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1. il A8 R S w] VT Bk Eh R IR SR ) VT ¥R TR 5 vk, AU -
a) K 2R IE BER)VT B R R IR BE R VT ISR A 20 1A FR %6 22 30 1A %6 LI AR 8 W
(RIS FR S DA BT R s LA %
b) FHAET AT AT
FErp TR Rk SRV T B PR AR SRV TR TGRS A KT 0. 9% [R5 R VT (11
BUE v e ansX 11 Brzs i HPl,
HO™™Y

N N 0,
Cl’r O:[\{\>_\_>—OH
1T

Horh R HPL 2R N AZ7E R HPL ().

2. Tl A& IRIE B VT B R R AR SR VT TR B v, AL

a) T R IE SR VT B IR AR IR SR VT AR 5 20 1R R % 22 30 1A % L AR 8 W
(BT LR BT AT s DA

b) AR AT TR T

HoAp BTR AR SR VT sk ER IR AR BER) VT T IR & A AN KT 0. 5% 2R IA B =] VT (1 TH
FH 4 e sX 1T Frosir) oL,

HO™
N N 0
le @:h?_\_}—OH
A 11

Hor TR HPL 2B AZZE R HPL [t
FRPEARNELR 1 17575, o ik SRERR &R 30% o
FRPEARNEL R 1 19753, Hh REFRIAE R TR A .
FRIEAURNE SR 4 197575, A EH 2 H 8RR .
FRPEAURNE SR 1 1570, Hodh 2R B R] VT s b R AR IA S =) VT IR 20 2-5mg/mL.
WA, HAREBCR TR 1-6 2 — BTk 7753545
CRIERRE SR 1 vk, AP b) A
) G T RNATRA 5 2T —40°CHIEEE, AR B A
u)@%%ém%%ﬁfmcjﬁ%zmci¢2¢ﬁ;
i11) B RERSEEEYIREE -40°CE -10CISE — TIRERE, U TSR
iv) fREFE 10 2 70 A/
v) BT IRE RS ATIRE R 25°CE A0 CRIS —THRIRE LR
vii) BREE D & 40 AN/, DUE A Ik S E] VT s BRIk S H] VT R T
9. MARBOREEK 8 (17732, Hoh ik SEERIR A 20% %2 30% o
10. FRABEBCRIELSK 9 17732, Hrp ik CRERIRE A 30%
L1 TR A, HARPEAR B R 8-10 2 —Frid i) i3k
12. WRAEBCRIER 1 773, bR b) A4
2

© N> oo w
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i) BHET RIS RS R -50°C, LB A IR E R

1) (A VRBTORFRAE -50°CE /D 2 /NI A 4 /NI

ii1) ZR1EE SR -20C 2 -12°CHSE — TS, U TS

iv) fRFELESE— T HRIEE 10 & 48 /N

v) BT IRER SRS S 25°CE 40°CHIEE T g LU

vii) PREFIESE TR E 2 /b 5 /N2 20 /A

13. FRPEBCRIE SR 12 19751, Horp Bk SRk B 2 30 % .

14, WK, HARIEBCR K 12-13 22— Pk 77 VE3k 15 .

15. MRAEARNESR 1 53, bR b) 36 1) FFUALE 5°C IR AR T N33R
i1) 7€ 8 /NI TRE -50°C3iii) FREFFE -50°C 4 /NI siv) 78 3 /NI I TTIRIE 2 -20°C;
v) 1E —20°CLREF 6 /NET 5vi) 78 1 /NN TIRE 2R -15°C vii) fREFLE -15°C 20 /NHT 5
viii) 7€ 0.5 /NI TATHRE R -12°C six) fREFAE -12°C 15.5 /M 5x) 78 15 /MBI
R 25 C A 40°CBUE FRAE sxi) fRFFAE 25°C A 40°C 10 /pB sxii) 78 1 /NPy i
FEZ A0°C;BA K xiii) FREFFE 40°C 5 /I sxiv) 7€ 5°C, 13. bpsi [Ty T EIEAE M 2 252
T R B RS D PSRRI v, v, vi, vid, vidd M ix BRI D8 150
K B8 IR TP IR x, xi, xii Fxiii BRIk 50 K.

16. FRIEBRIESR 15 (1A, DI (x) 78 15 /MR TR 2 30-35°C.

17, VTR A, HARPEACRIEE R 15 5 16 (3T A HI % 13 2

18. RT3, B FE WL 15mg/mL (A IE B w] VT BUER R 2518 5 w] VT, W 0-30mg/mL
W H BB, W 30 AR % 1 ST LA S K o

19. VRT3, FL BRI EEK 18 (R il il o

20. KIEBEFEYT RV TR 2544, A0 4% 15me/mL () R 4538 B R VT, 25. Smg/mL i
HEREE, 30 AR % (1 SEELL KK
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KIEEA T AT AHYESY

[0001] A HEiE & [E Br B i PCT/US2006,/001308 - 2007 4 7 H 16 HuEA P E EHFK I E .
HE 5 4 200680002440. 4. & B TR K “RIEERTTIHT 29457 5 E Wik .

R G

[0002] AR K A TR 7 2 M IRAS , JCHAZ I MR AN B 5 e e M5 1K 25 )
AEPAIE R, AR R AR R TT, U R RITRIA RN, i h B 1k )
T 23] .

AR

[0003] AU BHESK 2005 4F 1 F 14 HRATHI A K “ RIS SRV T 29454 (Bendamustine
Pharmaceutical Compositions) ”HJ3E E H1E 60/644, 354 B S, H DL4 e, AL 45 B Fi
B R BRSNS

[0004] DL Ui B ALFE AT BEXT B A R A VG B o FEA AW EE B2 A
KRB A FE E SR AR 1 & B AH O, B 0 A 1 BRI 7 5 | FH I H o 2 A £
Ko

[0005] T HH T AR KSR P 1R s B S N, M DATEC il s 24 5, L R DAVR T I T 2L fE
I25 2, YR T IE X T BEAE 45 200 HH AR B Bt TAE N AT 26, W K E% . — B AL

TR, BT EE By DR A 7K e A P i Pt XTI, 203 1A ) 06 0 A B2 J AT g
Mo F 252,
[0006]  ZRIKZEHE] VT, (4-(5-[ = (- LHE) &I 1-1- FIE -2 ZIFmRme st | TR A2
AR IR M IR (1) AE M R 2544, A5t rh S MR (W T, R 2 3h 2R A 5 )
)
[0007]

™Y

SO0 Do e

cl N\

[0oo8] K I

[0009]  ZRIAZEW) VT S )G T 1963 478 & & I E LM E (GDR), A 1971 4 &2 1992
AR LML X TT LLR 44 Cytostasan ® 3% 2. MBI LA S, 28 18 55 =) 7T 76 78 [ DL Ry & 44
Ribomustin ® b 1. ARIATEH)YT ARG Z A% F T30 77 12 PRIk O 40 Mo 1 s 28 7 4
55 (Hodgkin' s disease) JFE A EWER (non-Hodgkin’ s lymphoma) .22 & M e 6
AL BRI o

[0010]  HH T HARKEWE T BEME ( SHBEEIFELL) , KR A)TT LT e .
WA 2R SRV T IR T 6057 (Ribomustin ® ) 7E Ak RIW I 5 TP & A HhER KA
SERVT A H S8, H TR EFHIK AT . w080 2 8 TR At . Kk, 1%
i RATAERR (B EH /NI P o IR 2R SRV T IR T i35 23 A ] Be e ekl 24 1) A S0 1)

4
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F /B Tl e 245 0 Bt B S R R B R A 400

[o011]  H AT, 218 LA VT 4% Bl il e A 50mL (/M H &4 100mg 2598438 &1~ 20mL (1]
INEH B 25mg YW EIEE S TR R o 3T /M I R E I IN RS R] R kb 5 25 H 251
I ) . 7 it AT 40mL (% T 100mg RS ) B 10mL (X T 25mg Ak ) MG KR
o B r-yidt— M 500mL 2 0.9 % SALENE SRR . 45 Z0IRAE  FR KA 30-60
AN

[0012] A 40mL Jo R S /K B I, /NI R IA SR VT 7R SRAEAT T ASE 7 /NI, B
7E 2-8°CHEAF FASE 6 Ko 500mL VR AR AL INAE /M RIS G 10 7 /N Y ) R 25 25 (iR
ERAWIEER TELL) o

[0013]  IRAREEANTIHE T AREREE M. mRHRE SR, BEFEDR /D 15 7580, FT
RE T KL 30 08l B T T 058 B2 i 1Ad Bedr B B\ SR U BRATURH 2% 1) 2 41,
T KA 1% i KRR VR SRS A A R a8 5 w) VT AE 7K it K I TR) () 22 B 9 n 17 2 20
H= Y B T e

[o014] [, fFEEX 5 TR %, I H BA WA KA a0V TR T 05 GRTRAR) B
(R 24% 50 3 AT R 280K 5w T T R TR R 7 =K

[0015]  fE[E (GDR) LA No. 34727 AJT T 4 1 ALK o -[6- — - (B-RLE)- &
F - IR ML - (2) ] - BEGERR IR I T4

[oo16]  7E[H (GDR) &M No. 80967 AFF T v-[1- L -5- = -(B-HLIH)-2
FEK ML —(2) 1- T IR £R IR £h B3 S 7)o

[0017] & (GDR) & No. 159877 I T il #% 4-[1- Pk -5- = (2- W LH) BHE -
FRDK ML —2] - T BRI 7 V2% o

[0018]  ##[H (GDR) &) No. 159289 A TF T AIA TR VT HIVE B o

[0019] Ribomustin ® ZK & % &) VT 72 %t & 8 #4 Bl (2002 4 1 H ¥ 81 ) http://www.
ribosepharm. de/pdf/ribomustin bendamustin/productmonograph. pdf & fit 7 H =%
Ribomustin ®KI{E &, ELAE ™ S vt 4o

[0020]  Ni % A 4RI, WA 25 R SarCNU 8 40 0T B L A8 48 4 BR  — FF 3 0 AL, R I
(methylhydroxy) - 7K8% TBA/ /KIEEWH & e (Ni et al. (2001) Intl. J. Phamaceutics
226 :39-46) .

[0021] ¥R BA B8 Ik i 2 A A0 2 0 IR, 23 L4 21 56 1B & R No. 5, 418, 223 55, 413, 995 ;5
5, 268, 368 ;, 227, 374 ;5, 130, 305 ;4, 659, 699 ;4, 537, 883 Fl 5, 066, 647,

[0022]  VRTEITFHBEBEZ (1fosfamide) 2 FF T Fx A4 No. WO 2003/066027 535 [H
+H| No. 6, 613,927 ;5, 750, 131 ;5,972,912 ;5, 227, 373 F1 5, 204, 335 .,

[0023]  Teagarden ¢ AN /ATF T 18K PGE-1 W AR AT LR RS T I R v i i) j8 1T B 471)
FRER E-1 [T (36 LR No. 5, 770, 230)

[0024]  Jx WIMEIR

[0025] AU B RASE MBS A G, TH R GT RE AT, LA HARRIT %
R R A, JOH A2 PR T R ) B e P o IR H

[0026] AR B — AN L7 St AR SR VT M-S, AR S/ AR T4
0.5% 22y 0.9% ((HARRERNTHIA G340 89 HPL, a1k 1T for,
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[0027]

Ho/\N . .

Cl/l/ \C['\?—\_}—OH
[0028] {11
[0020] Bl L ik HP1 R AEA SO I8 B w] VT 1R T 29 A6 8 5 I Z I A
TER HPL [ o EALIE St 7 &b, RIRSE RV T A MAEW EAAKRTL0.5% (HRE
SEEYT IR E 40 Ee ) 1 HPL IR A K T2 0. 45 %, BAREA K T4 0. 40%, BEALIEA K
T4 0. 35%, mALIEA KT 0. 30%
[0030] AR T — DL T REEBRNEEBE ENENSAARTH0.1% LY
0. 3% M ZARIASEHVT BRI 2R IE SR VT R3], Pk — 2R K 11T Jor.
[0031]

Ho™ Ho’ﬁ

Ho/\JN\E::[ }_\“Jy_/r \E:j: >—\_)F
[0032] A IIT
[0033] AKBM S — DLl F Z2ERMEERENENSHEAKRTH0.5%, Lk
0. 15% 247 0. 5% IR IR LR VT LBE B ARE SR VT R T 650, iR 2Rk SEa) 1T Ll5 WX 1V
7R o

[0034]
al

COOGH,CH,

\
N
N O:;»_/_/
[0035] A IV

[0036] AR BH I g — AN S Ty 48 A2 ARk S RV T VR0, Herp oRIA SR VT Sl (1Y)
IR FEA KT 0. 2%, PLik 0. 1% , KT 75 FH >R il £ 4 7 570 1 Rk 25 vh R I ) 2R I8 55 w) VT
LRI .
[0037]  EAS KR BII T3 — A2 7 S, RIS SRV T THIFIEZ WU S A A K T4
0.5% ££70.9% (A7 FIETEHEVTHIHA T 43t ) B HPL. EARIE S 7 b, ZRIE LAV T 1%
THIFIETHEARTL0.50% (A FREBEHTT TG 20 ) B HPL, LEA K T2 0. 45%,
FAREAKRTL 0. 40%, FAREA KT 0.35%, B FREA KT 0.30% . 1550 7 &
(%) — 5 TH & AR IR BE R VT VR 50AE 2 SR TN S A A K T4 0. 5% 2229 0. 9%, 1L 0. 5%
(5 ARIESEFET A E 43 ) (9 HP L, HAdr iR a2 e /M s e 22 BT 2
s
[0038] AR B 55— 7, gk HPL (=R &, RIS SE R VTR THIFIAE L 2°C 224 30°Clig
{EWHR PR E B2 6 A HLRIE 12 4N H L RIE 24 N H L, B4 36 S H s KER] . Lk hs
TR S RNy 5 CREERE S .
[0039] AR BH 1) 75— NSt 5 & R B R IR BRIV T M A G W I 5L, BT ik 2
MAEMEERARTL0.5%EL0.9% [ HPL, BEA K T4 0.50%, HALEAKTZ
0. 45% , FALIEA KT 0. 40%, HEARIEA K T2 0. 35%, H 2 FLEA KT 0. 30%, Hrh
6
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HP1 2 70BN B3AR R BH () 2808 B RV T VR 050 S0 I (R B I AP AE ) HPL [ . TEAS R B
[RIAIE 77 10, SR LR 2 5 222 500mg ARIEZEH]) VT, 29 10 224 300mg Rk W wH]VT , 2 25mg
HISFEFT, 2 100mg ZIKSEH])VT L) 200mg Ak HLH]TT

[0040] AR F— AL T RABFESTAARTL0.5% 24 0.9%, 1% 0. 5% 1)
HP1 [ ZRIE SRV T R SR 259500 8L . PRI B mT LR 2 5 244 500mg ZRIESEH]YT, 4
10 224 300mg ZIXBLH) YT, £ 25mg IR BLH)VT, 4 100mg ARIA B H] VT FZ] 200mg K IA B 7]
T

[0041]  7E5 — AN 5 A, AR HEFEREETIT M MAEY, %A S EHE
FHHPLAKRTZ0.50% 2250.9% (5 AEBEAYTIIAE ) RIEAKFL0.5%,
BAREA K T2 0.45%, FAREA K T2 0.40%, FALEA K T4 0. 35%, H 2 FREA
KT 0.30% BIZRIAZERT, LA & — ek 2 MR & A HLE I, Hrh I HPL J2 BN s 7E A
ST s AR BERN T T A A 0 G RN AFAER HPL . 7E 1S 77 A H)
T BHE R BRT B EANRE. E TR AR OB TR R OB IR T
Be G A Pt FECETE . FES TR 1- . SR F R Uik, — P
VERR 7S TR 20T B AR SR AN Ot i — R Rl . ARIEA AL FIAEE £
B PR DA S T I e TR R T B v B — A Bl SEAR G B LIS SRR AU T B, AHFR
E TBA.,

[0042]  A%JR BHAUHEAE ZRIE SRV T 7 AR LA L ME K 732, Dodh R B 2R IR BER) VT [
RN T29 4. 0%, IIEZ 2. 0% 227 4. 0% (G RIESER) VTR E 43 bE ) R RUR & r
e, AL E T A A TR 5B Z ST SR — A7 R A R R SR VT
PAFHUAHEAER 7325, AR HPL /D TEGE T 1. 6% (A RBSEm)VT TR E 43 b ) IR
BT EARE . A SO ZRIE SRV T P AER N A A KR T2 0.6% (A 2RE =T 1 1A
Aot ) 1 HPL.

[0043] 5 — NSl 7 AR AH AR IA TR VT 7 RIS LA HEHE 1R 77 32, oSdh it el S 2R IA B
FVT BRI N T 7.0%, L4 5. 0% 24 7. 0% ( FARERERYTHIHAAR G 20 ) 152
AR e, o = S AEZ) 2 C R L 30°CHEAE . PLIEMEAAEE N 5 CRIA SR . AT
B R P S AER N S AR T2 0.5% (5 2EIEBEFT IR E 4 ) 1 HPL,
[0044] A2 BH (1) Iy — AN St U7 28 A2 i3 0 SR VT VR T IR0 g vk, FLAL RE R s A
IR IR T FRARADD B BE 49 VRS JEUN 2R IR SER) VT B AR IR B /T4 4. 0%, RIEA KT
212.0% 24 4.0% ((HAREZERVTEAE b ) , 8 DL e 77 SRS A STk 254
G RSO RIE R P R S A AR T 0.5% 22 0. 9%, LIEL 0.5% (fF
RISTERYTRITAE /b ) (9 HP1.

[0045] AR BHA T T il 2RI SRV T VR0 00 75 i HAL HR R s h RIS SR VT [
SR , 49 0, BT HPL MR /N T4 0. 9%, 4016 0. 5% ( 2EIA LRV T B AL E 7
LG ), 757 A RO I, ZRISSE RV BRI N T 7. 0% RIEA K T4 5. 0% 24
7.0% ;A PTIR = AEL) 2°C R 30°CHEAT -

[0046] AN BH IR 5 — AN St 7 5 2 A 5 — i Bl 22 Pl ML R0 1 29 08 5 =) VT VR AT
R B3 B, LT R R A R AL 2 D — PR R A WL, 1A AL T PR 2R
IEBLEYT I B R 7K, AR 29 0-24 /SR BA TR) 7= A2 19 HPL (AL 4 0. 5% 24

7
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0.9% (HIEEERTTIHAR T 23 EL ), A83E 0. 50 %, Btk 0. 45 %, AL 0. 40% , Lk
0.35%, R FLE 0. 30% o XL TT F0—AJ7 TR FH AT AV R B o3 B A7 1R+
[0047] AR BHIC 55— AN St 7 S8 2 B A — R B2 Pl HLE I 2R 18 BE /)T ¥R R
B3 B, L P v B 3 B AL A /D — AR W R B LI IR, 12 WL T B AR 2R A 5
FIVT I BEAR KT, TS 2 0-24 /NI RS R) 7= AL I 2R IR S5 RV T Sl AR I 29 0. 5%
(b ZRRSERYT AR 2 b ) o IS 7 S8 — AN TH] 2 FH R T RV B 20 BUPAR A 1Y
HTF A
[0048] A B oy — AN St 7 S B 4G — PP B Mra ML ) 288 S m) VT R T T )
BN PR, A v B A3 B AL A6 22 2D — PR e R BT A LS 3, 2% ML R PRI I 5
F)VT B ZKF, INTTAEZY 0-24 /NI B R AL R 2R R 5/ VT GlE (s IV s ) 19
BAKT 0.2%, ik 0. 1%, KT 78 H R A2 5 T AT s i OB 24 th R R R SR &
BRI EE . AR HLE BT B
[0049] A BHIE A TT T il 46 ARIA BER) VT VR T IR 7 v, B Rk B m) Y T i fi e AR e
WERMEHL 5% 22 100% (v/v) BB A 6 BGR T BIE s DA SRR T T 4
g s Hodp X e A R I AR IS B R VT RIS B AR T 0. 5% 245 0. 9%, ik
0.5% (i ARBZERNT AR E 7 b ) B9 IT Bros iy HPL, Jorp Birad HP 1 @ B U iAok
SRV T MG 20 G I ZRAFAER HPL B . R E AL 5% £ 99.9%,
A% RN T0%, 21 5% 241 60%, 24 5% B2 50%, 29 5% 24 40%, 2 20 % 4] 35% .
PLIEREIRE N ZY 20% 22 30% o ARIEEEELHE I IE . SREUBE S N BE T AU T BE P
— e Rl AR U] B BT BRI T A2 20 % 224 30%, IEZT 30% .
TSI S B — A7 2 AR R T RO ABER] o e H #e i . RIE T AT aRis 5
"YT I 2 2mg/mL 22 50mg/mL.
[0050] 7 il £ AR BEENVT ¥R T R AR IE 77 v B R T BT A R TR A EE 1) Bk
TR TR R AR T4 —40°C, i —50°C RS, LATE A R W 5 11) AV VRIS WL IR FF
7E —40 CEAK T —40°C, ik -50 C TR 2 /0 2 /NI 51i1) AR SR 1T iR s 2
21 -40C 2L -10°C RIS — TR, UE TR siv) 4ERF29 10 229 70 S/ 5v)
TR RIS T TR 22 25°C R 40°C RIS TR E sUL R vii) 4EReZ) 5 245 40 /)
HT DA A IE B m) VTR H050 o A AR IE v, B T AT v I TS ) BT
WA VR 2] -50°C, LATE A RIS s11) AT RIS IR FFE L) —50°C 2270 2 /NI 2 4
4 /J\HT i) ZIRIRYEEEA 20CEL -12CHRISE TR, DI BT EREE siv) 4k
FRAEAE — TR L) 10 229 48 N/ sv) TR E R IR 240 25°C 24 40°C
E’J'Eﬁ TR UK vid) ERFIES TR D 5 NI R 20 /NI, PUIERE BT
o BUTEEMIPLIEIRE AL 20% 22 30%, RIEL 30% o ZSEHE 77 =0 — A J7 TH /2 AE 1
%aubn)\ﬁﬂ’ o ARIEMTEHZ HEE I . P i Ak = w VT KR AL A2 2mg/mL 2 2
50mg/mL
[0051] AU BH IR oy — A STt 77 S8 7 18 1 AR SO0 T IR i) £ 2Rk S m) VT 4R il 30 1 77 53R
13 BT A B 5 o
[0052] AR B ALHE A TR T B0 A I8 5w VT il 57, H A 8 1 50 R AR E WK R 1A HLE

8
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o P HIFIAFE R E L 15mg/mL (2R IAZER] VT, RS 25. Smg/mL [ H 85 12V IRE 4
30% (v/v) BIBCT BERIIK o AR B IRIAZE St 77 5 AP A HS g 8 ik 5] ¥ T ol 351 il e P 2+
i3] o

[0053] AU BHALFR VT B3 B 220 ik (W) 5 145, AR 45 T UG T B A R BN 2949 241
G SR RRERT IR 29 A A IR T U . — 28T LR A R B AL S 0IE T B RE £
FEN2 MR A e (1 il (CLL) JEE A&« AR A7 &k LR (NHL) 2 R M BEsR () JFL
Fgees < /I e oot G A PR RN 1 B S MR o UL 9 RE A 4% NHL. CLL. LI g A
WM. fLI%E H B o e P A FE AR PE ST 5 L 2 R MEMALIE 8RR

[0054] A/ BH AL HE A BH 1K 2590 21 6 W B2 D iSRIAE A2 7 TR 9T R IR AR ST e X
P 27 I 2500 . S 96T B 4 T A B0R T B AR B A G, Horb e
XTI IR 25 A G IR T U

[0055] AR EIEHFEAR K W ZGMA G S — el 2 FhHUIIg FIBS 3Ry 77k, Hrp
PO FITEA K B 294 & W45 25 2 15 RN B0 5257 o ARIEHUMREFRIZ CD20 e R
Hhiik.

[0056]  AS B 5 —ANSEIl 7 S8 A7 AR e B RS ARk SR VTR R KR T L o DR R
TS a) A4 8 /NN EE L) -50°C ;b)) {REFLE -50°CY 4 /N 5¢) £E4) 3 /NN
PR 2 -25°C5d) 18 —10°CLr¥F 30 /M se) EZ0 3 /DI NIATIRE 24 25°C R4 40°C
B R o) R 25°C £4) 40°C 4 25 /NI ) £ L /NI TS 24 20°C ;h)
TE2) 20°C, 13. 5psi W) N BT S R 2% Bl sz s B s s o 3 — Ik
[ FRT s 7 oA 2 150 oK, 58 R T30 TR) I R 07 24 50 3ok o I — 7 45 0 5% (e)
FLAE 3 /NI IR 22 30-35°C, ARG 7E 5 /NI NI TR 2 40°C o %S T =10 5
— AT T A2 AR T AR T A . LIS R T A RS ) FFURAEL 5 CHY
T AL NG 511) 7240 8 /NN TR R L) —50°C 5ii1) PREFTE -50°CLY 4 /M 5iv)
LY 3 /NI WA 24 -20°C ;v) (B4 —20°C 45 6 /NI fEZ) 1 /NI IR 2
25 -15°C svi) fREFAE —15°CLy 20 /NI 5vii) EZY 1 /B R 24 -15C sviii) R
FFIEZ) —15°C4y 20 /B 5ix) 729 0.5 /NI IRE 24 -12°C 5x) fREFFEL -12°CHY
15. 5 /NI 5xi) 7EZY 15 /NSRS B4 25°C B4 40°CEUE m xii) fRI7E4 25°C A
25 40°CZ1 10 /NBT sxiii) £EZ) L/ B4 40°C UL xiv) RFFAEL 40°C 4 5
/NI STEZY 5°C, 29 13. Bpsi [ ) T EIERE S 2 2% Bl 2 2 B as, s —k
TR R 7 A2 150 Bk, B8 IR IAIRI ) R 7 o8 50 Bk FEPRIE SE 77 &2, 25
B (xi) ZTEZ 15 /NN TR 24 30-35C.

[0057] AR WG AFE AR AT AP, AL AT EAARTAH0.5% 2
0. 9%, 3k 0. 5% 1) HP1 ( Rk SR VT AR 1 2 B ), Horp B s B A 4 /i sl B 24
e B RTREZ AR, Ho T BTIA HP L 2 Bk ) 2R B T s Ja I N A7 AR B HP L I & G
EARIRSERVTIREAFEZ) 10 22 500mg/ 545, 20 100mg/ 745, 4 bmg £ 2g/ H4%, LK
25 170mg/ 4%

[0058]  AKIIEEIEREERTTIETATAVAGY) . IEGETAITA S EHEL 15meg/
mlL { R R AR B R] VT, 49 25. 5meg/mL B H B&EE, 29 30% (v/v) BT BEFRIK.

[0059] DL 4IR T A& W IR 48 S 77 58 S H e S 7 58, AR YR R A A TN A, AR

9



CN 102078305 A WO B 7/36 BT

IR LS 7 5 J 8 S 7 SR AN U AR i 5 2 A S B

Ff 1 52 BR

[0060] 1SR T AN R FE TR PR R AN [R] 2R S w) VT AU T T o8 2Rk B ) VT (1) A
P,

[0061] K] 2 WIR T ARBERVTAEAREES T 5°CHEE 24 /M 5 I HPLC 41 A2 53 #r 45 2
g5 B SRR BE R VT W T AR B 4 LR R

[0062] & 3 o THE5°CFAFEEE / AKILHFHIH 24 /NG HPL (X 1D BB RS O
[0063] & 4 Wox THE5CTAFEE / KILEHFIA 24 /it fg Z 20k (11D FE Rt .
[o064] & 5 TEon TAEH TBA/ AKFLEFIMZIEZEA VT IT JE H

[0065] & 6 s T % FH HPLC ¥ 1 431 Ribomustin @A .

ZEAE

[00661 AN SCHT AT “ Bl 2 faid T I FL 3, ik N R R 45 25 e X 25, 16
WA IR B ) VT I o BRI, RO ] DAL RE 24 2% b n] B2 52 i MR 351 s e ) sl R 10
Ao

[0067]  ARSCHTHIARTE “VRTRr R ” BT SR fa T &R T, RIZK B4 T 15
3B R T o KT T LLE A HEAREE T, BT, 3598 B KR —F sk 2 PR KB I AL .
T VR ) A A A R T w3 DG o ey [T ) B 4 5 AR — B Bl 22 B AR 7K 57 B R
PUR T 5 3RAG IR AL AR AR T B

[0068]  “FsE I G TR A L DA A 10 B 257 0 1) S I i AR oE
YERIZMAEY) o PLIEAEE 2 ALE W) HA X FE IR E 1k, 202 DL AR VR AR G0 IO A, 6
% -20°C 22 40°C, BHALEL 2°C 22 30°C T A7 G B IPIIN TR], 490 = b (0 B2 42, JEmT DL
LA A IREE R, (BT8R 6 A 3 BUE AT R], Bk 1 AF s R K [R], SEALE 24 S AR K
I 1), £ 22 B 36 A 3 BCEACHT [R) o 5% 228 slCA 80 T UV MR B 24K T 90 %6 4k
FER AR TR o 9 T AR B B 16, B202 I 29 4 & ) 46 HAA AR SC TR RS 2 4% i
2GR GV Z I PLIEAEE K AL & W A iE e o PR AR e /N 25 A5 i, B
1E 2-30°CHEAT 2-3 4E I R 5150 5 /0 20 85 % [ I EIE YE 4y, ik 25 /0 %0 90 % , AR
LR DY 95%.

[0069]  “FasE IR T HilIF” A2 Fa ATl By & AAE HE BLA VR S B 247 it 1 s FH e ) sl e
(RT3, FLRRAE 5 AR SO AR e M 294 &9 2 L2RALL

[0070]  “P&AR” 2 FaTE U TEAL A 25 B R AR A

[0071]  ASCHT AR “HRURIT &7 2 fa SRR B 9Bl Va7 ik (1) — Bl 2 Fif
SR B 26 25 B . XTI YT, BR0G T B AR RA UL MERBE (1) 3K
ANIIEE R/ (2) P (B, ZESERPFE A B RESR, U1k ) R, (3) 1ERPIFRE L3
H) CEE, ZERERRREE LS SE, AR5 1k ) AR AR, F / 50 (4) AESERIFRIE L oefd (B3, i
IR ) SEEAHRE—Frek 2 Motk . ARG T S n] LR TIPS ] 58 2 B g5 im (B AT5 AR
28 BRI HOZ IR s FRE IR K 3 A AR . (B VR YT ) o BRAh, ARy =T LA
FEHIN A BOUIE B E TG ot . 8% H TR EE T S BRI R IA R T A

10
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BIRTT B LU R RS T4 60-120mg/m’, IESLLE K. 1% FRAR A4 EE 34 I ER
—Wo AT TARMEMCEMYE A s (CLL) BIVAYT, 7] LAFESR | A 2 REG T RBERNTY
80-100mg/m’*. iZ AR IAEL) 4 G EE . X TEDT W Q1-1VH) KA, ol LU
“DBVBe J7 22745 TARIKBER)YT, BT, £E56 LRSS 15 R4y T RAFEER 25mg/m’, (K& Z 10mg/
m* R B 1. Amg/m’, FFLESE 1-5 RS T ARIEBEH])YT 50mg/m’, L6 4 A B Z I —IK.
ST TFUBRIE, 55 1 FSE 8 KA T IRIA AT (120mg/m”) , FEAESE 1 M 8 RIEA4S T H 4 it
W4 40mg/m” Fil 5 FLRMERE 600mg/m’, Z)4¢ 4 B E R Z A —IR. 1ERFLIME N —&i697,
AJLAZESS | AU 2 KRG T RIS T AT 4 100-150mg/m”, 2945 4 JH & 2% A8 — .

[0072]  ASCHI BRI M7 2 4e 7 A K B IR, S b A DR R AN 52 31308 1 2B K PR il
(40 W ST T R A ASSCR BN “ B R 2 FR AT I B  AE 2% BT i 4 B P i e
MRS ARG LRSS S .

[0073]  ASCHRIR I FERE A7 2 Fe AR e A R I A M e B A o O R BG AR
JPIE A2 T 40 i Y R e AR AR T i I B P AR R o TP Y A MR E ” (A T
R R T L D0 L 8 5 < P S S E  JeE S BB AT M A R M AR KE , 191
WIHTAIIRIE K

[0074]  ASCHT FHARTE “/MI” 2 $a A0 RAH sl R W) KA BEA A

[0075]  ASCHIFIM “4” 2 Fa ek A 7 g ol B, DA IRt 45 T S 16 58 o
a0, fEFe e L, 467 w] DL B b Bl Bl LB DU A5 HUAE S B R o 50 B A
WU P e AR T B At s e 4 T 2045 90 A A R T RV VR B o BT P AT R BT/ Bl
EA N, LA RIS ME R I B AR R FE AN i AN AT B 52 1 vay 5% o 0 I B A4y 1) 7 57
TR TRUTT & BR AR A2 B A7), wT LU SRASE B 247 i 25 o a8 BTG, 491) 4 5 [ 8t 24
B B Ry AL I K i DX P R AL PR e

[0076]  ASCHTFIARTE “ 2% BRI 4R2 007 AR 205 LT 2 S, 5l 5 A&
Wy, BFERA, N FEA TN AHISER RN E A TEZHIARBIEH. 2%k
AT SZ (K4 4 B T-E F A 55 B 22 M Rockvi 1 le (1925 [ 25 2% 53 & 7F 1990 4F 8 i 26
[ 25 8 (USP) , B 2 4b 75 8 (NF) R 36 [ £ 24 o B B8 B ) HY R FDA BV ME i 73 Fia v
(Inactive Ingredient Guide) 1990, 1996 (¥R G| AR CAE A Z 2, A FETATE F) 48
fit, Fra SRR EIAT / BUTEARER] USP/NF 22 AN H T 20 50 Ve T B 43t m LA
[0077]  ASCHTHIARTE “4MA G NAXTR AT IS T ARG 404 T Hl 4l &
V), AN AE GMP 2514 N il 4%, 9 AW B FE 25 2% bl B 2 7, ) i A PR 4802
) IE AT B2 ) B SRR A B VR RRG SR . ASCH B 25 A S aRsHEA
PR T4 RS B 3 B DL AT 30 2 J 46 FH T3 S v IR i e X

[0078]  ASCHIBIHI“ 25951 8L B3 A AT INMA -GS, FF AL EE T E%
FEAF a2 B2, W AL 1-2.1-3.1-4.1-5.1-6. 1-10 BRZy 1-20 N LikHh,
AT iR B 2 PR AR S TR T2 A G e AT, IF HH B8 T 2 i AT
EEREZ FIE B, B A 1-2.1-3.1-4.1-5.1-6,1-10 B4y 1-20 N5 . 254500 89 m] DL,
TGN B A B IS S 25 BT RS A AR o 8 TS s A0 i 25457 B4 mT LA
AL HE B AU PR 53 ) G B KRSV o B B 1 i IR ) 28 DI B v 5T FH st FH v ek
BRI TC RO R o TEFTATEOLT s B 2550 Y NAZ A2 e B, FF HLAE AR R A7 41 R

11
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FATE o VAR B JBUAT LIV T S0 R 70 5/ o, BRI K L L 22 Te i, 490 T H i
A R EROA SR £ RS R e R s A S B RTR A o XS E A A A R ]
ATE o 5 At 40 i R0 AN BT 2L B, 49 R 2 2K TR R IR L S0 T I 2RI | LD AR AR Rk Sk
5E Mo

[0079]  ASCHT FHARTE “WUEA)” Zde Fl THAEME 25 7y (APT) Be il 25 I I ot
PEAR I S2 i 77 2=, TR FAS AR T30 APT B E 309897 VE T . PRI H 2 1607 ek
[0 ARTETIEA)” AFEEA IR AT HGHE ) AE 1)IE 78 RO 57 BB FRIE W]
AR AE Ay il e e 7 ) ) s Al 0O 45 SR A7 A5 T 25 0500 b A0 ot o DI TR SR A AE 51
AR R NS Y25 2558 242, B, GRAS )5t (— BN A 224 ) o GRAS 4950 FH 6Lt 24
W B T R R R M (Code of Federal Regulations, CFR) ff) 21 CFR§ 182 F1 21
CFR § 184 1t , G| AAKME N 27 . R RIOFEEA R T OREEE, A H B,
[0080] AT HI B “Az g W B A AL ) B A58 W FE T S Fia el /b 2Rk BE )V T Y B
i 7K LUK B 24 i it o AR RS S8 7K A LS R s R o 9 2, TP AR ) HP L,
R 8 W ST A DL FECHPL B (5 SRS m TR AR E 48 b)) /N T25 0. 5%, 11k
/NF 0. 45%, Bk /N T 0. 40 %, BARE/NF 0. 35% , AL /DT 0. 30%, H AN T
0. 25% H o AT 24 il s it 4 30 s i P AR DA , A TR BT PR DLV ) a2 S B0 )
WRE (2RI ) /DT 7% (b 3R SER)VT RIEAR B 40 EL ), it/ T4 6 %, BEAR /)
T415%, mARIE/D T 4. 0% . “ AR ATT IR H 40 B 2 84 4n HPLC U
SE I, 4 58 PR AR, 4000 HP L AR T 48wV T &

[0081]  RIE “HHLAEF” ZIRIE T AR, RS EW R RIA NI KL

[0082] A SCH B B “IR & A LW )7 2 1R R B 55 T UK T B 2 i HE A K
-, ) 4, ICH $58 g #E #F B9 7K °F (International Conferences on Harmonization,
Impurities—Guidelines for Residual Solvents.Q3C.Federal Register. 1997 ;
62(247) :67377) o T FRJE WA H ) B3/

[0083]  RIE “BE” AR 250 T G R U R ARE, W LU T H P 255 B 1.

[o084]  A. MEEE

[0085] AN BAHRAL T AR SCR)VT i & A E 25 AR A G . JEHR, AR
AR T TR T R BR AR IR S w VT B IFR o FHIX SR B T4 K B B AT & iRk
SERNVT R T R B RS B Wb, U8 5T, JUH HP L RIA S R) VT AR IR AT
SR 5 > AR BRI 7 S AR AT, T (Lyophilate) {7 o, B SR G G
HALL Ribomustin @ 4F 2% R0 AT o

[0086] AN WHE— A4 it T H 167 MhRg A B 4Rk S m) VT i3] o AT TR i 50 w]
DAl 2, sl Y /b — R PR R/ sO8UR TR S 45 2

[0087] A% B H)— T3 THI A2 32 i AR I8 B R VT AE VR T L 2 B AIR T L 2 ) L B e el &2
W BIASE TR S AT

[oo88] W] LAy A RIS 438 FH B PR 7 B 4% Merck Index 11,pp 16-17,Merck
& Co. , Inc. (1989) 1 The Chemotherapy Source Book (1997) 42t idi B, WA+
BIRARGIEE AN L2 AW I HE SR .

[0089] A K HE AL T war sV A < Tl PR PO I A BT - FF L bR ) ] A6 - Jd e R

12
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G AT R IR TG e IX L HU IR )8 T LA 00, B, B 3 28 24550 DNA L
&G 259 DURIER R SR 20, AR B B B ER, 49 ik JE AR AT ZE KA | fe e 5 T
P50 AT, ) 0 B S AN M R TR R e 25, AR AL A B dn e T
P RNA 550 F3 41, W CAAS ] JC e B 551, 491 4n 4 J 22 S i (I (MMP) FIAIFR) . SOD A4l
B oa By T

[0090] W] L5 A BH AL A B A A FH ) — B e 37 el oA S B g 4 . 1
BB S BRI 0T LLIE B BBz 8T AG2037 (Pfizer 2y &) ) 5-FU- £F 4E & ()R
acanthifolic acid.ZaJEME M AAMEATEN . £ 3G . Ciba—Geigy CGP-30694 . Ff /i 5t i mk
WE | % o) B i TP i I B2 S (cytarabine phosphate stearate) FilHE I8, Lilly
DATHF. Merrel Dow DDFC.HBFLINT* BB R 1 BU 4 & 17 didox. Yoshitomi DMDC. 2%
SFRPRER. Wellcome EHNAL Merck & Co.EX—015.y5:FLFrie  f R MEnE 48 15 B G Rl
IV 5= JRIRMERE . N—- (2" — DRI RE 3L ) —5— FRMERE, Daiichi Seiyaku FO-152.5F 4%
g BE (pyrrolizine) . Lilly LY-188011. Lilly LY-264618. methobenzaprim. F 2
14, Wellcome MZPES. norspermidine, NCI NSC-127716 NCI NSC-264880. NCI NSC-39661 .
NCT NSC-612567. Warner—Lambert PALAWiw]ftl T \iib i vo=F % <4 2. Asahi Chemical
PL-AC. Takeda TAC-788.i ELWEN4 (EMELEAK . BErbamont TTF. = FF iy v/ 7 0 I 1 A 400 1)
5] T 22 B8 2 BB 4057 L Taiho UFT Al uricytin ZH A4 .

[0091] W] L5 A BH AL A P Ie A A0 F B9 38 — 2R Bu MR 551 e DNA et &5 &0 4 k. 18
B A KBTI R BT Lk H B Shionogi  254-S. [ BAETHE & A 7 B 25 iz Tl 0% 345
Boehringer Mannheim BBR-2207.bestrabucil Afif& %k . Wakunaga CA-102.FK4%H. K5 =)VT .
Chinoin—139, Chinoin—153 2K T R & ST W M E% \ American Cyanamid CL-286558.
Sanofi CY-233. cyplatate. Degussa D-19-384. Sumimoto DACHP (Myr) 2. — ZK J& i85 7]
7T diplatinum cytostatic. Erba fm¥i#E ZAT44 Chugai DWA-2114R\ ITI E09.fKZEw]
7T+ Erbamont FCE-24517 WER TR ARZ<=]VT . Unimed G-6-M. Chinoin GYKI-17230.
hepsul—fam. 5 P i BE %« 5 P8 A 3% 5 =) 9T« 5 i B 1% 36 v5 & — ¥R B JF . Nippon
Kayaku NK-121., NCI NSC-264395., NCI NSC-342215. B ybH)%1. Upjohn PCNU.JKJEFH]VT .
Proter PTT-119 5 55 H)YT 7 %< H)VT . SmithKline SK&F-101772.Yakult Honsha SN-22.#2
BLH)YT . Tanabe Seiyaku TA-077ZFRESEHE]TT B Ml & % Er e DU RN = B 35 2 e
OEZE

[0092] W] DL A SC A T AL G W) A A8 09 55 — 2P0 Mg 570 el o 2B R R P s Rl A
B 1 BT A 2R PR AT LAk [ Taiho 4181-ABi 22 EL AR RO 125 D I 2k I
R 57 1% 87« Erbamont ADR-456. aeroplysinin fiT424. Ajinomoto AN-201-I1. Ajinomoto
AN-3. Nippon Soda 7% 2 MK ER AR A EREEER . Bristol-Myers BL-6859.,
Bristol-Myers BMY-25067. Bristol-Myers BMY-25551. Bristol-Myers BMY-26605.
Bristol-Myers BMY-27557.Bristol-Myers BMY-28438. Witk 2%, B #EHIZE —1. Taiho
C-1027.calichemycin.chromoximycin. il %k B % D24 % % Kyowa Hakko DC-102.Kyowa
Hakko DC-79.Kyowa Hakko DC-88A.Kyowa Hakko DC89-Al.Kyowa Hakko DC92-B. TN /\&
ZI B % B Shionogi DOB-41.%2 LR L RIE - 4R AR RFEHER ALK E IR
R KRR Rk & 2 AL R F & Alb, Erbamont FCE-21954, Fujisawa FK-973.
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HE A2 Fujisawa FR-000482 JHHF 28 IR AVKINAL B R 55 38 HAHLA.,
Rt LR &, kesarirhodins, Kyowa Hakko KM-5539. Kirin Brewery KRN-8602.
Kyowa Hakko KT-5432. Kyowa Hakko KT-5594. Kyowa Hakko KT-6149. AmericanCyanamid
LL-D49194 Meiji Seika ME 23033 3/R 225843 OKFE R SmithKline M-TAG. 79
€ %% Nippon Kayaku NK-313.Nippon Kayaku NKT-01.SRI International NSC-357704.
VS B 2%\ oxaunomycin. 5598 25 25 U B 22 W IL R EL & porothramycin. pyrindamycin A.
Tobishi RA-I.EHIHFm R RE R P ZHWE PHYKAE. siwenmycin, Sumitomo SM-5887,
Snow Brand SN-706. Snow Brand SN-07. M & B & A. 7 11 4% 2%. SS Pharmaceutical
SS—21020. SS Pharmaceutical SS-7313B. SS Pharmaceutical SS-9816B. 7 & & % B.
Taiho 4181-2.fthF|FF % Takeda TAN-868A.2Hfi# %% thrazine. tricrozarin A, Upjohn
U-73975.Kyowa Hakko UCN-10028A.Fujisawa WF—3405.Yoshitomi Y-25024 FI{EZ L A4
BAiE

[00903] W] LA 5 A S B AL & 4 3K 5 A FH D 58 DU 28 0 b e 70 A 65 L8 o b oosg ),
EHH a-HE PR o- R P IER AR 4E AL =S AL il Avastin ® ( DU
P )« Biotec AD-5. Kyorin AHC-52. 3% & % 1l 8. 2 25 4F ¥¥. amphethinile, % WY BE.
Angiostat. ankinomycin. i /8 Mi ALO 5T Md A2 0783 B A3 BT B A5, Fi /8 M AS2-1.
Henkel APD.PidEuhEF 25 H 28R Eh [ 1A WEIZ RS . Avarol \HHEPE % . batracylin. benfluron.
SR 2 82 . Ipsen—Beaufour BIM-23015. ELA=#f. Bristo-Myers BMY-40481. Vestar
boron—10. bromofosfamide. Wellcome BW-502. Wellcome BW-773.F[E&fi&. carmethizole
A &t Y. Aiinomoto CDAF. chlorsulfaquinoxalone. Chemes CHX-2053. Chemex
CHX-100. Warner—Lambert CI-921. Warner—Lambert CI-937. Warner—Lambert CI-941.
Warner—Lambert CI-958. 75224 JJR. claviridenones ICNAL-E4) 1259, ICN4LE54) 4711
Contracan, Yakult Honsha CPT-11. % 37 3B #6. curaderm. 40 Ffd #2 5t 25 B [l 4 B 7.
cytocytin, Merz D-609. DABIS Ly oREZME. 15 K L. datelliptinium AX407* B, 1MLk
WAk . — S WRI% (dihydrolenperone) 3B HSAK . f it 2 25« Toyo Pharmar DM-341. Toyo
Pharmar DM-75. Daiichi Seiyaku DN-9693. elliprabin. {KFIEE4% . epothionesTsumura
EPMTC. erbitux.z filiZ. erlotnib RFGCIHE P 4E A liE. 554 A X\ Fujisawa FR-57704.
fif B2 % 5t 1L 4 Gleevec ® (imatnib) . Chugai GLA-43. Glaxo GR-63178. gefitinib.
IRPE AL 2 0 NMF-5N, /S e IEA B R  Green Cross HO-221. = RIZEEHL FL IR BTG
ICRF-187. indanocine. fft B 48 B ¢ 4% Wt i ¢ 4E A R, Otsuka JI-36. Ramot K—477.
Otsuak K-76CO0Na. Kureha Chemical K-AM.MECT Corp KI-8110. American Cyanamid
L-623. A4 AT % & B 1A 8. Lundbeck LU-23-112, Lilly LY-186641. NCI (US)MAP.
marycin. FI M  Merrel Dow MDL-27048.Medco MEDR-340 . fiff [ b2 45 % AL T AT A4
AL R FENY BE . Molecular Genetics MGI-136. minactivin. KFCZE g KFCHEE . 5Lk
AT BEYE A Ji% . Zenyaku Kogyo MST—16. N-( FlsElEEE ) 2 FML . Nisshin Flour Milling
N-021. N- BB S N &R BVEFLEL Taisho NCU-190. 752 5 M7 244 . Normosang. NCI
NSC-145813. NCI NSC-361456. NCI NSC-604782. NCI NSC-95580. 5 i fik. Ono ONO-112,
oquizanocine. Akzo Org—10172. & #2 %, pancratistatin. I $7 3% yT . Warner—Lambert
PD-111707. Warner—-Lambert PD-115934. Warner—Lambert PD-131141. Pierre Fabre
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PE-1001. ICRT fk D it 2 BEE B bk spolypreic acid Efamol MRk RS TR BE | T4+ B
N Invitron SR EABZERZ 1. Tobishi RA-T00.FE{E4 . Sapporo Breweries RB S.
restrictin—P. ¥ & VT, 4E A 2. Rhone—Poulenc RP-49532. Rhone—Poulenc RP-56976.
Rituxan ® ( S EHt CD20 HiiAk, Ul Bexxar ® Zevalin ® ) -SmithKline SK&F-104864.
fthyT25 (Lipitor ®% ) .Sumitomo SM-108.Kuraray SMANCS.SeaPharm SP-10094.spatol.
B2 IR T %E (spirocyclopropane) fiTZE 4. 8% 08 fii. Unimed. SS Pharmaceutical SS-554.
strypoldinone.Stypoldione.Suntory SUN 0237.Suntory SUN 20715 ALMSALES V>
B e b BE R 250 Toyama T-506 Toyama T—-680, 44215 . Teijin TEI-0303.%F JE I
. thaliblastine. Eastman Kodak TJB-29.4 & —/&M&. Topostin. Teijin TT-82. Kyowa
Hakko UCN-01. Kyowa Hakko UCN-1028. ukrain. Eastman Kodak USB-006.%% % K5 . K
Fol K EHSE | vinestramide K&HFTGE KB B K HF) @ JHESAS BE AT Yamanouchi
YM-534. Zometa ®ZH KM .

[0094] W] LA A S WY A 27 V2 Bk A FH FRDISURT Bl 47 00 89481 1+ AD=5 adchnon \ Z BT T
A detox HLIEHHY 1-102, MM-159. N- BEAL SN 2R « TGF-Genentech A B4 |
ZAMTT WR-151327 FUT- 187 (¥ 25 20 B2 il 51 25 T SR Wi BB AL E AL (Chiron 23w
Enzon A~ #] ) o

[0005] il % 13k B ik 8g 50 ) 77 VA AT DALE STk T 4k 2. 451 40 26 [ & H) No. 3, 590, 028 Al
4,012, 448 Hiik T 4% Z RELE M . EP 780386 Hiik T il 4 48 5 R 1 B 15 1)
Jitkio WO 97/08174 #iik T Hil% o, B 4 FWHIFIKI 7%,

[0096]  AitHUMEE FIELFE(E AR T RALE 2= R 25 KW, 2 R LA AR EB,
W JERR TR FE R IR JEAA TS 5— GUPR W IE 3l 6K AR VD) JE g bR 2 e i A
Py 2ME2 B AR FA RUL5777 =580 Al R K A B8 35 LGB 139 (e SC) M SUB416. 42
F475 35 PL CD20 P&, B 40 Ri tuxan @F R— (KICEBRH (1) —Fh sl 2 Fh o

[0007] AT W)l RT LA S L& a4 A, i A D L rp— sl 22 b 28 2 1R AR A FH 1)
Pk 25 77 RAFEEAR T ABVD ( 2 R LA R B = KEW AR ) DBV (RLAH
% belomycin KAFHH ) \CVPP (FRBERLIZ ISR IR IR JB AL ) L COP (FRBA I |
KW IR JEAs Ji ) « CHOP ( BB « 2 2 L B KA TR JE A2 ) AT OMF ( BRI IL |
A ZENE \5— BURIERE ) o HE T RN T A

[0098] 3K A- JEAEIATT T
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HE EH B2 ]
AC % 3t B FE B B ik AR B
CFM (CF, FNC) s mE, FIRWELE, Mitaxantrone FL AR
CMF BB, FaREY, HFIREE A BRIE
NFL KILERE, IR, T A RR
Sequential Dox-CMF ZRLE FL AR
VATH KEW, ZLXLE, EBIR, FFEHE AR
EMA-86 I E, KRLCER, FERE AML (&)
fERESRABEZRFEIEER KT
7+3 AML (&)
B
5+2 MR FSRIABEEZT KL ER AML (B
HiDAC Rl ¥ Ay AML (ZfEJE)
ABVD ZRUE, HRER, KEB, KEFEEE EHXLEKR
[0099] ChlVPP ETREI, KEMW, WFEH, kEWN EXEKR
EVA KEWHE, KER, TREE EXELEKRR
MRLERE, KEHB, REEH, &
MOPP ETFERKW
Je ¥
MALERE, KEFWH, W EER, &
MOPP/ABV Hybrid Ede KK
Bts, ZRUE, BREER, KFEW
NELERE, ZREE, KEW, Bk
MOPP/ABVD EFE&K®
BE, KktmE, KEMR
CNOP IBEBiRE, KLEmR, KFEHB, ke FEEFERH
IBEBLRL, KEFR, FEEY, TR,
COMLA EEFEKRK
Ro] ¥ B
DHAP HoFEKA, 4R, PUMERE EETFEKRH
WICHE, FESMAEKBL, WA, B
ESHAP EETEKA

M

16



CN 102078305 A WO B 14/36 T

FRRW, LR, LRUE, FBEB,

MACOP-B KEHB, KEern, BKER, Septra, EEHFEKK
B % e
EEEY, THR, HREER, SRILE,
m-BACOD FETFEKK

HEELE, KEDW, HMEXRR
MINE-ESHAP KEW, R, KEER, KEHE EEFERB
NOVP KIEER, KFEM, KER, KEFHM FETERR
BB, ZRWE, HPBK, KETHHE,
ProMACE/cytaBOM  [I#EfIH, BMXKEBER, KEHBW, FEE FEFELRR
", WHE, Septra
KEFR, FEAT, gl RiEd,

[0100]

M2 ZREBHEE
YRS
MP REL, KER ZREEGHEE
VAD KEHH, TERLE, HEXY ZREEHEHE
KEHB, FEAT, £Ee, FEBHE,
VBMCP ZREFEEE
et

[0101] LA SCHER I, 2K SRV T B3R T HI5RI7E BR 25 K h A ML 2 5 56 ie.
T B 12 ) R R PR A ML R PR 4] - BT B (TBA) o e ] DUAS FH (A WLV R 66 &
e ETANEEIE T EE SN LR L6 R — s, O & P ke PIE ZFE A o5
TR AW - SR L R PR DY SR R AR S AR A ST R R
W SR A Ot IR ey I m] DL sl g A A o nT IS R 40 5 R IA ZE ) VT B
FARE B, I B — s B AN APT BBk R3E « ARIASE ) VT 45 1% 2 B30 Vs it
WA M, IAESS I T R b b n] FIR I 258 . AL, S 50)I0 R BE 2R ) Hb AN 24 &t
(R o BRSO A B 25, W, T VA R TR B . RIS A RS 2-80mg/
mL, PEIEZ) 5 2 40mg/mL, BALE 5-20mg/mL, FALIE 12 &2 17mg/mL ¥ 41K 5 =) VT IR
[0102] 2% b rl 52 (iR T IROW ) ] DA e A o F A0k B RO 350 1 461 - Eo 4
{EAN PR i Rl B B R B T AR IR S I A0 IR B =L R K AL 0, 49 i U0  E B L 52
ZERE S H I G ERE R R R CHEN . H R R ILE G e R T R
Al LAE H R RS BRI, ) WA R T PUR MR « L BEF a2 - B e e A
RN TR AR TR PR AR o - EFB, KESH.

[0103] R OCHAE T 4K B A & B fy L RS S50 R R o 1T mT DUOR A TV T s o
TR BIARAE T A AT o AT DURYE IR 78/ B 1R 46 5 Tt ) SO T el s

[0104]  ARKFEACK BH I LAY S 7 28, B ST AR 255 b nT 452 IR A 4 I B il VR i 7K
T ECK 73 B o BB B I I 2 JE B AR, AR5 T AR B B ORI/, 38 4 He 28
Ja s ANFETH o RAARSTIR G T EARG SR A FT G, BERIERAN 0. 1% 2£498.0%

17
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K& KE. G T AREL 5 CEL 25°C FENE T REEFREL 6 MPHEKTH 2
L ARIE R T4 3 4, I HoT LR S FH e i v S A /K B B 18 B AR AR B, DA Rk 58
FIVTIIE TR 45 25, B0 a0 8 i S S IR AR 55 o X TRk 2h 24, ST A il 5, B, 24
WAL N HS T

[0105] 18 % & STAE 24 2% b nT 5 52 K 5 2 ol o k20 R VR T BT VR B4 BUUR < 1)
FERBREIE T K (L8 BRI 65% ) Hiasidt 2o AR IEF, Bl an H i (240 24
50mg/mL) , 2) 7EZ 20°C =35°C N W /KB P A B HE I ANA HLEF] (0.5-99. 9%, v/v) , il
WITBA, 4) 7EHEFE T IR AR IA LT VT R THIIK A, 5) /K RIS B &R, LUK 6) ¥4
WIREL 1'CEL 30°C, kL 5C . RE LS RUL— 2 T4, HAZ T8, AU
FEAR N 73] DL B T B U IR 20 BRI A s . B th el DR EE % .

[0106] ¥~ HIT % ¥ B3 43 BRI LLTE VR 1T K B, KB — AR08 G b i g, 49 4, 38 i
0. 22 1w m BHE/ N LA RITERR E . 7T LR 2 e i i W sl o BOAR I K n] LR
ik e AT R0 PR 7 92 48 T R 56 o

[0107]  FERXFREIL T, K5, S sr BOUARRI T AT R . — R UL, i 385 ik
B N BN TE BRI, AR 5 5 B AT S B AR A%, 7EIZ 2 TP I B A R v+ il
FHIE H AR b T P B 2R 9 WHELAS BR T AR S0 w ORI AR 403, 0 0 0 /N A 28 HL s
HET

[0108]  NICIHEH T A T TR s BUA AT IR FR o AR, ARSI E AR 7
W T A, AT LIRS ] B AS PR TR T RS B2 BUR B R R A8 1R B ) ARy B
FRIFAT B

[0109] & 5%, ¥ ™ i B TSN VG P 1% T 2 rh, AR5 AR I T 120™ i BRI OK 5
U N R E AU o IR AEL) —40°CBUK T —40°CA £/ 2 /NN . A ERSERUE
BN R T Z A Bl Bl S L A, VA BERR AR 1T IS AR IV A 21 ARV ks O
AHIRE UK S LUR  ARIEZ) —40°C, BEAREZ) —50C s AR &, k4 —60°C s 1K
WA AL, VRT3 N R IL Y, 2R IRTFE 10 245 600 TOK, PLiEL 50 24 150 K
(K7

[0110]  SREFMASWAEES N THET S MA RS . X EEEE Y 10 B4
600 K 1 s ) R 18 AR AL 58 A8k 56 i, 16Tk B b= bl e B AE R AR b
FHAR A A FELEE N e () P9 28 20 1647 0, P R TN W) =30 C T &
21 -10°C, FAREFL 10-70 /NS o SEAh, 7= SR BE AT LAAE 30-192 /)5 B [y e 1] P AAVA- VR 18P 7
RZR Y 25°C —40°C o BT AT AR /N R TERT6 5 B B 20 56 4 Bk 25 A AL
FUFIZK o TR A a] DB T B8 B AR UE /A B 2R R R0 7= S e 2R R A . WIUR T4
)5 PR IR N T R B 25-40°C, IR 5-40 /N,

[o111]  — BRI RG TSR T DT T ASR (B FSAIE) ZAI8R
AR RS (SRR T R o a7 S LA A8 B0 a0 /NI RE 1 2888 T WK /MR
JEZE, B R B BUH JL/MRR RS S, T 58 SO FP ) BE AL 2 B AR ) 2 A A, LAAr AT
A TR E

[0112]  ZRIASCR)VT T HIE H LRI B e i AR B ) 259050 2RV E 1@
A /NI 2, AR T DL AT 0 B 1) B8 DR 7 TG TR PR B IR 24, 491 G 22 3 7 St 360

18
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(co-vials) o IXEEFAET] DL B IE B HRLIT, 50 R A%M BN 5 2818 S R] VT il 500 & 2B AH
FAEM o B P A2 2T, A U R e B AR, L Ry B AL S P AL T 2R
[0113] W] DAEVAT G AR SR VT TR AR NS, il an /M, 80 W] DORR T Rif
TR NI LGN, R AE A R T, AT S BOX 2N B S AR IA SR VTR T . AE
BN IR AE B IR T 2 J5 » F I 2 /N 9] G 26 72 B, DAL 2 35 1) TG 1 259
FRY . TR M, NS VAT R K PR L) 10-500mg/ i, PLik 2 100mg/ Ji ) 2K ik 5 )
TTHRZ) 5mg—2g/ i, LIEZ) 170mg/ HE ¥ H EE 12 .

[0114] AR BH BRI 550mT LA K, A3 T v 56 7K B T B, 49 n 3L 71 52
B, USRIBE A A2y, B Wl o 3 — D AR 208 B IR K PR & 2888, B b AR B AR K 2
J5 8 W AN I AR IR B VT 3 o

[0115]  B. Wf#/E

[0116] @ ML BEAS A Eh IR AR IR SR YT (ZRIASERTT ) 1EK Bk 5 AR &= %5 H
B, 49 I R S LT TATIE S S TTREE T BRI T B (TBA) vh BV R RS o 72 253 F il 4% 15mg/mL
RILSEF)YTS 25. 5mg/mL H EBEAE 10mL Fig e BEE D W (R 1) o SRIGFERTE 5°C
AL, JELE 02316 S 24 /NI JE A ERORLAT / ST »

[0117] 3R 1 PJion & B, R SR VT IR At B MO/ T8 R K B B ) = o 01300
TR, 2B R B NN, 2Rk BE R VT IS AR FE RS N o € B9 AR AR 105 B R T
HIEBER) VT AEAT AT B Fp AN ST R R A D00, (AR 5 CREAFJa re RS i o APV P 1)
SN o R AN BE A2 BT AT R e R I BR 1, AEL/N 2 - dn FR R0 £ 5 K ) 1 I
CBUT BRI LE T ) AHEG, SPE AR IR 55/ o AR, BRI 2R B R B 22 . o, R BRAE
PR LE S TR SR RE T 1% R AR AR DT o XV A PS8 35 M g K ) PP P A 1 T R R B T

[0118] 3K 1. 7E 5°CHEAFIT 24 /NI Py 2K 5 w) VT 7EAS [FI B (R A T
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=i 3 /At 6 /)NEt 24 /Bt
FEE (viv)
0% (KA KD CCs CCSs ULvE UL
5% CCSs CCS ULV UiiE
10% CCS CcCS CCS VLI
20% CCS CCS CCS IiiE
30% CcCs CCS CCS CCs
[0119] ZBE (v/v)
1.9% CCS CCS Ui RS
5% CcCs CCS LI R
10% CCS CCS CCS AT
20% ccCs CCS CCs ccs
30% CCS CCS CCS CCS
ERE (v/iv)
5% CCS CCS CCS TLiE

20
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10% CCs CCS CCs ccCs
20% CCSs CCS CCs CCS
30% CCS CCSs CCS CCs
FHREE (viv)
5% CCS TLe TLIE R
10% ccCs CCS CCS CCs
20% CcCS CCS CCS CCs
30% CCs CCS CCS CcCSs
ETE (viv)
[0120]
5% CCS CCS cCs CcCs
10% CCS CCSs CCs CCs
20% 2 2 2 E 2= 22
30% 2 E 22 2 2 2B
WTE (v/v)
5% Cccs CCS CCS LI
10% CCSs CCS CCS L
20% CCS CCS CCS Cccs
30% ccs CCS CCs CcCs
[0121]  CCS AR T EHETHE o
[0122] 1 AR 2 bR 1 e B AN [RIVELRE R 2RIESE R VT AE 3 FhAS RIS i i

FSEE6 . S8 P FR TBA &, 20% (v/v) F130% (v/v) ZLIFRE Y (4584 T X
FRAEIR ) TR o XTI R T Rh S R, B R AN 25°C ] O°C BRAR, 4518 ) TT I i
FERER PR o IZSEIGUESE TR 1 TR, JFSEH T 20 % 1 30 % TBA VR H K IA B H)

TR ZE S
[0123]

20%(v/v)TBA
25.5 mg/mL H FE B2
KER, ZWHER
[0124]
30%(v/v)TBA

25.5 mg/mL H E B

KER, Z2HHHRA

* 2. KIXTEA|VTHE TBA WS

-8C 0C
14 mg/ml, 11 mg/mL
20 mg/mL 18 mg/mL

21
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27 mg/mL
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[o125]  C. A2tk

[0126]  Fh T HAEZKES I P R A K IR K A4 FH TS B ANER 1, RIS S w) VT 75 B4 LA
il I T 25 = o SRTHT, 7R 25 0 B IE R b, 7R 2 W I8 77 22 F /K i R 4R
Foo PR, FIE TR VT AL S BT TR G S 78 ik 2, A Wi A A T DL 3502 i i) B
fift o

[0127]  [RIUk, AN [R5 2508 BE ) VT B (90 5 i 3B AT 77 VR0, DURA 8 2 15 ] DUR B4
[R5 257 e 1r K I 78 — FEEEA ], R AL BE LU A Ribomustin @5 % LK
R A, A/ B A R e A, 45 40 HP1 AT BM1 BB A4 & L Ribomustin ® B A 547
= ST AT (R AR SE R VT R I

[0128]  {RIEA K BRI THIFIEL 2°CEL 30°C, ik 5 CREAER, st HPL I &, 7 6 A
H, AL 12 4 F, BEREAE KT 24 A~ H, Bl 36 4> H P ARFer e, B, HPL R TCHH 2
R (AN ST 2R b e ) o

[0129] K3 E/R T 5°CF 24 /M AIESE A VTAEAR A BRI K P AR e MEE B aRIA 5
FIVTAE K IR B, I 3 B K A=) HP1 (BRI BEH)YT ) o

[0130] CI?N\©::>—\_°>-OH

[0131]  FRFEKIARHY] (HPL)
[0132] A 11
[0133] 3K 3. WIASEHE)VTAE/KHP IR et

[0134] FRERta) 4ify (%A ) HPL(% )  —ZMk (%)
[0135] 0% %, B A /K 0 /)N 99. 11 0. 60 0.11
[0136] RN 98. 83 0. 86 0.13
[0137] 6 /NS 98. 44 1.22 0.17
[0138] 24 /NI 95,67 3. 81 0. 29
[0139]  FEAZAF RN HL & A AR TR 90 oW 252 21 (1) L = BB R A 2 R IR RV T I =
P
[0140]
HO™Y

Ho/\ N 0
A3
[0141]  ZRIAZER])YT B4R (BM1 21k )
[o142] A I1I
[0143]  Ribomustin T /=dhH &A1 H B PR 2 RIAZEH]) VT L/E (BMIEE) (5 1V) Al
BMIDCE ( 2{ V) o MZRIA A V] 5 L s NI % BMLEE

[0144]
cl

COOCH,CH,

N
01/\/N\©:N\>_/_/
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[0145]  ZRIKZEH]V] Lg (BMIEE)
[o146] = IV
[0147]

D S

cl "{
[0148] BMIDCE
[0149] KV
[0150] K] 2 IR | 5°C FARIEERIVTEARIEE T IFE 24 /N J I HPLC 4l 43 B 45 3
GER UL BUEIRR H 8RR . B 2 EUE AR 3-9 riefit. ANE AR, #HETES A
BRI I S P AR B s AERROPET B R, SRR SER)VTAE B 2 30% (v/v) TBA 1Y
W PR /b o AE2 10 % ML) 20 % BRI , 1E T BEAER 1 2RIK S R) VT RRAd 7 1 S A
P, IETEEEKPRIRE N 20%H130% (v/v) I, B TR AT IE T AR AR
FETENT A T A R S
[o1511 & 3 fIE] 4 E7R T @ik HPLC ( A SCHER IAE ) 13 Rk 5 m) VT B ) /=
DLHPL R BARITE R R o ANEAARE, SRR B 20, HP1 L SR AR I T st i«
T 2 B RE I ) AR LA PO A s TR (LR 3-9) o ASUT BENIE T BEE SR AE By b i
B st 7 1 Ee e B A WnAESR 10 TR BIRIRFE, H BB Ak SR VT 78 TBA F A e
ERCEER-A S
[0152] K 4. FIASERVTAEA A CERKREET 24 /A2 PR HPLC A g M4 3L HPL FI—
FEARRAZI I I 2% o
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BE (v/v) R S I (8] A (%mE) HP1 (%) R (%)
1.9% 2 8% 0 /B 99.11 0.64 0.12
3 /Nt 98.83 0.90 0.14
6 /MY 98.60 1.12 0.15
24 /NEF 96.16 3.41 0.27
5% 0 /Nt 99.31 0.44 0.12
3 /MY 99.10 0.64 0.13
6 /INET 98.87 0.86 0.14
24 /NBF 96.89 2.68 0.25
10%Z. 1% (AN N ) 99.44 0.33 0.11
[0153] 3 /it 99.28 0.48 0.12
6 /MY 99.10 0.65 0.12
24 /NEY 98.03 1.57 0.18
20%Z BF 0 /Y 99.54 0.22 0.10
3 /NEF 99.45 0.30 0.11
6 /MY 99.36 0.39 0.11
24 /NEY 98.61 0.96 0.15
30% 212 0 /Nt 99.62 0.15 0.10
3 /B 99.56 0.21 0.11
6 /NEY 99.52 0.24 0.12
24 /B 99.21 0.45 0.12

[0154] K 5. FRIEFAVTAEANFR T BRI T 24 /M) HPLC FUE PS5 AL HP1 AT — 2R 4K
FEAZIIFFT P BN 2% S
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BERE (v/v) FF 42 B 8] iR (%HEAR)D HP1 (%) ZRE (%)

5%BU T BE 0 /N 99.34 0.41 0.12

3 /et 99.10 0.64 0.14

6 /Bt 98.85 0.88 0.13

24 /Bt 97.58 2.09 0.20

10% T B2 0 /NBf 99.46 0.30 0.11

3 /NET 99.26 0.48 0.12

6 /AT 99.05 0.69 0.13

[0155] 24 /B 98.04 1.64 0.19
20%4 ] B 0 /A 99.59 0.17 0.11
3 /BT 99.48 0.29 0.11

6 /MY 99.35 0.40 0.12

24 /B 98.35 1.27 0.20

30% T B 0 /NBT 99.63 0.13 0.10
3 /hEf 99.60 0.16 0.10

6 /NET 99.58 0.18 0.11

24 /B 99.42 0.34 0.12

[o156] 6. AKX AVTAEAFIEA BRI T 24 /M) HPLC RUE PEET AL HP1 AT J8 4%
FEAZMIFFT R RN 2
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BEWRE (v/v) F 52 1 [H] 4 (%mEA) HP1 (%) —E’AE (%)

5%IE 74 &% 0 /MY 99.25 0.43 0.13

3 /pit 99.00 0.66 0.15

6 /NET 98.72 0.94 0.16

24 /N 97.24 2.33 0.26

10%I1E 5 B 0 /NEY 99.34 0.33 0.15

3 /MY 99.17 0.48 0.14

6 /NEF 98.92 0.70 0.16

[0157] 24 /NEY 97.67 1.83 0.28
20%1E A B 0 /MY 99.45 0.33 0.13
3/t 99.42 0.26 0.13

6 /Bt 99.29 0.39 0.14

24 /Bt 98.60 0.97 0.24

30%IE A BF 0 /NEF 99.53 0.15 0.13
3 /N 99.51 0.15 0.15

6 /BT 99.44 0.20 0.11

24 /B 99.27 0.36 0.17

[o158] R 7. ZRIASEANTAEA AR A BRI N 24 /DI HPLC ReUE PR AL HP1 AT J8 4K
FEAZMIFFT R RN 2
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R (viv) FFSE AT [A] 4iE (%mEBD HP1 (%) ZRE (%)

5%+ P BE 0 /Y 99.21 0.48 0.13

3 /BT 98.65 0.72 0.14

6 /NES 98.56 1.02 0.14

24 /NEY 96.14 3.35 0.26

10% 5 N &% 0 /B 99.32 0.37 0.12

3 /it 99.11 0.55 0.14

6 /MY 98.85 0.75 0.16

[0159] 24 /B 97.68 1.92 0.21
20%5% N B 0 /MBS 99.49 0.21 0.11
3 /B 99.39 0.31 0.12

6 /Nt 99.22 0.42 0.13

24 /NEF 98.61 1.04 0.17

30%5+ N BE 0 /MBS 99.56 0.15 0.10
3 /MBS 99.47 0.20 0.12

6 /Nt 99.40 0.24 0.11

24 /NI 99.15 0.52 0.14

[0160] & 8. FRIEFAVTAEAFE FEEIKEL T 24 /DI HPLC AGE MEZ R . HPL AN Z8 42
(30 e s D I TIPS

27
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BWRE (viv) FF B2 I 6] A (%mEBR)D HP1 (%) —B’AE (%)

5% % 0 /i 99.35 0.40 0.12

3 /Y 98.97 0.70 0.14

6 /Y 98.66 0.95 0.14

24 /Y 96.65 2.83 0.23

10% FF i 0 /it 99.42 0.34 0.11

3 /NEF 99.01 0.59 0.12

6 /NEF 98.86 0.80 0.12

[0161] 24 /NEF 97.65 1.85 0.18
20% T B2 0 /NEF 99.56 0.22 0.11

3 Y 99.31 0.38 0.11

6 /MY 98.99 0.50 0.12

24 /Nt 98.31 1.15 0.16

30% F fF 0 /it 99.59 0.18 0.10

3 /N 99.43 0.27 0.11

6 /NEF 99.25 0.34 0.11

24 /NEF 98.65 0.76 0.13

[o162] K 9. ZRKIAFERNTAEAFIE T BT 24 /M) HPLC RUE MRS AL HP1 AT J8 4K
FEAZMIFFT P R IN 2
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BEWRE (v/v) FFEE I (7] aifE (%ER) HP1 (%) “BE (%)
5% ] B# 0 /)t 99.25 0.49 0.13
3 /NEF 98.94 0.73 0.14
6 /Nt 98.76 0.91 0.14
24 /NEY 97.46 2.20 0.21
10% T &% 0 /MY 99.44 0.30 0.11
3 /it 99.18 0.49 0.12
6 /Bt 99.03 0.64 0.12
[0163] 24 /T 98.13 1.55 0.17
20% T BE? 0 /pEF 99.54 0.23 0.10
3 /NEF 99.45 0.31 0.11
6 /MBS 99.30 0.40 0.11
24 /NET 98.81 0.91 0.14
30% 7 BE *° 0 /NA 99.55 0.24 0.10
3 /AT 99.40 0.29 0.10
6 /NEF 99.40 0.37 0.11
24 /Y 99.00 0.74 0.12

[0164]  a— fE/MEHPIFEBIIRA 2 /2 / FHMK . 05 B b AR B e »
[0165] & 1-9 ({45 SR, HP 1A J AT 55, IR A 55wV T AR E Tk il o vk FEE 1)

Sy ITIEAT =
[o166] 3 10. KIAZER)VTAEA BC H ZEEE R TBA H 24 /NI HPLC F8E T 45 3
¥ i AE (%ER) HP1 (%)
20% (v/v) TBA, B HERE
0 7By 99.59 0.17
[0167] 24 /NEF, 5°C 99.35 1.27
20% (v/v) TBA, T HEE
(VN 100.0 0.00
24 /pEF, 5°C 98.80 0.21

[0168] VIt « 70 M 0 H 28 FERE b FH 1 42 IEAH HPLC 2%, 1y 70 M7 5 H 88 B A o 1) 2 S A
HPLC %o Mt EL et i i 45 SR n] LA Y, X M7 152 [ 22 AR /o
[0169]  D. T JAMIRI R T
[0170] i B I SRR SER) VT o H i I 0 I 1) K 8 ol 28 AN TR R T R 50 AR ST
BEIIHE, ZEV R CPRAHE ) BB — kT (IREFUER ) ) TS R TR — 0% 1k
TR .
[0171]  R¥E LIRFT A AR RE S F2 0 RN T 2 5 B 5 T A 5L, DL thl A ds -
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[0172] Ry WA

[0173]  ZRIAZEH]TT 2y 2-40mg/mL
[0174] HF&E £ 0-50mg/mL
[o175] [ 270.5% -40% (v/v)
[0176] JKiEEE A
[0177]  HCrpEit 5 AP OE A I Bl TR I

[0178]  Jl% RAE

[0179]  ZRIAZEW]YT 2 5-20mg/mL
[0180] HE=EZ 10-30mg,/mL
[o181] & 1-20% (v/v)
[0182] JKIEEZE TRHAAIR

[0183]  HCrp WL B L IE N B BT A I

[0184] R4y W

[0185]  ZRIAZEw]YT 2 5-20mg/mL
[0186] HE=EZ 10-30mg/mL

[o187] & 5-40% (v/v)
[o188] JKIEEZE T AR

[0189] Rk W

[0190]  FRIRZRIAZEH]TT 2] 12-17mg/mL
[o191] HEmE ) 20-30mg/mL
[0192]  [i# 21 5-15% (v/v)
[0193] /KiEEE TR AR

[0194] 4> WA

[0195]  ERIRZAIEBEHTT 2 15mg/mL

[o196] HEfE #] 25. 5mg/mL
[0197] [ 2510% (v/v)
[0198] JKIEEZS TRHAAFR

[o199] R4 W

[0200]  #RPRZRIAZEH]TT 2 2-40mg/mL
[0201]  H Rk £ 0-50mg/mL
[0202] JEE #10.5-20% (v/v)
[0203] JKIEEZE THAAIR

[0204] Rk W

[0205]  ERPRIARIABLH]YT £ 5-20mg/mL
[0206] H =zl 1 10-30mg/mL
[0207]  THE 25 1-10% (v/v)
[0208] JKIEEZE T AR

[0209]  Rk4r W

[0210]  ERIRZKIAZEH]TT 2y 12-17mg/mL

30



CN 102078305 A

in P

[0211]
[0212]
[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]
[0242]
[0243]
[0244]
[0245]
[0246]
[0247]
[0248]
[0249]

H i

T

KGR

L%

IR ARIEEEA]TT
H b

T

KGR

%y

R ARIEZEA]TT
H e

AT BT
KGR

%0y

IR ARIEZEA]TT
H i

AT BT
KiG s R

%0y

IR ARIEZEA]TT
H e

AT
KGR

D%

RIS ZEA]TT
H b

BT BT

KiG 2

%y

IR ARIEZEA]TT
H e

AT BT
KGR

%0y

IR ARIEZEA]TT
H iR

AT T
KiEER

D%y

#] 20-30mg/mL
21 1-10% (v/v)

A
WRE

2] 15mg/mL
£ 25. 5mg/mL
2510% (v/v)
A
WRE

#] 2-50mg/mL
#1 0-50mg/mL

2510.5-100% (v/v)

A
W

#j 2-50mg/mlL
#5 0-50mg/mL

210.5-99.9% (v/v)

A
WRE
#J 2-50mg/mL
#J 0-50mg/mL
£10.5-99% (v/v)
TAIAATR
W
1 2-50mg,/mL
1 0-50mg,/mL
27190-99% (v/v)
A
WRE
#] 5-20mg,/mL
#5 10-30mg/mL
215-80% (v/v)
A
WRE
#5 12-17mg/mL
5 20-30mg/mL
25 10-50% (v/v)
A
WRE
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[0250]
[0251]
[0252]
[0253]
[0254]
[0255]
[0256]
[0257]
[0258]

K 51
[0259]

[0260]
[0261]

F4 Mallinckrodt 2y )

[0262]
[0263]
[0264]
[0265]
[0266]
[0267]
[0268]
[0269]
[0270]
[0271]
[0272]
[0273]
[0274]

[0275]
[0276]
[0277]
[0278]
[0279]
[0280]
[0281]
[0282]
[0283]

IR AR IEZEA]TT
H b

LT

KGR

L%

R AR ST
H b

AT BE
KiG s R

#) 12. 5-15mg/mL
#J 0-30mg/mL

25 20-30% (v/v)
A AR

W

#J 15mg/mL

#] 25. 5mg/mL
2130% (v/v)
TR

SRS R T Ul B AR BT RS T T, I3 B AU AR S S A
Ko RASBEV A IX L] 52 LA 7 AR A A B RV

JEEL

A IE T AT (Degussa 24 7], {5 #0206005 F1 0206007) H #&EE, NF 2%, 52

oK &g (100% ), USP 28, 85 R4 (Spectrum A7) )
FBUT T, ACS(EM Science /AT] )
FlE (Spectrum 23] F1 EMD A ] )

NEE (Spectrum 24T )

SINEE (Spectrum 7] )

T (Spectrum A7)

7K, HPLC 2, 856 [F4) (EMD A +] )
LN, HPLC 4%, A [F4) (EMD A+ )
=L, J. T. Baker 2y 1]

I, HPLC 4%, S5 [A4) (EM Science /AT, H 35 #MX0488P-1)
ZR B, HPLC 2%, 8% A4 (JT Baker A7), B35 J19470-01)

B

WA DGH ZARE FEAIR A5 (¥ Waters 2695 Alliance HPLC Z&R &y A XU AT I
2 Waters 2795 Alliance HPLC &%:
IHRCE (Mettler AG285, ID 5 #1028 Fll Mettler XS205)
AdVantage & VirTis % T-#H1
Agilent Zorbax SB-C18 #,5 1 m,80A, 4. 6 X 250mm, H %5 #880975-902

St 1-HPLC Ff7

Jivk 1

WENAE A :0. 1% TFA ;H,0
WBNAE B :0. 1% TFA ;50% ACN © 50% H,0

UV :230nm

Vg ¢ 1. OmL/min
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[0284]
[0285]
[0286]
[0287]
[0288]
[0289]
[0290]
[0291]
[0292]
[0293]
[0294]
[0295]
[0296]
[0297]
[0298]
[0299]
[0300]
[0301]
[0302]
[0303]
[0304]
[0305]
[0306]
[0307]
[0308]
[0309]
[0310]
[0311]
[0312]
[0313]
[0314]
[0315]
[0316]
[0317]
[0318]
[0319]
[0320]
[0321]
[0322]

FEIR :30°C

¥t :Zorbax SB-CI8 #%,5 1 m,80A, 4. 6 X 250mm
FERERE 5°C

AR 10 L

FEUE 0. 25mg/mLde MeOH ¥

FEFE :20% B, f£%F Imin

23min W, 20% B-90% B

90% B, {%+%F 6min

Imin Py, kB 2 20% B

20% B, {%%F 4min

IZATHA] :30min

IZAT JaINtA) 5min

i 2

WBNAH A :0. 1% TFA ;H,0 @ ACN(9 @ 1)
WBNAHE B :0. 1% TFA ;H,0 @ ACN(5 © 5)

UV :230nm

Wik 1. OmL/min

¥E :Zorbax SB-CI8 1,51 m, 80A, 4. 6 X 250mm
FEIR :30°C

PR 5°C

AR 10 L

FERUE 0. 25mg/mL ] MeOH ¥

FAFE :0% B, f£4F 3min

13min Y,0% B-50% B

17min P,50% B-70% B

2min N,70% B-90% B

90% B, 1%%F bmin

Imin P, k& % 0% B

0% B, {%%F 4min

BATHA] :40min

1ZAT JaINtA) :5min

%3

A3 A :HPLC 287K, & 0. 1% TFA(v/v)

AH B :HPLC 2% ACN/ 7K (1 : 1,v/v), % 0.1% TFA(v/v)
UV :254nm

Wik :1. OmL/min

¥E :Zorbax SB-CI8 1,51 m, 80A , 4. 6 X 250mm
FEIR :30°C

PR 5°C
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[0323]  EFEARR 5L
[0324]  RAER[A] :30min
[0325]  KAEJSIN[A] :9min
[0326]  HRET) :

[0327]  HHJ¥ :

[0328]  INf[H] (min) WEAH A, % WEIH B, %
[0320] 0.0 82 18

[0330] 7.0 60 40

[0331] 11.0 60 40

[0332] 15.0 20 80

[0333]  30.0 20 80

[0334] 31.0 82 18

[0335]  #F ih KTl 45 <4 25 5 FH 200mL s fid . R S AL T 6 4 Bh . VYR LEEEA
HPLC ( 1414 0. 5mg/mL).

[0336] ik 4

[0337]  AH A :HPLC 27K, & 0. 1% TFA(v/v)

[0338] #H B :HPLC 2% ACN, & 0. 1% TFA(v/v)

[0339] UV :254nm

[0340]  Vfii# :1.O0mL/min

[0341]  #F :Zorbax Bonus RP-C14,5 1 m,4. 6 X 150mm
[0342] A :30°C

[0343]  FEGMIEAE 5°C

[0344]  FEFEAARR 21 L

[0345]  AEHTE] :31min

[0346]  KAEJS T[] :5min

[0347]  F&BEFH) :NMP/0. 1% TFA K¥EH (50 50, v/v)

[0348] R

[0349]  I5f[H] (min) WHAH A, % WmBhAEB, %
[0350] 0.0 93

[0351] 5 93

[0352] 13 73 27

[0353] 16 73 27

[0354] 25 10 90

[0355] 31 10 90

[0356] 77V 4 [FIAE L HA% 4 255 O AN = IR R SRV AR, T B IR E R 4. 2mg/mL (%5
BN HPLC, A T 3R1F 4. 2mg/mL IRIFE S AL, W] BB LA ZRUEAT 55 — kM ke (100mg/ /ML
FA) o

[0357] 45R

[0358]  FH L& HPLC v 1 73 B i — L8 2Rk SEw) VT A% B O B N [R) 036 11, AR SCTIR
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HPLC FEJF 313 1) Ribomustin ®F HPLC i & W36 6.
[0359] & 11 :FH HPLC V£ 1 $RAF IR SER] VT A HL R S0 20 o i) £ B B[R]

[0360]  FFfh A4 FK PREEIFE] (min)
[0361] HP1 14. 110
[0362] ZRKIAWEH]V] 22. 182
[0363]  BM1 —Z{k 24. 824
[0364] BMIEE 26. 968

[0365] RV HPLCVZ: 1 Re 4 BSAE AR IS SER)Y T o AR BRI 4% 5, AH AN RE 23 B A6 20 A TAD T ik
[RI¥EFE A L, AL BER)YT G (BMIME) o BMIME 55 BM1 — SR 0K B4R BY I [RISCAH 22 0. 3 2380
KT Ar B BML AR, FER T o — M HPLC v (J514 #2) » HPLC ¥ #2 Be 70 3 T 240, (2
BKIX 45min 4T E] (58 12) .

[0366] K 12 : [ HPLC ¥2: 2 3845 BRI S w) VT S 2% o )R B I T]

[0367]  FEMGAATR PR INA] (min)
[0368]  HP1 15. 694
[0369]  BM1 25. 420
[0370]  BMIME 31. 065
[0371]  BM1 —EZ&{k 32. 467
[0372]  BMIEE 36. 038

[0373]  HH HPLC ¥4 3 3R15 1254tk Ribomustin FZ% 570 A5 15 0 WL 13,
[0374] X 13— HJ HPLC ¥ 3 38151 Ribomustin 2% i A5

[0375] %6 [ AR

[o376] b5 ZRIAZEW)YT (#hEgih) HP1 BMIEE  BMI —3B{k  BMIDCE
[0377] 03HO8  98. 14 1.07  0.21 0. 34 0.03
[0378]  03HO7  97.67 1.5 0.2 0.33 0. 04
[0379]  02K27  96.93 0.93  0.29 1. 18 0. 08
[0380]  03C08  97.61 .24 0.19 0. 46 0. 02

[0381]  SEjififsl 2— VS fR)E

[0382]  JE ik AR BEAS A e Eh IR AL SR YT (ZRIAZERNT ) fEAK KK SRR EFFEE. &
B OB A T EEAUBCT BE (TBA) HRI¥S RS . 7E IR T Hl#% 15mg/mL ZRIA 5L H) YT,
25. 5mg/mL H #EHEAE 10mL $8 2 BEA R VAW (R 1) SRJGHENLAE 5°CHAEI, HHLE 0.3.6
Ko 24 /NI JE RS EEAHORL R / sl PTTE

[0383] 3K | R GE RAE I, 2R E SR VT (% ﬁﬁ)ﬁﬁzﬁﬁﬁ?/ﬂn}#%mk W PR R X
THTEEE, B I FE BN, R0k B a0 VT VA A B Y38 I o D0 (91 R A A0 8L P R
18

[0384]  [RIFEILTESA 25. 5mg/mL H B EE N 20% (v/v) TBA ZKES, M &4 25. bmg/mL H #&
BE[) 30% (v/v) TBA JKESW 1 INE T AR SR VTSR (B 1) o BaRIESEANT A 4nl
R EEBT, R G, BERRIRSE R T A M. A -8°C.0C5CH 25°C MG
L /NI o BB L, BOHTE T RIS T i/ 30 738, 4 -8 CHEME T3 A FAKUKIG IR
(R BN oK S FEECHRE BT 2 A B0 R o S SR, ME S AT HPLC 23 #7 o

35



CN 102078305 A WO B 33/36 T

[0385]  IXLESZEG ISR Bon T 1 AIER 2 o Seie h s FH ) TBA &, 209 (v/v) H1130%
(v/v) 2 CLAS ST A e PR 9 A ZE A T o

[0386]  LIPE] 1 from, ZRIABEA) VT v i B Bl A TELRE N 25°C ) 0°C BRAIK T 24 b e A
B IR ERAE K AR ARAE ACE FIBE A, ZRIE SER) VT s Al A0 2ROl . TRk
SER) VT AR E HE A R, 20 % (v/v) TBA 1R AT BESZ A RORT N5 () i 24 A2 7 i 7 B2 1 R BR
15mg/mL A1k S H] VT SE 78 1R T 2R IS SE VT AE 5°C R M AR A2 17, 2mg/mL AH =5 T 0°C
FIFREE . 30% (v/v) TBA 42 F T HR & HIFIK TBA IHEFRIK B, 3 HAE BT AR E R E LT
TE RS FRFEZ o

[0387]  SKjitifsl] 3— AdE Ttk

[0388]  A. {E/KTHIFRE

[0389]  7E=E T HH/KHiI & 2 A5 TT (16mg/mL) FIH Z2BE (25. bmg/mL) KIS, H 7 B
BIHETUE (DR RS K E 4 5°C ) 10 4380, ARG 1E 5 CYe . 16 5 CHEAF 0.
3.6 1 24 /N, &I BIRE 4 HPLC 2 STk 7 V64T 20 0T o

[0390]  B. 7R fAs e M

[0391]  FEZ VT HKHI 57 15mg/mL 281K % ) VT 25. bmg/mL H Z&FEH 1.9 %.5%
10%.20% 8¢ 30% (v/v) LB, 8 5%.10%.20% 8% 30% (v/v) TBA. FIEE A EE S A B BR
TEEEESWL FAT HAE VKA THIECE 10 438, SRS 15 5°CI . 1E 5°CHtif7 0.3.6 1 24 /)it
J& » B HIFIRE S A HPLC BEAT 43 B

[0392]  C. FaEMh&i R

[0393] K3 BN T 5C P ARIEERNVTEARMEERIZK 24 /I AR E MESE R . IR SER) VT TR
K PP AR P A, LB S R B G I, ZRIASE R T AR E ME b2 32 m (Kl 2.3 F14) o RV
R 22 A8 I DA B e e A0 P T L, (LS 08 5 ) T ()R A 1) 2 il A U 1T
HNERHRT, BT 7R OR R AR IA S =) VT 1A e PR B 2% A4 T mT LIS KW v, R G mT DA T
3G B A B D 2RI BE R T o AR IE, TBA SR ) /S bl b i s Aa e 7)) (& 2,
34 . Fr 30% (v/v) BIEEISAE 5°C 24 /NI 980 295 HPL I BRI TE . 3k TBA
ME, ¢ 5 CHEAE 24 /NI, HPL R B2 0. 4% o 4 AR FE (I FEEC ) 15me/mL 4515 B4 )
TTHAE 5 CAEAEIT, BT AR SR VT IUTHE S A% T R, DRI ATC IR B I B R RE TE RN
[0394]  Sjifs] 4- HIF AL

[0395] 7RI 52 ARk S w) VT IR P RN AS € 1 2 I, XA T FHHREAT AL . BT 30 %
TBA/ 7K M A 0k S m] VT (R FE 5 HL B s vROAH B B vy, PRI T 2440 100mg 2818 55
HVT s B 0N ER /AT ELEGERA Ribomustin @ ALEEHIRE I/ o B 0°CIN 2R 18 5]
VTS W & A 18mg/mL [ R IR SR YT, (HIEFE T 15mg/mL 3k & H 55, LLAMZ B+
b2 S S B ARFR APT 45 2 S i 7= AR 1 APT VS (A= 5o 3 100mg 2h 2 2K
IESERNT, AN/ TR B 15mg/mL [ ZRIE 5L H]YT 6. 67mL.

[0396] KA (T4 ) MRRREL A2 A7 HA R AFAMIL ¥ VR T 152 30 R T 7 il R O B
W ET P 5 MR 30% 22 50% . 6. 67mL [ 20mL /ME A4 30%, %/ MEEA
0. 796cm’/mL HIR AL .

[0397] 24 T fR#FFHIFH 5 Ribomustin ®FHEL, &£ H B BEAE A H 7850 . BEATAIFFOE H Ha
XA IR S F) VT HH FE RN S A RS2 e BEAT PEOY o H SR BE B AR 2R 5 =) VT 7 S AT TBA 7K
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VWP VSRR (78 15mg/mL ) o {81401, 2 5% 1 10 % [ Z EE AT TBA (B A H 55 B i i
1E 24 /DS RADTRE . 2RI, &7 A H SR REAES (3R 1) WITE 24 /NPy REE R T UTTE
A 30% (v/v) TBA.15mg/mL ik BEw])VT A1 25, bmg/mL H ERBE KW A VIE. AT
TRFFUPIRYI T AR RAF, B 1 AE AL B R B e, 55 5 /> 134mg/ /MBI H B5 e, K 5E5H
R4 200mg/ /M H BRI IR SR B T R .

[0398] AT Bl IR (1) B 34 R IR SER] VT IR PE RIS AL FE o AR T, A R B R o B
S S 70 Y RS MR IS (1 2 52 FE AT DA T 18T o /N0 T AR AR AR PRV VR 1T UK st 7 TH A5 R
ANBEAR, RIS B VR T AR TR B o Ry R I RN S = AR AN S 0 L AR DRI S T
R o H & EARKIEZEAYT (15mg/mL) FH ZEHE (25. 5Smg/mL) [f] 10% L. 20% LEE10%
SEATEE L 20% S AEEEL 30% TBA AT, 34T F 10% 4FE.20% £ . 10% SF A .20 %
SN BESE 78 AT/ EE T AR IR I ORIR A, B8 T AR R . ME— 7 AR W2 I RIR )
I HI R G HE 30% TBA. Ak, 10% LFF20% LT 10 % 7 A T 20 % S IR T/ NI 2
WINAME, ERIKT 45 2B G A 52 2 Vshi .

[0399]  RHFE/NFI/NIERTEE J) 23 T RIEBERVTLEAK / A AL 9 5 Bl il B 1)
PR B Al B 32 T RR A SN IR B 20 L BB T A E TR O 5 00 R, | T o
FERR PR i, 75 22 AR I AR IR SR VT . 0 T OREF 100mg ZRIESEHVT / /MRS, 75 22K
T 50mL (KM 3 B, ASCHIARE PERFSUR B ARBEIR T, A A A8 AN R LR VR B2
(RIS FE I (] o

[0400] SN SIEIIA D IR 2 — 2T YRFLERE . — Bk, R AR/ ETE
DUV [ A4 50k LAV o BTSRRI A U I 28k ([R1g ) i S B0 TE T2 1
RLZHEH T BT IR 3-5 BN B . RIS LA A TR R AR ALK,
I H A B 52 BIFAT Ry 2 PR B BR 1, 5 Ribomustin @ AH I ] ] §e 5 41U 1B] Hi
[ B PTNEA K o RZECAWIEFIABEA RGEET, IF o T HARS 50 3 35051 . TBA (X
T BAB GG S, I RA SRR S E. TBA il it FHE M A & 25 R 77 2,
DLZ 55 K AH IR R 24 B 22 o 51T ] LLSE BI(#) Ribomustin 75 B2 48 30-45 43 Bh R AH
L, K BEAS R B 30% (v/v) TBA A== (W T 4E 3-10 2 Bh N RIAT B4

[0401] R4 ¥ fift P\ A e Mk SRS I3 0 5 2 B 25 1, DA g A e BRAR 3% 99 445 T 11 il
7 ER BRI S H] VT4 15mg/mL, H @& HEZ 25. 5mg/mL, U T BEL) 30% (v/v) Fdk & vE 5 H
Ko SRJGFEHZHIFIAE 5°C R 6. 67ml HHFE A 20mL. 20mm IBEIA /NI, IR T R 28
FEAE—HB0, N TP RIE THL .

[0402]  SEZjf4) 5- 2% VFAL

[0403] 4 HPLC 43 #riliA3 iK1 ABAE (&l 6) , 7 Ribomustin @ HiliE VR A H 78 MR T ik 74
HRG NI T BN TR KA ) HP L SRR AR IR SE ) VT LI BMIEE. BMIEE 1] DAAE J5URL 25
(563 , ) an 45 A/ sREEALE R TP = AR . OB R0, BMIEE J2: b ik 5] VT 58 A 250 4l
MBI 259 o AT SE56 LA E 30 % TBA KV IH 78 v AE A 2 5 R BOR A SR/ VT AT BE Y
T o

[0404]  FHTE Ak SER)VT BT MR T 75 2 4% 48 Fisher BRAL [ N5 AFIEAT SER . B 2RIA
TEH)YT 60°CH HCL ) TBA A i 20 /i o R SR BITAT S I o %45 R, B3 T / 353
B R AR S m) VTR T e ZAR WX . 3e4 Mk, R TR 9T R A6 T TBA i () 24 i
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ERRVIE £ PRI i

[0405] 2 T WpEh e it iR, N7 TSR S R B R KU T BRI A AR TR
AT BRI T B AR IR SRV T B AR e i B IESURT N, N— AR P e Ak
HORR SRV TE A PR BT TEME R G, ¥ FIk 4 . B8 ma — & F
Fe BUT W = Sl 4— — IR Z IR e, IR A WTE =l TP . TEI AT A E 573
it 5, WHFRIRAMLEY) . LC-MS WA 5 AR 5w VT BT BEAH VT AL 1) 7>+ &, SR
ERUT FERE, R, KRR R BE = AL RIA SR VTR T Bg. PRk, A TBA E A L5
BAANSEE AR St A o

[0406]  SEJiAA] 6 ¥R FE SRR ST

[0407] Sl T KSR I, LA R T [ S BBY B O 38 A5 B R 0 R . B AT 5K
B VA RIE R B — IR TR B TR) B2 R ) X6 7= e B 5 M 1R AT 2 B

[0408] A, ¥IEHE

[0409]  SCHRIRIE, TBA MR /A VAR A FNN HA AR B . 7528 TBA B, 7™ i
RS, AR . S22 VAR TR TR BC ) OR & i ™ A6 SRR FL, AT FR 47 SE A R T
e BRI, S TA SR VT ARG, 48 2 1 8 /NIHEEAT A0 M IS, 2 VA V4 3 38 3 AN 2 S
TESH

[0410]  B. H—IRFNEE kT4

[0411]  FEZE—RZHAM 30% TBA W AT I FE A, T I RR A A, 3 HoR R A/
R X EEPRRYE R T S e TR RN, X2 IV R . 4 ik )
21 -10°C (WK 5) i, 1ZI % BN AT DLEEIUR & B AR T I . i ek AR sE
] SR JER R R A e I, X LA AR S AT AR 28— IR T R I R ) A 50 uom 425 22
150 w m, (EAFPR S BN TR AR H, FORFRAEE/N—28, SRIFER T /AR 2 /D EK 22
8 /NI Z A, AR ALK . X P A A AT

[0412] B INT T8 — IR TR B TR KA B0, 0 T R HVEER 218 10T A 1A - 7E 8
/NI AN 25 C VR A2 —50°C 3 7E —50 COREF 5 /NI, 75 7 /NN A =50 CInFA T4 22 -25°C;
TE —25°CAREF 20 /NI, 78 2 /NN A -25°C In#JF T 2 -15°C, IEAE —15°CIREF 20 /M,
7E 6 /NP N —15°CInHTF T4 40°C, 7E 40 CARER 20 /N, [R] B AE 3T i R R RF
150 um AT EE . RWERARBIH (K5) . ZAB/ 4 TR RAF o R %
IR TRIRY) o 7EA A5 2 52 2 8 VL 10 PRl IO AT R, K0 AR W HY Il URH 52 35 I k] B 2
TR, N FEORZLSNDPIRY) i ST gs R SRR RN T
JA AW LLE 52 T8 i3 M Ao LA 5 S IDRIRY) « BRI, 7258 — IR ATk 2 A eSS
A KRBT BE ] ARG AL RIS OB R o AR I el ) 25 08 N i — 2B T A 38 (I
5) o £ 40C—HTHZE 20 /N, 85 R R K IN BB =) .

[0413]  SEjfs] 7— ¥R A

[o414]  PUR  UiBH  WE C/BIE) wmE (C) 5 (k)

[0415] 1 R4 0.25 5C -
[0416] 2 8 -50°C -
[0417] 3 R Fr 4 -50°C -
[0418] 4 B3 -20°C 150
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[0419] 5 R Fr 6 -20°C 150
[0420] 6 i 1 -15°C 150
[0421] 7 REF 20 -15°C 150
[0422] 8 B 0.5 -12°C 150
[0423] 9 PREF 15.5 -12°C 150
[0424] 10 B 15 35C 50
[0425] 11 PREF 10 35C 50
[0426] 12 A 1 40°C 50
[0427] 1R 5 40°C 50
[0428] &if 89. 25 - -

[0420] PP A SCA TP TSRS T3 IAEIRA A T B R & T Jo /e i B2 AS
25 56 BRIV R] ARSIt . BLARAS A BT G DR R Ot e S 7 S AT T ik, (2
X AATUE AN TR 5 117 5 WIS e, R DULE ANRE A T AR R0 s L 1) 4 1 T e A
YA CA R 5 K P R SO BRIP4 T sl . SEOCELR, IR B — 2B AL A A A 3
2 Y5 A IFREE AT R FIHE IS BRI AE BB 25 R 4 AF 1 Al LU SO
TR o BT A IZ IR A G EARN G 1M1 5 21 &) W AR U ARG SO A £8 H AR
FORATRE A A W KPR oA L Y

[0430] AU W45 R SR BN BT AT L AL R G AT R R DA R B A S B B il B AU ) 3R
NI BT &R LR G AT AR 2 LRI RE R S I SO A 255, AR B
MAT ) AR A S5 ) B AR B 5I H h 255 —FF

[0431] AR ST i B 2 1) A Y RT3 22 AT A SR AR 2 T I 3R 45 A
. PRI, A0, AEASSCE S RO AT ARTE A8 T e e AL M e
7 BT LS Sy Ab A ARTE LA o SR AR TR AR 28 A U B i A E PR ) PE R3S IF
LK HEARTE NGB B AL IF AN RS HEBR AT HAT I S MR FR) A A £ 48 () 4 s HL
73 AE R TR B 2, PG S50 Al REAE AR IIAUR B RIVIVE R o PRI, B2 T Al 2, 2
AR W] E 22 1B R LI St 77 SEAEE R A R AR A T, BACIS AN 53 AT AR AR T
RIS AT B O Ae 5, I HIX LAE SORIAE B I A LEBUM B SRAS R E A A B (17
o
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