.6)
AUC(().OO) ng. h/mL N/ A N/ A N/ A
AUC . 239.31(122.59) 269.36(186.34) 597.24(354.23)
t'/ h 6.2%(0.6) 7.7(2.8) 7.8(4.0)
CL/F mL/min 87.85(48.48) 162.68(112.54) 207.50(175.41)
V/f L 41.35%(8.84) 95.04(35.39) 103.95(27.25)
[0257] T = 24 /NEF
[0258] N/A = An]{5
[0259] #N = 3N iE
[0260]  6.5.2T B kML K EEEETIEIT
[0261] AT 3-(U-F 3 -1-H AL -1,3- & - 5 W W —2- L) - IR ng -2, 6— — i

(Revimid™) H9—J51 1 I PRI Al S0 A0 P 5 5 5 T A2 o O AT 2
FIE (ITD) o 24 R T EFHAR SR 3- (4- U -1 U -1, 3- —% - S —2- 3£) IR
WE -2, 6= B CIA 4 B, X BB SO0 A E 3 (4 A -1 AR -1, 3 A - |
W —2- 5 ) — WRNE -2, 6- R A 2 45k HRAJLL bmg/ RIFIE L F 3-(4- &% -1- &
-1, 3 1% — SV 2 3 ) — WRIE —2, 6- RN I Bk L S AU BT 10,25 A0
50mg/ Ko fE 28 KWL EFH MTEE &, LI BAIREE B4 I &R AFVT
BPE (OLT) BB IRy Kiayr. fE5— W vkl 8 B EI M, IR E B 52 ek
FuBE (NCI) 3 5 PEFR#E (National Cancer Institute(NCI)Common Toxicity Criteria)
X LERIE IR 4. AR B T DLT (3 4B w40 AR — MUcPESE P B 4 00
BRI ) MBI |

[0262] WA T, A2 EHESE. IhANEEEAREREZ KIEE#ERE, B
18(72% ) Bty TR AL, AR BF P, 15 i L2 T AR T, 16
i B MR . JeRTIT TR TIIEOY 32 6 B ) .
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[0263] 7R | RAIEE 28 K, RAEMAEFPREE T W 2430 1% 550 4R DL R
IR 26, A MRE (A 2507 8 25)5 0. 25.0.5.0. 75.1.1.5.2.2. 5.3.4.6.8.10.12.18 fl 24
INEF o A, FE AR A B PR U7 [l SR BRI DA A 3- (4- &k —1- AR -1, 3- =& - Hml
W —2— J& ) — URIE -2, 6— ERIZK o MRHE DA 45 24 i i i [R) () bR R AR IR A B RV 0 &
4.4 % 8.8 & 12,12 F 24 /N o I XS MLIE AN 24— /NI USCEE I R M- 88 (1 8 v (Gl
Go B Bk YA ), FIHAE e I 2k 55 2 A 4 A AR H (BRAE R A& IR ) G
FULTR B 375 54 280 24— /NS 28 11 S0 D 52 B IR 9T I R A5 0 o DA AR &S bRy 7,
W F R W B R B B 24~ /NI R B AV WA B 22 R — NI BI7K P, MR TR AR5
3.6 Fil 12 HSLifiargE 2 R / SR UG A . 28— RIGITHARIPT D 45 RAFE T o

[0264]  JET FIRP IR AL BB 115 i Bon, 2 kMg diE 8% (nEREE
HHFTILE ) B AUC B C, (EHFEE 5 - 12 - &R A Ll f38 . #Eim, 7245 T AH
IR 3-(4- &5 -1- EAAR -1, 3- =& - FmIk -2- 2 ) - IR -2, 6- ZFlZ 5, 5
M AUC, o FIZ IS AUC (. LR, A IEE SR 2 RIS AT A T ERIE.
g FE IR BRI AN AR AL, A AL MR T 0. A G, AT AUC AL B R ki, 2 R Vi
BB E N REERMN S TEREEMEES, mMEHREUETERESES, KM% N
HEENEIMERZE (M2 REFERAIRmNER) H—3. &)5,3-U-2d5 -1- 4
-1, 3- & - FMIE —2- JE ) - WRIE -2, 6- ERAE R EAAAREE (T 8 /N, R
17 /N ) BT EEEIRE.

[0265]  {EULHFFEAR, 3541 3 N8 UL Smg/ KEIFIEIRTT 28 K, M A TATHIA EiR
RYPEME OLT) HI. 5 Ar 3 NMEFHMG U 10mg/ RIFIEHHEIT . £4THE A
10mg/ RFIEM 3 (4- 20k -1- AR -1, 3— =& - ReMlk —2- &) — WRIE -2, 6— [ £ ¥
i, 3RA3 T AR L 52 V.

[0266]  6.5.3 SEARBIHVRIT

[0267]  {E A 5 PP ) SR 19 8 3 TP AT 3- (4- &3t -1 AR -1, 3- A - Fml
Wk —2- J5 ) - WRNE -2, 6- —ff (Revimid ™) FUMFA, X SL SRR AFG Bk AR (13) 5
BgeE (2) AR DR S PR R R (D) VB (D WFLIE (1) FINSCLC(2) o HBE %2
5mg/ RAVERY 3-(4- & A -1- A -1, 3- =& - Wk —2- ) - URNE -2, 6- AL 7
T, BRIGEF T R IAINZE 10mg/ - 25mg/ K1 50mg/ K, mttira: 4 JH e 7. R mE e
TARFIIERR, W e A E NIC 4 B (Named Patients) BHTVRIT .

[0268]  ZHF A AECYIHAZEE] 20 7 &5, BEJE 30 16 LN ('8 L RRE NSCLC. S /]
B g AL CEME R AR () VB 4IUE (), RN REITIE . 16 &S E S T 5
JE BN 7 & 25mg/ K 50mg/ K. 75mg/ K 100mg/ K. 125mg/ KA 150mg/ K EF4: 6 JE T
I 6], HAE 2 fa B nyaIT 6 Ji.

[0269] 1 AW 90 4 15 v Bl e 3- (4 &AL -1- AR -1, 3- & - Wk —2- 2L ) - R
g —2, 6— — [ A5 700 [F 1 S A 98 RN/ B Ibk BB AR R R B B KT A2 70 & (MTD) , [ I A o
3-(4- E At —1- AR —1, 3- =& - MW —2- 3 ) - WRE -2, 6- AR B PR E) 7
VR BIVE R . BFAR BT B, R T AN EaREZ, bREEED 34
BETLZAE T T 28 KRIBIT. HB—AnEH 3-4- &2 -1- 88 -1, 3- =& - 7H
Wk —2- JE ) - WRIE -2, 6- —FRREFIE N dmg/ K. RERA #M, BFHHESNnE
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10.20.25 1 30mg/ K.

[0270]  FERLAFFEH, MTD 4% 5E XX ke —Fl mif & AR E T, 6 LR ITINEE
/DT 2 4 BERA I 3 B EREE - R B 4 R ECE ™ IR M
Yo R — R — SRR, =4 — &S BT 3=, W =4 in e
TR IX—RERERRIT W, 6 LA A 2 42 BE HIL T DLT, WA NZA it 7 MTD.,
AN DI ISR &, BN R 2 S NN B LLRT R =K . 3- (4- &k -1- AR -1, 3-
A - Ml -2 B ) - WRIE -2, 6 R )5 B AT, B A BIAK MTD, BRIAK & s i H A

=

Ho

[0271]  FEIRES S AT 20 A 838, WA I DLTs. fES AR 20 £7i58 3 F 1)
13 fr i3, VA 2 Ak — 38 2, BB vic & B FH DL 2 160mg/ R E2I69T
[0272]  6.5. 4 P H R NG T

[0273]  Sji i il 3% AW B AL A o0t f 2 R ME L B RS PR s s e AR I B 1 . AR p i
THREE A TR R MR ER 3-(4- 20t -1- 540 -1, 3- =& - MWk —2- 2t ) - ik
WE -2, 6- - B %2 218 Lk s KT 32 7 & MTD) o« W IS #5E 3- (4- 2l 2 —1-
-1, 3- & - FWImE —2- ) - IR -2, 6- BB RTHEEE TS BN s 2 B, [
INf, A3 A PO ATLRE T P 2 52 AR B AN A A1 L35 T8 TR Rl I I 5 42 57 544 A I8 A 1 3%
A4 (surrogate end point) FHIRHIIRZE MEIE .

[0274]  FE—HMEFEZ 2. bmg/m’/ RIFHI &, FHEFLE 4- FMPEIR . 28— 4- A E
Wiy, 3- (4 2k -1 AR -1, 3- & - Ik —2- B ) - WRIE -2, 6- ARG A —
UG FFEE 3 J, Z R 1 B tRATE LU AMRAE, S8R T 1 ANBIT IR IR ) 885 T AT
T3 3 (4 -1- AR -1, 3- A - IR -2- AR ) - URIE -2, 6- EREVEIT RIS cE
g6, BF VTR E, B & T 0 Bl R R, B MR M — AH OC FPREIR 1 i w
2P B9RD IR GOIESE , B3 A 3— (4 &0k —1- A -1, 3 & - eIk —2- 2 ) - IR
WE -2, 6— ~FRRYEIT FIRE T A AR . Hk, RIS F R ACE N T 1 IR B
TNy B NEBATE R R T R A RS 3-(4- & -1- EA -1, 3- & - 7k —2- 28 ) - Rk
WE -2, 6— EAAHIC BRI A, 283 42 RECGEFL IR (28— RAGHS +2 JE RN H] ) $IKE
k. AN TIERMIMIER A HIL T DLT 95, L FF HBAATRRIE . DLT 8w XAk 4% A
RN EGAT O G IT AR — MRS SR 200 >3 2 55 PR B S DL B AT 4 RtE
o TESE—MEA I DLT, 3 B iRBa 7 A N BB, 0 75 BUE A58 .

[0275]  3-(4- & —1- AR -1, 3- =& - ReWIWk —2- & ) - WRIE -2, 6- FRA=FE 5
BINA 5.8.11.15 F1 20mg/m’/ K, EL & f e HA & 40mg. HEFEA s — &K P
% 3-(4- 2 -1-FHAR -1, 3- A - Bk —2- B ) - URNE -2, 6- ZFRRY 4- FEIEERIGRIT,
HAEW L T2 13 briE o 1 — S AwitE

[0276]  FERFASHHZER 3 fr i . R R A A HIL T DLT, fEiZ%r E R &K T T, 1%
AN 3AFE IR o R AN 3 I T DLTs, MTD (458 SN AEMFIE T, B
ST 1/3 EF HIL T DLT) ok, 3 BAESGHT 55 & D 75250 4 DL B
HATIRIT

[0277]  FE55— 4- JEAWEFAEIT 5, I T DLT (83 00 % 1058, BRAEMATTN VR IT
RAET NERR . XTI T 4- JBEIT H¥%A ML DLT SR 5 HBL T 3 4%
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B4 AL PR / SR M e s e i 2, R Ie > 1 . WSRAE 3 2 I EEE
Gff e <24, BFRVUMET SEEENAIER N ACEASE (B0 RS2 DU —BEE 57
BACEATIRIT , MEF WA 50% ) HATIRIT . IRUEAE 3 B Z W, 3 B 4 TR &
2 < PR, B IBE/E AR R T A E 1 3 iR R, LR IR,
[0278]  fE45 T 3-(4- & Jk —1- %X -1, 3- =& - Wk —2- J& ) - WRIE -2, 6- il (1
K) F—ADHNEZRTUASZJEH0.5.1.2.4.6.8.24 F1 48 /NIF, RAEZREN S REAR . R
FEARRTAESE 7,21 RINGZTHIFIEE 21 REGZAJE 5 0. 5.1.2.4.6.8 Fll 24 /NP BEAT , AVEAl £2
S —IRARY 3-(4- & -1 AR -1, 3- & - Ik —2- JE ) - IR -2, 6- —EKF .
[0279]  6.5.5 B R PR 2R IT

[0280] R ELRETE BRI B HUA UL Smg/ RIFIELS T 3- (4-E I -1- A48 -1, 3- =
A - FMIvE —2- L) - URIE -2, 6 R (Revmid™) , #5827 K. SRa, FIER 7 KoHEmaE
10mg/ K 25mg/ KA 50mg/ K, Frak a4 BT RE . fEITE T, /25— 4 BRGRIT
H, I3 E TR 5 N EIR TR IR Ak, BOR IR T RS FER AR
s 6 Ardiss ) R AR ) MDY (U6 EEE ) gl | I Rg . NERE
B2 6 A o AR BN, AR WA & A A BRGEiuE iR, 35 B RN B A S E
A SR G2 1 5 5T

[0281] 6. 5.6 & K& 1B 1 £ & g s i Ve TT

[0282] WG 4232 5D =Ry T VAHAR S RUR I H B AR BUIR 22 | m MR 92D B )
BRIRD I, 2 R R 12 Dune—Salmon TTT #H22  PE BE5R 1 22, 45 4-6 D E
FEL (B0mg FHIKA 25 ) ARG AT A A Y (£ 1-150mg B H LIRSS 2 ) FiHbZEXK
P (40mg/ K, B 1-4 RIORGZ ) MG IRREATELAEIT, B2 4 MEFK. #51 K%
TR H 25T AR A G % 1 5 AL A A 9 10 AR 2 KA 2R T 2 R T L e
AR S AL AR 45 25 5 S S R ZE K RA 4 25 M 45 4 1097 8 T PEAR v BLAE
TRVATT B EE 2 R Ve BER S T A B) TR LT (N 52, Q0 AR, FLFIUG 45 S 95 RS
[0283] b SCHTIA R R B I SL i 75 S R P 1), AT AT AR A b AN 53 T BAIA TR 2
B ] DA 8 TEEU R AL B M BRI AE B SN, 10 AN 75 B AT R 56 . B
IR L AN VA S AT AR G 2 7 1, F HAEBOR ZE R BT &
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Revimid™ F= 3 #) B e 2 MM 4 ie, 36 78 44 R

MM.1S & Jie, Hs Suitan 49 50,
15 L ¥ &
f ' W ) B
10 . . 7 , i X ‘
11 s /
- o &
2 0 2
x x ¢
< 13 . = Revimiﬁm
% Revimid & 3
1.3
4
o8 1
g . G
& ooy aomgioaor 4t E I 1< T+ O Goooy QT Gt QY % W WO
Thal { IMIDs (M) That / IMiOs (uM)
A 41
& AR W IMiD!
A Revimid ™ ® IMiD2
K1
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