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: N NH;
o
OH I_l

B2y AR AR AR T

(b) FEATE K IV, G FIEL & K2 45 % 22 K2 85 % ITA . K41 5% 2 K41 45%
(1) H AT 0% 22 K2 30 % K LT

2. WRABRBRESK 1 BT ik i), Hemr im0 5 K4 65 % 28 K2 70 % A | K
2y 25% 22 K2 30 % I H AT 0% 22 K4 10% 1 LT

3. FRAE AR EISK 1 BTk () 550, Hrp BTk B )AL 65 % 2 70 % R TA ZEERT 25 % &
30 % FYH il AEAT I AR BBk S

4. MRIEBRIESR 1 P i), Frb P g 5006 7 K4 65 % TN ZlE R4 25 % I H
WA KLY 10% [ 21

5. MPEBCRESR 4 Pk (5], Forb i ds )2 65 % 1T 1 25 % 1) H AT 10 %6 1
LBE,

6. FRPEACRIEL K 2 Bk (1) i) 511) , 2 BT i v A & K249 70 %6 1R T8 R R 2 30 %6 I H
W, AL

7. MRIEBCRIZSK 1 BRI, Hr Il s R

(a) 45% &= 85 % T I 5% & 45 % (K H AT 0% & 30 % [ Z % ;55

(b)65% & 70 % TR —E.25% & 30% B H AT 0% & 10% [ L%,

8. MR ATRAT— B EL K Frak (il , Forb ek #h 2 i .

9. HRE AT IRAT— BRI ELSK BT ad (1) 57, e Bk Ak &4 BLK 2 80mg/mL 52 K4 110mg/
mL, F1%6 K4y 100mg/mL [KIHKR FEAELE

10. AR AT AT — BCREE SR Brads 1 il 551, 1 — 254015 DMSO, 4F 1L 1b DMSO <46 &4 (1) LL 5
HRL 2 RA 1 KRA L RA 1 KRA0.5: KA1 KA40.3: K4 1;80K450.2 2 K4
0.3 : K4 1,

L1, AR AT AT — B E SR Pk () )70, FEad 5 8 B2 By ST i

2
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12. —Fhzhar, B4 -

(a) A MIBCHE K | BRBNE K 8 FTik AL S 58 — 54

(b) & A WACRIE K 1-7 FE— WU IR L AT K B 50 =548 o

13, WRABRBCREK 12 Prik 25 &, Horh ik i &9 2 A Tk R K% K

14, ARPEACRE K 13 Prik i 2 &, o ikt &9 2 51 .

15, MRARACRIE K 12-14 FE— TR 254, Sorp iR 28 — 48 A K4 80mg 22K
25 110mg Tk b4

16. MRPEBCR LK 12-15 PAE— IR 25 &, JLrh PR 58— 2548 5 A K2 100mg 141
AW

17, RPERCRELRK 12-16 TPAE— I f 256, dE— 0 QG @ I B2 T v it FH i v B

18. — Pl & WAL B R 07 v B HERE BRI 3K 1 BRI 22 3K 8 T iR AL & s i
TEABCRIEE SR 1=7 A AF— T AT (1) 3 AT K57 o

19. MWRPEBCREK 18 Frk 17732, dh— B AFELU T IR .

(a) ¥t FTd AL A P i AE DMSO H, DLAE BT AL A5 W04 DMSO = IRV s 1

(b) ¥ (a) BIPTIRA T, LR BIEA T KM R T iR &4 -

20. — M DLIEA T AR R FITE XA T A S e 25 Erl e 3 72 -

NH3

OF

HO

oH I-1

YITVEATE G TR Y s R E AL DMSO , DLAE L AE DMSO A v vk, B 44 i
IR T DRt 2R T A K rd b &9 si L 2.

21, MRIEARINELR 20 Prik i) 7512, Horh Pk B A TGO R AL B3R 4R 1 DMSO,

22, MRAARINELR 21 Prid iy 7532, Horh Prid R 42 (1) DMSO BL ik K2y 2000mg/ g JiTid =X
-1 (b &P EAFAE

23. MRIBBRNELK 22 Jrid 18 7775, Forh BTk i 42 11 DMSO LA /1 K4 1000mg/ g+ fRyik
KZ) 600mg/ g~ ik K% 500mg/ g+ 1ih K2y 400mg/ g~ ik K% 300mg/g B K2 200 22 K&y
300mg/g FTid 2 1-1 AL & EAFAE

24. WRABEBORELSK 23 Pk I8 7732, Horp BTk i 4% (1) DMSO BAK 2 200 22 K24 300mg/g it
B T-1 A EAE.
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25, —FPFEA T IR AR, HEEA T 20 AW et 2522 bn] #8252 1 Eh A1 DMSO ZH K -

X
(A
0

0
(6] N
/ NH
O=—=P—0H l
N F
N NHs

e

HO

oH I-1

BTk DMSO LA =ik K 200% w/w [ A7 1E .

26. MRPRBOHELK 25 FT ik (8 A, A1 Bk DMSO DA iR K2 100 % < =ik K20 60 % - 1=
T RZY 50% ik K2 40 % Bk K2 30% w/w DMSO/ =X I-1 A&t &2 10,

27. FRAEBCRE SR 26 Frid ks R, Fod Bk DMSO LAK 4y 20% 22 K2 30% w/w DMSO/
X -1 EWEAFLE

28. FRAEBCRE R 18-24 WP T — I T IR 1) 77 1 BOR SR BOR) 3k 25-27 Hh T — T T iR i)
AR, Forh ik #h 24l £k

29. — M ZIALE Y, F AL @ AR B R 18-24 HT— TR BOBCR) 3K 28 1) 5 1E35145

30. —Fh¥A T RRIE i BE B AR S S A L A I SR Y T 1k, A R BRI R
L=11 A AT — TR R AR B3R 12— 17 H AT — T 24 ORI B3R 2527 H AT — T 1ok AR 5k
BUOREL SR 29 B -G Wite T 77 2 s AT 3218

31. MEAEVR T JEAE i BE R AL S5 S A 1 I B ARG 1) v P s P RO SRk
L=11 A AT — T 50 AR B3R 12— 17 H AT — T 24 2 ORI R 2527 H A T— T 1ok R 5k
BUREL SR 29 B9 -G8, BTid 77 A48 7] 523 2 il F B ik w57 s 4L &4

32. BUFESR 1-11 FPAE— I ) 50 AR 2 SR 1217 AT — T 25 8 AR Bk 25-27
AR — IR R BB SR 29 12 -G P)AE il 45 ARV T e B B8 G AL e o a7 A Ak 1 L
BRCSEARIE 1 g A I 254 T R ag B il g 2 A A 1) 523 3 T ISR R B S 4

33. R BRI EL K 30-32 WAL — I I IR 1 77 v USRI LA 2 R R Bl g, S
BT i 75 iR VR TT 16 B AR ST (T8 L8 50 H (99 o

34. FRARAUCRIEE R 30-33 HAT—I AT 1 7 v IR LG9 2 & R R B A i,
Tl Jiti FH A2 B2 T Tt o
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PG =T A I 5

AH I B
[0001] A HHiE MR 4% 35U, S.C. § 119 TRk 2011 4F 8 H 30 H $%AT (1935 [ Il i & ) H i
61/529, 081 ALz, L 51 KLy A I A AL

Z51FFA
[0002]  ZEAS UL B HR 4 B BTA R &R AL R FE IS DI R R B 5 ) IR
AR, W EVRRAS S HE A &R B 5 0 R 0 B 6 O et b R I 5 T RN —FE

EEREA

[0003] VGt H A 1E & &R F TR AR PEBETE B s (OML) i 8858 A= e i r B 1k
(MDS) <FE/N4H il (MSCL) % Btk 40 B 73 M AT S MEBE T (s (AML) (92540 Hb ph 4
H L PP H AR . M VA AR 40 B R S ST IE N DNA, B35 1T 5 S 4 i Ak I R 1
WA EEE . VR HA MR A B I, (R O A A e 4L 250 A o

[0004]  JRAEHAE CML. MDS FH AML 77 IR SEAA BT M5 35, 15 L8 3R PR R P B i 00 1)
CL WG 7 PO ARVE R A N H o PR RTINS B PN 25 37 R AT 2 ) b P AL sy s 0 o)
Bee ALK 21 ] 488 R 7K 5 i AN 43 7 0 ik TCAR A A0 AR PR RE 1 B8 0 o 7ERE I3 R, A
KIEEIEA NEMEN A o AR, PG A A fe K 52 771) 81 6F I 9 38 6 B e 11 S AR IR 1) 76
T CETR . BEIH SR e ANTE R o X2 A B, R4 B PE Ay BEATL I 2 Hi I F
NS 4 (425 IERE DA Eae 40 i) (19 DNA Hr, i T o pa A i i AR 0E i 5 12
()7 T [ DNA 45245 S EORIE . PR R P AR ) H AU R T & & CoG 1741, HTHb
VG At V€ (1) ANARE 11, DNA W] REWTER, FFAE CoG & LLAMVF 247 MR BB .

[0005] b 75 it v TS L B A 75 A HE A 5T 2 ANER E 1T, I HLAE 2K PR A1 5t 28 13 7K At B
fifto ZEFRME pH T FEAR NS o

[oooe]  7ESEELH|'S 7,700,567 1 CEHEIR T B PEAREATAE R ARG, A
I R X A IE RORE (775 1z e SR 5 A IR

XRAE
[0007]  FEAKBIRIEE — 51, &0 — R dls, A - () FARE? -



CN 103945902 A OB B 2/50 T

NH;

~,
NN

O
O
O N
| / NH
O——P—0H '
| \ 7
N NH3

e}

HO

oH I- 1

o 252 Pl 1 s R T (b) AR LK IR, IZE RIS KA 15% 2
K 85% [HITH —HE K4 5% 5 Ky 45% 1 H T 0% 22 K20 30% [ LB,
[0008]  TE—LE5 i Jy S, P IRES AL 5 K2 65 % 22 K2 70 % AN —FE K2y 25% 2K
25 30% [ H R 0% & K4 10% ) 2T,
[0009]  HR I, 75 A% & BH (1% il 371 o A FH 55 AR TG 7K B 0 3 B0 i i 2 s i (O 5K
I-1 AL A, K2 130 K% 150mg/ml) » X3 T N2, BRI FE B ik BE
IC T SRR, 0 TA &2t Y5 R S BRI AR b, JLFR 28 /b
=R IEA .
[0010] &I, 75 A% 7 B (1% i) 370 A A5 FH 256 A4S I 7K 1 ¥ 50 € B0 HH 385 16y i A7 S99 PR A e ik
(2 WASCLHER) 2) o« B, A 0. 1% K& B EMFIA, 76 2-8CF 2 12 4 A REF
[0011]  WILAGI N SEEAE A RRER, 8 7T LARR 25 ST PR FF IS B AR EE / SEAARE I
[0012]  7E—HEsTji 75 2 b, BT i 560 & K 24 65 % T L K 2 25 % [ H i iR 24
10 % 1) B, 151 40142 65 % TR . 25 % I H I AT 10 % (1) L1 o
[0013]  7F—4Usji 77 Z2rh, IRl Vs 2 65 % 22 70 % 1A LRI 25% 28 30 % [ H 3, 4F

482 LW
[0014]  FE—dLszjfi 5 &b, Frid & K4 70% A - BERUKZ) 30 % 1 H M, ANELE
L,

[0015]  7F—4652)fi )y &b, TR0 & 145 % & 85 % HITAH % .5 % 4 45 % ¥ H- i
0% 2 30% 1 LTE 5B 65% 2 70 % N . 25% 2 30% I HMA 0% & 10% ) L1 .
[0016] 2477 | m] 4252 (1) 2h IR R R il 1 S5 7 S AR A ST h IR I #h o A — 2850 7
F, iR R . 1A AT DL LLK 2 80mg/ml 22 K% 110mg/mL, %1 41 K% 100mg/mL
(R FEAF AT o

[0017]  7E—28S2i 7 S, il — A B Z IR (DMSO) , 41 b DMSO :4k-54)
(IELA K2 2 KA L KA L KA L R 0.5 KA 1 KZ0.3 KA 18R 0.2 £ K
250.3 K45 1,
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[o018]  7E—HESLyi 7 21, A SR A H GRS & Tl B2 R 4R 2.

[0019]  7E5—NJ7 1, Ak et —Mrah &, HAuds « (o) &H WA ik i &9ek
2y Bl R 28 — 284 8 (b) B 3R E K B S A4, s ISR
2 45% 2 K 85 % MITA IE . K2 5% 22 K2 45 % B H AT 0% 22 K4 30% 1) LT .
[0020]  7E-—2C5ji Jy S, FEA R B 25 b AL A LIE A BTN A, 1 Wi Tk R
e RAFAE . ZAL AP LLLLUKZ) 80mg 22 K2 110mg, 7 WK 2y 100mg [ EAFAE T3 — %%
#h. AEEEsT gy B, ZA U — e RRE T R RS 2R .

[0021] £ 55 —ANJ7 I, A R AL —Fh il 2 25 W 4B W) ) 07 3%, 1% 1R B FE R WA S
TR A A P ARAE IR A BTSRRI o IXAE IR ZE A b T K (R 30 1R A E FR i v ) v~ 0 &
A HER AT A EICAK I o

[0022]  FE—4e5jli 7 &b, %A D REE W NP IR DG TR AL S YRR AE DMSO H,
CLA B T IR VR -G AE DMSO A (RIS s FE5 B iR R T LB AL 2 IR A EIE/KR R I ik
tEY)

[0023]  7E 55— ATJ7 I, AR B A —Fh DS AR AR R % & K& sdl 252
TR I BRI T

NH,

LA

HO

OH I‘l

EITIEAEE B PR A A P B SR AR AE DMSO T, DLAR BCTE DMSO H R v, Bl )
BTt 5T, AR L R IEAR T AR R Tkt S sk L. Brid FEATE KR A ] DAL &5
DMSO, 151 4 DMSO [ & 4 f1 18 K2 2000mg/ g 5 =11k K2 1000mg/ g 5 =11k K& 600mg/ g 5 =ik K
2 500mg/ g s F=1IE KZT 400mg/ g s /=18 K2 300mg/g s BKZT 200 42 K% 300mg/g TR = 1-1
WEW . TE—2eS0HE 77 S0, 120 AR A B mIA KL 200% - =18 KT 100% . =ik K2 60%
A K2 50 % « A K4 40 % ik KT 30 % 8K 2 20 % 22 K2 30% w/w i) DMSO/ &, 1-1
EY
[0024]  7E 55 —ANJ7 T, AR R — A EE AT K s R, HEE AR i LA sl L 2
2 AT 1 R AN DMSO 4 A
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HO

oH I-1
[0025]  DMSO PLEIE KL 200% w/w DMSO/ X 1-1 (b BRI EAFAE. fE— L &,
N AR LARNIE K2 100% =118 K2 60 % 118 K2 50 % - m1IA K2 40 % 818 K4 30 %
w/w DMSO/ 3 I-1 AV RAFAE . {E—2E5jl 77 S, DMSO LUK Z) 20% 2 K% 30% w/w
DMSO/ 2 T-1 (b &I EATAE . A2l P, %0 RS2 a2k
[0026]  7E 55— ANJ7 T, AR BHERAE—Fhid i A R B i m] SRS 29 54 -
[0027]  7E 55— N5 [, A K R4 —FhH T30 y7 e B i A 7 2R A AE | 1 I BIOSK
IR 1) 7, BRI A R BRI 25 & W R B Gt T 77 E B B e 2 A
[0028]  7E 55— ANJ5 I, A R B BELE TG YT JabiE B BE Y A S i SR G AR 1 I BSE AR SR 1)
T AT IO AS R B IR 25 8 K R BB, B 7 V2 A 46 v 523 3 it FH A B 16
A 2 K KA
[0020] 7 55— AN J7 10, AR R B H AR AR BH 1) ) 25 6 8 R B AL G W) ) & 7216 T 98
iE B AR R S AR | 1 I B S ARE 1 v AR A R 25 R R R g BT T VL 1)
AR il AR B TR R 2 B KA S
[0030] Ak B 5 50 LA 25 R AR BRI B FH A 9 6 - P A VR ¥ o UK
(1% 2 i » A AR SC R BT I BB A A AR PR i 2k 52497
[0031]  7E—2E5LjtE /7 S, Pradh it FH 2 J Bt H
[0032] A SCH A T AL G AR IE FH T A SCH R KA ) o R sk 25 &

R 1 152 BF

[0033] & 1 WoRfEARG 2=, (R4 TAL & 1-1 BT & B A

g LAY T-1 (RSB MR EE .

[0034] ¥ 2 B RAELGABN S 2 50, A5 R 45 7 M VG AREE B2 T 571 B P Al e A 1

Mo, b P AR PRSP 2 IR A

[0035] & 3 W REMART (pretest) ZJG MIARIREL (D) M AR AE fh H ) M0 o oW

SB[ LINEL FEEALAKCE R B

[0036] & 4 I RAES A DMSO T DMSO/ KA, 3 1-1 4k A4 A 28 10 S AR i
8
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Ao

o A
[0037] 7 H HiIRK H H PG ARV ) RV ST o, A 1 A8 2 i s /N Ak, i PG A DAVR TR AR
HERG , FAELE ZIRTE A 2220 40% 7K (v/v) Wiy K (WPD) A8 rh B . &5k
FEN VAT PV R, (R FE (A A7 5 AR BEIR FE T i AFAH B 2 A 7 (R 1 9 HAE 4
B EAR KA BRI o F T PO A 7 AU R X 53 A, A PR P AtV v VU B A A
Ja BN PR o RS AN EAEE 1, PSR LA ] 5 A2 5 AN L R A
Ji IR o AR SR REIR 1R e BH T8 ok TEHRB LA 2 23 ) o) 500 S Ak b PR A 2 A= A 16 o)
), iR T IX B[] B, FRAEVRTT T PR AL T SR IR AR PR R 22
[0038] AUk BHAIA Hi b VB AR AT A2 IO AL A A R U3, JHE LA TSGR A 2 A e T R B K )
Wi MR IR 2 T BB E T IR E IR . XEEWTIN T 5- AAe - Jumsng
TP ATy 5- B A% -2 - DA M E A (Hupgfthe ) 8k 65— A2y - lEERMEA. X
e AT I N SESILI, AR E s 27 - B BRI TE . 5- E A% — HMamsng 2]
SIS FL P 2 A IR (Linker) W FIAHIESL
[0039]  EfiEd it B AR I . E LS B, RS B P e R
BEAE Lo OB 2R 10 A PR kA5 46 5 A B R — 16 it A QB IR — I8 b IR — 1
(boranophosphate diester) FlFFEEEE —BERIIE ] o
[0040] X LAl B WAE I P PR AL, 2R i SRt Ak AR R R A AR e T
I BORIR R AL ST -

[0041]  fE—2ESi 5 S, AR R AL — Bl AL H a) T ML G eI 2524 )
A2

(5- B MENEIEE ) -L- ( SEASEE ) (D),
LR LR A B, JU L B TR R 1R b) WO, R K 45 % B KL
85 96 HIT T8 K4 5% 3 4 45 % 0 H IR 0% 55 K2 30% [ 218 1 ) (Eel, 252 |-
TR IR L.
[0042]  {E— Sy, AR BT R B, HAL S ) Rl EiL S s 252 |-
R -
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HO
Q

I 4 p

0

1-1: OH .

b) W, A8 K4 65 % BT T L K2 25 % I H IR K ) 10 % i 8%, HrpiZ s 72
FEARTCIKI sH o) [Rikhh, 252 L nT B2 R TE ) o
[0043]  7E—2C50ji 77 S b, AN R BHER AL —Fhvh T B BE RS A2 0 SR A 1 [ I B AR TR
)RR B R 72, 1T AR R i T RR E B IR A HIFRE ca)
BT ABERK T A 2% Eaf s,

(5- E AL Mumene L[ ) -L- ( S I ) (D),

Hop L2 S ek, Joh Lrh B R 730 H 2 Lsb) R, B KA 4% 2 RY
85 % TN % . K2 5% 2 K2 45 % [ H AT 0% 22 K4 30% K L% R ) fFkh, 252 1
AHERZ IR TE ) o
[0044] {5285 75 Z2 P, AN R WAL —Fhif T B BE HG AL e SR A A S ) I B A R
PR E R 7 V2, 1% 7 R ) T AR B e e R LR )
BT ASER T AL 25% Eal e s

NH,

N
NN

i / -

QO

HO

2

O

[-1: oH

10
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b) VI, £ 5 K4 65 % T I K4 25 % I H AT K4 10 % 1 288, Hdh izl &
FEARTEKE sHI ¢) ATk, 252 L] 8252 (IR T
[0045]  7F 65t 7y S, A B4R AL & 5K T A G Bl L 2 2% BT 43252 19 26 1)
) 2

(5 A A Mumrng IL A ) -L- ( LRSI ) (D)

Horp L2 Emeids L, b LR 74 B 2 1.
[0046] L il 1 5- Bk Humsng 2L ] b5 Ly Nl ST AH & iS5 . fE—28siili 7 2,
LAGHARNEY . fE—Lsjiliy S, LA —MKI &Y. sy £,
LA WM AR G . 4 L A& MK G, KA AT LA R S AN [
W AKAL A AT LR PRI 300 S50 , 61 Gt e e B BSO8R AL B ) v IAEAT AL
BER B AT RALE (EALE BRI SRR N S AL ) AR, 78
— S T S, BOKAL A YRR . IE U T P, oK E YR 2- A RE. 1%
WBE B 2— W A% T LATEATE B A B AR A
[0047] L [ JR 7 0] IAEAE T S A B R T RARFENS A R E AT . hRE
RE AT AR B P 48] 7 0 RE R R — I A I — N5 B o e 15— R PP LB IR — o
[0048]  fE—2EsCjE 7 &rh, LA S IT. 2250 s &rh, L & 11,

|

R%0 SNANS
:o:

r?

bw

OR? R? (H)

Forpr, RY AN R A7l Ay H OH L e 40 | ot Ut S 0 IR AU IR IR 56 | 2L 5 A R MR AR X
KE R 2 H, B R SRR 255 BAUR T — G U | TS R IR R B s A IR IR 5R” 2 H,
B R SRR GG 1R JR 7S SR TG B R BR ok 2 5 R IS s JF B, X 580 X Z5411
SR BT R R AU R e e e sl TR R R .

[0049]  5— & Humine B A m] DUERE R L (4T, HLESS RIS SE P TR 3 L 1) 55—, H
BUUMNEWEH A 5 B MUmEIE R A — A SRR LRI AT BRI, A] DB 50 #e 5-
21k e s i R R e 5 T ) e M, SR ) S ) e A

[0050]  R' FIR* A LAAHIRIBIANE o 75— 2850t 77 S8, RY A1 R ASr i Hy O OMe. OEt.
OPh ., OCH,CH,0Me . OCH,CH,0Et . OCH,CH,0Bn. OBn. OAc. OBz 0COOMe . OCOOEt . 0CO0Bn . OCONH, .
0CONMe,~ OCONE t, 0CONBn, OCONHMe , OCONHE t  OCONHBn . F. C1\Br % 1., 7E—&&5)ili 7 &,
R' A1 R® 374 % H. OH. OMe. OEt . OCH,CH,0MeOBn B Fo 7E—2852 )i 5 4, R' F1 R JhSr
Ay HELOHe 75285t /7 b, RV AR O Ho 76— 2850067 %2, R A1 R 2l OH.

[0051]  R® i1 R* A] LUAH R S ASIA]

[0052]  7E—2ESjli 7 &b, R 2 H, B R 501 R 45 & B4R 7 — A2 JE B OH. OMe. OEt.

11

I
|
Q
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OPh . OCH,CH,0Me » OCH,CH,0Et . OCH,CH,0Bn+ OBn. OAc OBz 0COOMe . OCOOEt. 0COOBn OCONH,+
0CONMe, OCONEt,. OCONBn,. OCONHMe . OCONHEt 8%, OCONHBn. ¢85zl /722, R® J2& H, 5k
R 5 R 45515 R i OH. OMe. OBt OCH,CH,0Me B OBn. £F—465ji 7 &,
R® & H,

[0053]  #F—4L5jifi 7 S, RY 2 H, Bk R* 50 R 454 0 5UR 7 — 2 JE Ak O OMe. OBt
OPh . OCH,CH,0Me » OCH,CH,0Et , OCH,CH,0Bn+ OBn. OAc. OBz 0COOMe OCOOEt. OCOOBn OCONH,
0CONMe, OCONEt,+ OCONBn,. OCONHMe . OCONHEt &Y, OCONHBn. 7F—465jti /7 22, R* 2 H, 5}
R 5 R g5 A AR TR E K O OMe. OEt . OCH,CH,0Me B OBn. £F—SES2ji 5 &,
R* & H.

[0054]  FE—HESTjf 7 &, X J& P(0)OH. P(0)SH, P(— 0)BH, B¢ P(0)Me. fE—4E51J 77
S, X2 P(0)OH. 7E—285jfi 7 &2 h, X 5701 X 854 IARUR 1 & s i — IR .

[0055] ot (17 =1 PR A 451 1 G LR S RE RN e 3 o TR Joe R 114 1 R ) SE 481, i R
oAt NS N I N SR S E- S 2= SN BT B

[0056] SRR AR AT B A H e B AT AT B e 2 o SCREREE 1) 3R R il 2191 5
BFEF NI T TR T IEMBT I,

[0057]  FACHR e 2 i) A PR A PR S B R PR P 5 B0 T 28 VIR VIR O VTR BRI IR 2
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2] 80% 2 85% ) 90% £ 95% 5L 100% 11247«
[0101]  BAF A — N F S 7F 25°C AT 60 %6 AHXVE B R 4 A A BH F ) 57 i A — Bt
], 1 — R — i — A 1.2.3.4.5.6.7.8.9.10, 11 8k 12 ™ A—F ool —4., 1
—HBSI Ty Z P, A1 25°CHI 60 %6 AHXNEFE T A#AE 3 NS, Il dil5iI Or B 29 50 % .41 55 %
2 60% 21 65% 21 T0% 2 75% 2 80% £ 85% £ 90% £ 95 % BZ) 100 % 15 ))
R A< & BT A ) — AR 2620 (DMSO)
[0102] R4 A W18 F DMSO VR A 5557, AT ek 2D ARV RN 78RR (AR IR 78 A4 AR A]
0 22 AT K AR ZR RIS EE (K T 53 22— ) 5 TRV Bk s TR) R B0 RS R T PR il o b 4h, AT
FHZEATEIK ) DMSO KR F i 1 AU P s KIK BRI In S Asoe MR R R o8 (Al 4 Hh iy
7, HBoRA T-1 46 BP0 EE 5 75 DMSO B DMSO/ 7K (V5T K, “WET”) HhE 25°C /60%
RH #4724 ZNIFINE, SAH S BRI A2 A % )
[0103] MR A W AT LAAsE I ATAT DMSO SRilie 5285277 S, DMSO FRiE & T8
7 BAEFNZ Wik N S 4040, 756 35 B 24 8 (USP) Bk 25 8L (Ph. Eur) &35, B3 7E cGMP
HMUAPT 453 J )R i 2 o AR 4 A B, AT LAAE FH 8 40 JE 7K B 73 B 4« HPLC 2 s il 245 5 77
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(Pharma Solvent) HJZE4K.

[0104]  7E—HUsiji 7y S, R4 A A B A FH %) DMSO HAIC A 1R 25, 461 i 4 K #ff o
[) <0. 296 FRI7K \ <0. 01 % HIANE R IR BN / 8¢ <0. 1% ARG D)o

[0105]  {E—usijli 7 S, nIAE A DMSO [ S5 HEMIA A DMSO. #E— 2851t 77 2+, DMSO [
SEHEY) R b — AN B A TR 4 RV (R AL 2= P A I 5, 49 S 4 AR

b5 e A1 S

SEME T L — AR, A ) T IS s 2 R R

(5~ BAumEnE 3L ) -L-( SRS ELEH ) (D),

Horp L& & e, b L b B JR 72500 150 b) W), A5 K2 46% 2 K4
85 % (TR T . K21 5% 22 K2 45 % FH WIFT 0% 52 K29 30% 1) L 70 ¢) fTikHh, 2%
Al R IE

SEE T g 2. SEHE TSR 1 ), b L 2R D)

|

RO nnans
:O:

P
T
(@]

\IV!U’V"
(€]

oR* R? (H) ,

o, RYRT R AT b A Hy OHL e 4038 e Sl e 406 IR AR B IR IR 225 L 20 56 AR R I 2
X% R H, 808 R 5 F0 R 456 10AUR 7 — A T8 Rk | G R s sl 2 2 IR IS SR 2 H,
B R SR G5 A 04EUR 7B Rk 165 Bk R 156 m 2 Ik PP RS < 0 HL, X 51 X 454011
SR T T OB R T B A R S Ao ol R T R LR IR R

SEHE T ZE 3. SEE T %R 2 IR, o RY R R® ST 4 H. OHL OMe | OE t  OCH,CH,0Me » OBn
a2 F,

SEHE T 5E 4. SEE T ZE 2 R0 3 AT — T IR, Horh X SR X g A AR R T R R
% M.

SEHE TS 5. ST % 2-4 PRI HIF], Hdr RY R R® 2 He

ST SR 6. ST 15 AT IR, b T AR 1-(1-44) PR
#/[\0

ST S T, ST S 1-6 AR IR IR, b T e S
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NH;

)\ 9

N

PN (T T

N

N NH,
HO
o] HO
o
NH2
N PN
T </ NH N \N
o—1—on | _ PS
O0——P—0H
N N/ NH, N 2
9 o
O o
I-l . OH éx 1—2: OH °

ST 5 8. 9ty 5 1-T H AR IR R, B B s e K 6596 [T B
RE) 25% I HIMFIRZY 10 % 1) LI

ST 5 9. ST S 1-8 HRAE IR e rp BT R R A A TR K .

ST 5 10, ST %6 1-9 H AR IR, FL o B S LKL 10mg/mL A2 K4
130mg/mL I A7 AE »

ST S 1L STy 56 1-10 H AT — T a5, b Biad 55052 5

ST 5 12, ST 5 =1L AR I IR, L b BT dGRAE 2-8°C R EAE 3 H A,
TREA K2 95% (2L T) s B AE 25°CHI1 60 %6 AR M idifF 3 e, IR B K2 68% 192K
730

ST 5 13, AR, B wa) TS -

NH;g

A~
LA

HO

. 0x

I-1: oH
By BTS2 I 2R sb) R, AL B K2 65 % TR EE L K4 25 % ¥ H AT K4
10 % ¥) L, Horp Frif SRR FE AR TCK I A1 o) ATk, 252 En] 52 iRz
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ST 5 14, ST 5 13 HlR), Ferb Brid AL SR B s AF AE

ST 5 15, ST 5 13 A 14 F AT I 5, b B R 65 96 T I L 25 %
- H AT 10 % 1 2

ST 5 16, ST 5 13-15 AL — TR, S BT & P LAURZ) 100mg/mL (9K
FEAFAE

ST 2 1T, — MR BE NG AR R G A I B AR R K A e R
12, AR R T AR B 2, TR SRS ) T A AR T
AL G e 222 Bl Rz (1

(5- BAMmrnE R A ) -L- ( SUERe IR ) (D),

Horp Lo 3 BHERL, Hoh L AP B 7800 1A b) 85, B - K21 45% 2 KA
85 % [T I« K20 5% 22 K2 45 % 19 H IR 0% 22 K20 30 % 1 L s R ¢) AT1EH, 252 b
AR IR o

ST S 18 ST 5 1T W5k, e L2 (D

|

R%0 SRANS
®]

O—Xx—=0

wder

OR'  R? (II),

Forpr, RY AN R A7l Ay H O e 405E ot bt S 2 IR AU R TIR IR 56 | 2L 5 AR IR MR Ak X
X% R H, 8 R SRR 456 4R T — R T Rl B sk 20 5 PR lE SR 2 H, 88 R
R GG AR T A ek 5 sk U P IR ES 5 JF HL, X SR X 45 & AR T
PR T A R R TR I Ge A R — R B R R IR — I

SEHE T S 19, SEHE T % 18 [k, Horb RY R R® a7 ik g H. OH. OMe . OEt . OCH,CH,0Me
OBn 8% F.,

ST 46 20, Sl 7 %8 18 B 19 WP E— IR ik, Horh X 5 X g5 G AR TR
AR T o

SEHE TSR 21, SEE T % 18-20 AT —Hf 7 ik, o R fUR? J2 Ho

SEHE T %8 22, Sl T %6 1721 WA v, Hoh S T ik & 1-(1-44) Th AT
B

ST 5 23, ST 5 17-22 AR IR iR, b T B S
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N|)\\\N Nf\
|\ /K </ ‘ NH
| ° N N/LNHZ
HO o HO o
0 NHz
? /N NH €] N)\N
G——p~~~0H < l /‘\ O=——=P——0H ’L /K
| TN N | %
0 0
I-1: OH éYQ 1-2: OH o

SERE T SR 24, ST 17-23 AT — I 7 v, A TR RIS KA 65 % N
R Z 25 % ¥ H AR 10 % 1) L

SEHE T SR 25, SEE TS 1724 AT vk, Hodh BTl 5 S A TR Y .

SEHE T 26 26, ST % 17-25 AT — IR vk, Hdr ik S LK Z) 10mg/mL 22K
24 130mg/mL )R FEAF1LE o

SEHE T 5 27, SEE T 2R 17-26 HRAT— I ik, Hodr Bk 52 e

SEHE T 2R 28, ST 5 1727 HAT— I 7 vk, Horb Bl B G A e S A A A B
BERE M (AML) | 2 B4k g M 1 05 (APL) < 2UME bk B2 RE0 B (s (ALL) BAg ik
BEPEA M (CML) o

ST %€ 29, SEE T R 1728 HAT— TR 5 vk, e BTid i A2 R R

S Ty ZE 30, —FRAIT R BE R AR 5 A AT L 1 I BRCSE R K — B ek 2 Bl Uy
R G TR TR E SR e 2R E, TR IR ) RITARERNT
XL ED -
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HO
e]

7 /N NH
O:FI‘_OH <N :fN:\NHz

O

-0

I-1: oH

s H 252 T2 2R 5b) YT, A K 65 % TR BE . K4 25 % B H AT K 4
10% (1) S, Horb TR Vs R SEA T K s H o) (TikHh, 2525 BT 8:2 IR TE )

SEHE T2 31, SEHE TSR 30 1975k, Sorh BT B G AR S a5 G AR 2 BEAE B v
(AML) « 2 M F GpRi g i (1 M55 (APL) « 2 P98k E RN Mo (1 s (ALL) R0 186 14 1 i o
(CML) »

SEHE T SR 32, SEHE T %E 30 A 31 AT 7 i, S Bl Ak S BN AT AE

S %8 33, SEHE T SR 30-32 AT — I 5 vk, Ho A BT ) A2 65 %6 [T L 25 % 1)
HmF 10% 1 21

ST 56 34, SEJ T %8 30-33 AR TR ik, Sorb IR AL A ) LUK 2 100mg/mL 1K
JEAFALE

SCHE T 58 35, SEE T 5 30-34 FRAT— IR ik, H A BT e R R R

ST 28 36. A A AE H 4 B T VA T BE I A S 2 A 1 99 B S AR i — b
k2 M2 i AR, BTR AL E ca) WWITASERN R T S Wek L 252% B2
2k

(5- E A mEmE LA ) —L- ( SR I ) (D),

Horp L2 S sess, o L b BB IR 7400 1 5b) W5, 8 R4 45% 2 K4 85%
HITA B K2 5% 22 K40 45 % B H AT 0% 22 K2 30 % B LW R ¢) {Tikh, 2522 bnl &
Z IR .

SEHE T 5 37, SEHE T % 36 A&, b L& (1D
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R*Q NS
:O:
P
|
O
i
(6]

oR*  R? (H),

Forr, RYRI R A7 b A Hy OHBE 48028  Jor S0 e 40 IR AR IR IR IR 22 L 25 R R R 2
3 R H, B0 R S5H R 45 G IR T — B il e sk 2 5% TR ls R 2 H, & R S
R 255 AR T — S Rk s ok U PR ES 5 F HL, X 501 X 45 & IR T— R 2 i
PR TR B A R R TR I e A R — PR B R R IR — I

SEE T 5% 38, SEE 5 % 37 (IR, Horb RY RN R® T by H. OHL OMe ., OEt . OCH,CH,0Me
OBn 8% F.,

ST 46 39, Sl 7 %8 37 B 38 M E— I A%, Horh X 5 X g5 G AR TR
R R S o

SEHE T 58 40, SEE T % 37-39 AT A i&, Ho R TR J2 Ho

SEHE T % 4L, ST % 3640 T AT A, Hoh s T ik A 1-(1-44) HIAE

="
SEJE 7 5 42, SEJE T 5 36-41 AT I A&, A T iAW
NH3
A °
N \N "
PN (AL
N O
N N/ NH,
HO
O HO
o © NH;
T /N NH 0 N/I\N
+- <X, A4 L
5 N NH: .
O (6)
I-1; OH 2, 1-2: Ot ”

ST 5 43, SEETT 5 3642 Hh AR I g, Horh iR RIS K 65 % 1T
R 25 % 1 H AR 10 % 1) LB

SEETT 5 44, SEHETT 58 36-43 TR IR A, Hor Pk 25 2 FE A T K I

SEE 77 4R 45, SEITT 5 36-44 AR — I g, L rid S LIRS 10mg/mL &2 K

2 130mg/mL IR FEAEAE
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ST 5 46, ST 5 36-45 HPAE— IR TG, Herh B 5 R W

SCHE T 5 AT, SEHT % 36-46 AT T TG, e rh BT e I AR S SR SR 2
BEAT L0 (AML) S L ZRn 40 M 19 M9 (APL) St bk O B4 M e (1 i (ALL) sieie
M P (CML)

ST 5 A8, ST 58 36-4T AR TN IR, Horp BTk i iE & T B R 4R

ST ZE 49, A A ITERI & TR BE RS A S SR AR | 1 I IS AR R (K — b
REMEI LW, ik 2y s ) WIrASER AL EY -

NH

A,
PN

HO
6]
O
o) N
’ J NH
O=—p——0H l
N F
& N NH,
9]
I-1: OH

s 2% BRI EERZ [ 3h sb) W), AL K4 65 % (TR I DK 4 25 % 1 H sl AT K 2y
10 % 1) L, Horp Ik S 52 B AT K s F0 o) AT, 242 B4 2 ) o

SEE T %6 50. ST 58 49 I ag, o Bk i il A e SR G R R S M ERE L
(AML) « 2 ME S YR g e (1 M5 (APL) S P9k B2 REAN Mo (1 s (ALL) B0 6 14 1 i i
(CML) »

SEHE T %E 51, SEE T 28 49 F 50 R — I A i, S AL A N B ER AT .

ST %8 52, SEH T 5 49-51 TR — I 3k, Forh iR v )2 65 %6 [T —RE L 25 % [
H A 10% 1 21

S 7 %8 53, ST 4 49-52 R — I A a&, o TR AL A ) LK 2 100mg/mL 1K
FEAFALE

ST %8 54, ST &R 49-53 W — IR g, o TR 9 iE S TR R .

ST 4E 55, F TR B Y AR S R G AR | 1 I B AR T I — AP ERE A AL
W, GG AT AT ARERR T b ek 252 ErT Rz ik

(5- E AL Mumeng 3L ) -L- ( S IER ) (1),

HAp L ehisest, K L e R 7208 1 iz &9 R e 0t n, ird
WAL KL 45% 2 K2 85 % A K2 5% 22 K2 45 % I H i Fl 0% 22 K2 30%
(1 B, HAT S 25 bl 82 IR TE R — i .

ST 8 56, SEE T 5 55 HtkE ), b L 2= (T
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R3O AN,
:Q:
;"
|
O
u\{'\.rv‘
0

OR! Rr? (H) ,

Forr, RYRI R A7 b Ay Hy OHL e 48028  Jor S0 e 40 IR AR IR IR IR 22 L 205 R R e 2
3 R H, B0 R S5H R 45 G IR T — B il ek 2 5% RS R 2 H, E R S
FR® 454 BRI e G sk U 5 RIS 9 HL, X 51 X &5 & [ 5UR T — e TE i
PR TR B A U R R I e A R — PR B R R IR — I

S T %8 57, B2 T %8 56 KAk A4, Hodh RYRI R kAT 4 HL OH, OMe . OE t . OCH,CH,0Me .
OBn 8% F,

ST 46 58, Sl 7y %8 56 FH 5T T —IRIAL G, Hoh X 5FX 455 AR Tl
TR R — s

SEHE T 5 59. SEE T % 56-58 AT — AL A, Hh R AT R 2 He

S %8 60. S5 % 55-59 AT — LA, Hh X T b &2 1- (1-44) F1%

FEE—1
S %R 61, SEjt 5 %R 55-60 AT —I AL A4, b X T b G -
NH5
® >0
/K / NH
| ° <N ‘ N)\NH
HE O HO

0 NH;

°| /N NH ¢ N/l\m
— { ] pe - UL

o o)

~0 o

I-1: OH ‘3&4 I-2: oH ©
SEHE T SR 62. St 7 % 55-61 HE—IIAL G, Hoh TR BRI R4 65 % A
Tl CRZ 25 % I H MR 2 10% ) L
SEETT 5 63, SEHE 7 5 5562 HP AR — IS4, Jorh TR v ) SR A TEIK I
SEETT 56 64, SEHt T 5 55-63 AR WAL AW, KA TRk S LAKZ) 10mg/mL &2

36



CN 103945902 A OB B 33/50 T

K#) 130mg/mL IR FEAFAE

S 7 %6 65. ST 4R 55-64 AT — I A4, S BT iRk &4 5 — Y s
o

S 7 % 66. St 7 4 55-65 AT — I A, Hoh iR BN Ak R SR AR R S
PEBERT B M (AML) «SPE 2k 4 e 1 M (APL) PR bk L BEZE B e (s (ALL) B2
PEBEME A M (CML) .

SEHE 7 5 67, SEHE T 55-66 HAT— ML &), LA e I PSR L S S A
R

ST 4R 68, F TR B BENG Ak R SR B S 1 I B AR TR i — R e P A
W, M EWMEA T

NH;

~,
LA

HO

I-1: oH

B2 BRI I B s Hoh i Ak S ) 7E B 5 K2 65 % T i W K2y 25 % Hm AR
29 10 % S HE AP 4R AE, I Irk i R B AR K I, HATR R 5252 Enl 452 IR %
A2

SEETT 5 69. ST SR 68 AL-A ), Forh BTl B BE HG AL i SR A S SR BERE 1 1M
(AML) « 2 ME Sk 40 M (3 1 (APL) S PEubk E REGE M i s (ALL) BN P68 14 1 i o
(CML) »

ST %R 70, S 7 4R 68 R 69 I AL A, Horh iRk S UVE A ER AR A

ST B T S Ty 58 68-T0 HHAE— T4k B, o T A2 66 %6 A —E 25 % H
AT 10% LT,

S T 5 T2, ST 5 68-T1 T4 A4, Horh il AL S LUK ZT 100mg/mL 1)
WREAFAE

ST 4R 73, SEHfE U7 & 68-72 PRI &), g R S YE S
K42

“E PR
[0106] A< B il )57 2 mT DAl e A s L 0 B 07 325 ) 52 IR 4 2 o 45 2 07 VA IR AR PR
PR ST ALFE B2 T VST S iR N S A . AR SRS T R, S T B A
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[0107]  7E—8SLji 7 S, AR R —Mn) &Y, HoAw 3 50 T Ak el i 245 Fnl e
2R
(5— B Mg FL 4] ) -L- ( SR IEHE ) (D),
E*L SETTEERFE, Horh Lo AP B IR A O 1. B2y R, AR B PR A — R
FAL, AL a) KT WAL AW B2 T2 -
(BH %M%%E)L<%@%ﬁ@) (D,
Horp Lo Er e gk, Horp L h B R 4508 1580 b) % ﬂﬁﬂ‘i%%viﬁ%
85 % [RITA jzéﬁ 5% % K2 45 % HIH AT 0% 22 K2 30 % i LWE /1 ) ATk, 25
A2 R IE o WG FHAE AR B B (46 A 4 1y B B ok S B 46 X T ik &4, ,ﬁ\
L AAL I ] n%?$ﬁ%ﬂ@$m%é%m#@%@*%@%wé%IG4®g
[0108]  7E—USj 7 S, AR BHER AL — it FH R B 1 0732, S B o T LG
B H 22 E TRz L
(5 FAMumEng JL 4] ) -L- ( SIERe I ) (D),
Horp L2 5 BiEsedt, o L B R 7808 1. 75— 285077 2 rh, AR B3 it —
i SR 5, R ra) BT AL Sk 224 Bl ez i &
(5— B MamEmg ZL ] ) -L- ( S EEE ) (D,
o Lo Ewpdsedl, Hrp L i s i 2500 18 b) 5H), B85 - KA 456% 2 RY
85 % [N jcé’J 5% K2 45 % I HMAT0% 2K 30 % 1) LF F ) (R, 25%
A2 M. 18 A T A AL S ) AERR di) PR e dE X T ka4, Hodr L A
Dﬁé?ﬁﬁm%é%m#@%ﬁfﬁﬁ%%é%l(IM%
[0109] Il 5RI AR & 25 A XT38 NVRE A G T A AU . AE— B85l 7 Z, 32l 7 Bk
AEUE R XIS NE IR YT
[0110] ARG DHIIETT A E W LR R I mg (&) /kg ZiRE A E, fE—4b5k
T =, BIT A R 1-1000mg/ kg 1-500mg/ kg 1-250mg/ kg 1-100mg/ kg 1-50mg/kg
1-25mg/kg B 1-10mg/kg. 7E— L5 /5 &, 1697 A % & N 5mg/kg 10mg/kg25mg/kg-
50mg/kg.75mg/kg.100mg/kg.150mg/kg.200mg/kg.250mg/kg.300mg/kg.400mg/kg.500mg/
kg.600mg/kg700mg/kg.800mg/kg.900mg/ kg 1000mg/ kg K% bmg/kg. K% 10mg/kg. K4
25mg/ kg K% 50mg/ kg K% 75mg/kg. K% 100mg/ kg K%y 150mg/ kg KZ] 200mg/ kg K4
250mg/kg K% 300mg/kg NZ) 400mg/ kg K% 500mg/ kg K% 600mg/ kg K] 700mg/kg K
2] 800mg/ kg K#J 900mg/kg 5L K4 1000mg/kg .
[o111] B850l 7 b, W67 A E V] LARE 45 24 1-35 IR VERER 1-14 IRBUERE R 1-7
Wo FE—ReSj 77 A, WRTT A RE T LREREE 25 1-10 IRVEER 1-5 IRVEER 1 IR.2 IREK 3
Ko

‘2@ i‘ i % ‘/i%
[ot12] AR AS A B I 250 500 m] H V67 2 Ahont b vt Al i5e v SBURK R 2 » A AR S
I IS LES o

[0113] W LAHIAR A BT 189 2500 1) 5036 7 PR L AE R 451 5 0 15 0 B A7y BRI A 32 2 1 114
A M B R AR TG WOIE o IR AE IR I ORE L5 R R R 2% i 3R E%Fﬁ(%@ﬁﬁﬁ%ﬁ
AR EE RS ) AR (B Ae RS K SB0AKA AZ ) I ZR G0 « A B2 4l L Y 5
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I CBIMRFEREAL ) « L F ARG R B S AR A R R3O &G = S T s & e
R A R Is B G oK i B A i AL 2R G UL & S 48 B R AE %
R B L I Y. o

[o114]  JE, Rk E 40 B R BE I A R AE, I B BLSE s A2 3 il 7 K 2
B iR 28 R R A R RN A R MR 1Y) o P USRI A B VA T 1 B g 1) AR SR AR
I AER P40 B IR e 2R ML AR Ry ke P 50 ek 3 A W R R | £T A AR R TR R
NHAE ZENRIE (cystanoma) £ 4ESRE | JIE 7 988 < ~1- 3 JULIRE « 1) B2 J8g e i 0 Re B0JRE &5 1 Pk P2k
PR A= VDR AT R T IR ZF i

[0115] RN e s 4 B AR Rl R 43 AL IR As i i B A 1) AR KA IS 5, I A 5248 i1
J7 IGTE o Mk R R AR 2RI, IF HL RS BB A AL (B H8 ) o ST eg 28 40t 23
PRI JRUR AR R PR o SRR TR AR I EAT A R B KA. ah R I e s 75 1
eg S LR T B AR b L e U7 (HIRAE L2y BRI A28 B R I o e I WAt ie B
AR QR I Al o, T B B EL R G 5 LU S A 2R iR B AR TR B (K i
THEWRSESE) 1Tk

[ot16] WIS AR & BHYR T It B e Rg (U M B gk e eI ) 1 LR SR A R LR
Jeih BRI B0 W04 e R e e e | I R L R e L B S AR SR e
R e B e M 2 R L Sk 3 | & i s B 0 SV R B e SR A e
97 B RN L Sk B SR 40 e 2 B8 1k e DR B PRLIRR S U SC IR PRV IR S P98 (veticulum
cell sarcoma) \E & « B4 MIET /1N A0 MO It g  JTH &5 7 | g = 40 Mo PPgg D 1 i g
A R P YR B 40 Y REORE 40 PR B A0 B e e 1 A B AR B R A MR R B £ 0
(mucosal neuronms) LT (intestinal ganglloneuromas) 38 A= M A st 22 ip s
marfanoid >J I8 B BESE IR RS I 40 fodeg L OR S P iE L (leiomyomater tumor)
E5V-ac R NERINEY DAL NG ESIN ) ORI e b 1 R AT S N e S N 57 TS
P BERE EL B R SUUL AR S IRV PRLIRE iy R A PR R 20 e v S ITLEE ' LR
NERESARAY b= AN S NE A A G e ST b eI S 1| R N e e G S - I g £ 2 A D
Jo FCA SRR 0 AR

[0117] Iy RS A FE 4 B i) = AR G, Ha R ik B A R Ml R 5
G IR, 9 G0 A5 Bl L o VR R G5 B AR (AN PR T S M REAE U L S R4
o 240 1 1 i S P IR L BR A L T 1 T T 1 I i B B A S RS T R
M I

[o118]  XFF AR ph T B AR 2 2R 03 75 5 | S 1) e Al S B 1K1Y T, W e T 2 Rl REF-
AR AR R FAR G FARNBIRIZIERIRA . 7 A LT YA 2 5 B it U

[0119] W LLRAAKR AT N ER S ESEFEME 25 1E . 7] DR AR BG4l
YL HEE T 5 () — A1 R PR o

[0120]  WTLLR ARG -5 85 B AR OC S T8 I 8, TR (R E v 7E 28 B HE X
I BYAH OCFHE AE I AR LU s N o AR U, TX LE 380 i W ] R AR AR Lo il BB R A
BB AR E RA N AE R

[0121] AT LUK A & BVGTT (R AL AE TR Js e 5 A5 T8 A8 £ it 28 AU 12 9015 AR 1) I8 T i
S SR L P PR R Y AR O i A IR A 477 B Tl L 5 SME AR I I R A ( R ORE

39




CN 103945902 A OB B 36,/50 T

LREE ) T B WIS ARE A Rt , Bl PR AL IR AE (diabetic retinopaphy) FIHEHR
B LAE TR B » 0 a0 5 LR R (e tRAR IS ST 4E TR 1 ) LI AR 1 A RS AR HE %
A MEE EHR (neuroscular glaucoma) F1B IR LA AL

[0122] ST B o A D R 7 B Bl 3 I i AR 9, A 40 i 2 T R L 5
A B MU BT BRI A Y L R M SRR AL . BBl IUE T R, £
LR SNy VA v P 7 RS T N e | A S R R S eV SR Y [ X e S Y RN 1R 5
H G RN ELEE R TR

[0123]  7E—S850Jt 77 S, AR BH B 29 ilsn ] FH TR 97 5 A28 1 B30 0 10 i A8 T
A R IIIEIG o 1277250 HE 1) T8 52 AN U 28 R B35 40 I A8 T e ) 28 8 B Ui FH A i B 1 24540
3R, B I it FH B g 711 LR 1 P AR A 0 I g 00 P03 R 52 21 v 7K DNA R AL I A
I o T G 28 5130 ) 17 T RS/ B A8 T S T s P e 100 L 5] s ke T i P ™
FEPE BRI AR S IR 2=, X ] VR BRIk v » T H, ]2 A 20 & H Rl 2
JE UL R HO DR A0 T pe RN/ BRI A8 12 B 0 1

[0124] AR B 259 H500)RT LA SRV TT 22 B 55 AN 0T 32 10 158 A2 pse G 9 s/ ik e s
Az LA T BSGRH A T A L7 T A DR R e o AR/ Mk 8 FE 3 A 1 7 T 1 1) 49 - B 4
HASER T« DR A P53 . Stargarts Y59 I 5 5 97 « B0 ik BE ZE . 3l ik FEL 28 L Bk
0 B B AL 5 MR R AR R BN K PH ZE P R (pseudoxanthoma elasticum
carotid abostructive diseases) JI2VE%IZ R 5 / BEFEAK S 0 BT 3 EKGE SRR L &= B
PELLBEARIE 57 ) LA S « Eales 93 A PR PE I I A2 L B BE A2 1% | Bechets i 51 AR
P JI2 2 BRIk 8 i 98 (chroiditis) FReHY  HEIN IR 20 23 M 2% B s « DR AR e~ 30 % 2
A0 0 O 5 R R A SR S AIE S TR AR S B AN G FF AOE B ELLAR (5 (angle) 11
WAL TE ) A IR0 LA e 2T 4 08 BT A 40 2R ) S 5 BG A 5 | S IR » 06 P
T X  A4 e T 5 AL D0 I35 o 3 S50 A2 i A T i) S L FRAE AN BR T < AT T A 5 R %
Yrrl g2 A G 20 BT IR G o M AR 98 . b Gk A R 98 L FEOIRTET TR AR 48 L A
LR EIE (sjogrens) «ZLBEFEIE | phylectenulosis B R o #0194 JisE 05 22 L 5 7= ) LA D) B
A NRRE A A HE s« BB PE A R 97 Terrien i AR M L IA G ME M TUZ 70 B 2 8k R 6
ME AN 259 U 2 VR RIEIE (periphigoid) JREPIR A HEY) T B AR I & PR B IR AT d bk
S5 £T e G AE MR 0 RO RS IR TR M Ak AR e A 4 R I LR R A
Y2 G RIS B | L HURR L R -R % T ARG

[0125]  7E—S850jt 77 S, AR 29 ilsn vl TR T 5 & T e 50 R T &
PRSI o 127 R 0 T 52 5 8 TR e A D RN 1k 28 M 30 1 BB o S it FH A 2 BH )
25, B TG Tt FH B Rg 7], A8 A4 Y AR DA B 550 R0 8 52 31 =i 7K P DNA AR EAE
PIAFFZ o 208 1 90E I T B 4058 2R I SL T il DAYERE RNV . RIAELN A
I AN FIAEAE = A2 T A ZE I, JF e 4R B e R MIRAS o SR A% B 2549 w570 900 1 af
T T CAR 11 PR ZE I RO T B A TITIRER 3 155 » 18 1 4 MR 191~ B AR (H AN R T - R MR
9 W1 ve B R RNz T 45 i R VR S RIRIE W (sarcoidois) FHZRREME ST % .

[0126] A1 3scin tn v 2 U Mt J 11 46 19 R WIS RUAE T < A5 B W R AN [R) A7 B 1RO 1
PNERH A TE o 5140, 50 27 R A A 18 1 37 B 1 A% M5 R A 5 e 5 ALt 52 v (1] g A g A
g1, B AT DLk A AE B M A\ D S BIAT TV AIAT ] X Bk P R 4y o o BV R SR

40




CN 103945902 A OB B 37/50 T

5 RIS T IYE e PR IR B R AT AR A oI55 T &5 i %t SR AE &5 Rl
A P AR S P L R PR RO FURRIEAE T A7 AR I PR IS - IX L8 R PR
T H R K T T P PR 2 SRR S AR B0, A4S Hh 2k 40 e 15 PRI R B B B Al
2F o FIA WK 25 030 il 1A 2 J3eAs a0 28 (R T2 ) F 3 LB A ZE B R T 1o R AE i
RIS R RIL (manifectations) , FIU1R OB 3% 29905 B2 ARRIEAE T 4
RERIIAE T B, I HL R R A8 B i A VE 2 dB 0 FH AR S BT FR) 245 ) el ) 400 1 1 B 71 e
R el D> 98 1L A0 R R N T E BT 99 453 B 1o

[0127]  Z57595 (Sarcoidois) , 73— Rtk R LS, HARFHEAE T2 RGUN P28 I « 1%
TRAD (49 PA) 25 m] LAAE AR A (RO T B0 T2 1 TR, FORER BB T PR 28 P S e 62 A R A
FETTE IR o %A 2 o R SR JOAE AR M R 1 A PR A R (1 B AR 8 2 AR I Tl I
A S W EIZ5 RN RN A T AL (angionesis) , A] X FE K P8 ZE I E B o 2F 5208, S —
i MR 52 Rk R M, FURFIEAE T AN RO/ I s AR . SR A B 1 29 ilsnlia 77
R B L 2 RF AR AL TR A B 75 (AR L AT RS A0 R8P IR S o

[0128]  SRMIRMEIRTT 2 (RA) 2 — i ME R IR, FURFAEAE T A0 8 5T AR 7 1
RAEo PNy, RATIEEAT AP R & 2 DMV . B T OB i I8 R 45, A B2 40 i it
TR 1A TR AR, 3 B 8 B AR ORI BB o 5 08 R AT R IR 1 ] AR ik I
T BN ERF RIS R E R 2R MR LA KBTI 25570367, B H e
P RA G2 IR T, W] B 1R YERF 208 M SR P 8 7 BFT L U 1, JF AL RA R IR ek
o

[0120]  fE—SUSCHE Jy S b, AR I 25 P00 n] F 677 55 57 AL B 6 A SR IR
Wio GITIAIRR AR T 25 P00 ] 13 52 5 5 28 1 6 A SR IR 1) R
AT G A A TR ) LI 21 R AR B 9 N DNA FRALEE 55 DNA I 240 ARG
S H LT ER A6 A SRR I 5 B EAN PR TSR g Mg v ST A B - b rp g 23 1M
[0130] £~ LUStE 75 5, AN S IR 2500 il 0 R - s TR0 4 i 9 PR AR B . i
FER AR W R 2500 ] T 18 52 B B AR IA 7K R 8 . DNA AL
B AR IR AT % o HAAMBUL, £ 5 Bl 1~ b sl BRI ) PR AL A 4 25, i i P AL T R
Rk Prif LR RER A6 ERRE A R T30 R R A 4 TR
Gkl 0% S

[0131] WA B 2l i L ANE AL Rl D idd 7 H A S 4L 704k . 4 /ALt i
AR AL RIN LS T 10 M BE AL 1B 7 A 5 EAER T30 LA DL 2030
MR ML 4L

[0132]  FrfEHg A W ER AL (MDS) 2 5 A7 4E — Pl el P& I 3% AR (K5 7 A R BT K
FRIAN I8 — [0 B I PR3 I 1 20 i A, R R e R VAL R E A IR R H A Rk
AR, IR FHEOX =R A B A R b . B MDS (SR — R A
LA PR A > (e ) sl MR CHi ) AHORIR I ACRE . TH , K2 10%
RZ 70 % FY MDS 52 AR A b @k L o MUY E)B B A S R S AR B AR S M EBERE B
A5 S5 IR R A SR I L R AR O 1 ot A R B L

[0133] A PEREFE UM (AML) 2 A b B WL @k A o 2R A JLA AR 3R A5 et 1
PEDIR AN e e R RS AML [ USRS AT o0 o IXRAE AT 3 BB L (5 A W 224 1) DNA 7
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52 TR R R R E 451 A A 75 0 8 i JE BRI L 2 9 55 B SR R SR 1 B Al I 5K
AEAT X— SEB ) A B R 8 1 R 2 MM

[0134] Pk F-AIpkidn i i ps (APML) AR AML ) — M MURF SRR o XSSV 2 (R AIE £E
TEA 1517 RO ARG AR 2R g e R A (blasts) o x50 38R & LR 52 18
J 51 A0 5 fphr 40 L I P 400 B Rl 1 e SRR 7 A

[0135]  ZPEUR LR MOk (I (ALL) 2 BAT 484 20 P S 7 F e s P A 147 AN
B9 o AE ALL HH CZRUE AT -0 DL AR A0 LI 2 o e LRI AH S A it A 2 7
HRPEOA RN 9 522 Hif.

[o136] P PEBENE I iMmpy (CML) &2 RE 140 M I 5o [ 11 R g 26 PR s, 8 o H B i o
G142, OML HURFHEAE T30 KAk O M 22 ) e e e Cuth s 8, I AL B e i
[0137]  ASCrhifiaR (KAL) K G50 Al A SR BEEE X MDS 1996 7. 4B 285217 S,
WY SRR LAAE 3 — 25 25 SRR 22 T Fh MDS 19367 . 4B 2850l T S, Ak
PR A —Blia T B BE N A SR Ak | 1 I B AR TR AR AR T 12T R
FERE IR T /5 SR B 2l e SR A AR R TS et 2% b
AR A

(5- RN mERE L A1 ) -L- (SRR SEE ) (D),

Forb LR S BEESE, b L PSR 7RO 1. £ 28507 S, AR WP —Ff
TR BE NG A S SR G L 1 I BSEAR TR I — BB P IR 2T VA A s 5
M T HESHE TR 2R A Z S a) WTASERR TGOty Er
I

(5- FoRMImE e S ] ) —L- CISHERG L ) (D),

o L2 S WHE R, b L p B 208 1R b) W), B KA 46 % £ KA
85 %6 IRITA B2 K2 5% 22 K2 45 % IR H IR 0% 22 K20 30 % I S 1 ) Tk, 25%%
AR IR & & Tl A S AR PR B S A5 T &4, o L A
ITo & Tl AL S AR R PE S BB &) T-(1-44)

[0138]  fE— b5l Jy S, AR IRt — M ] TR 7 B BE R L H S Gk (MDS) 1T
o AEHESTT S, AR WP Bl B BE S AR SR Gk L I B AR R
Pl B AL IR 53 AR SRS Ty S, AR IR A — P ] 3R 7 SPERERE i (AML)
KI5 AR 2ES Ty S b, AR MR A — i V677 321K 3 Hh 1) S e Ik 40 1 11 1
(APML) (7735 £ L85t 5 S b, AR WP At — i Al T ia )7 Sk ok E2 R 40 e 1 11 1
(ALL) W59k, A6 2850ty s, AR IR 0 — Al iy g tEma vt b i (oML (977
o

[0139]  fF— LSl 7y S, A IR (AL G W E I 56 T TRy i BE 1S A2 57 4R 5 1

(MDS) [y 259 b I T3 o 22850 7 S8, AR IR AL S e Tl o6 R a7 R a2k 5
W ERG L I B ORTR — F e B 2 R R . AR ST S, AR T4
LS PIAE T2 TR 97 SUEBERE B P (AML) 2990 h Al . 72— S8 SEi 7 2, &<
KSR AL S WA S A 32 P Sk AR A i (APML) FR 2540+ i
Mo AE LS T S, AR R AL S YA B TG T S R A e (ALL)
Ry rb G . AE—28S T b, AR AR I S e il a6 V67 18 PR E T A 1

42



CN 103945902 A OB B 39/50 T

(CML) B2 B &
[0140]  7E—S8Sj 77 Srh, AR Wt — R H TR 7 e A 4x 51k ODS) k&
Yo FE—HCS0E T e, AR BHAR A — PP F TRy B BE 1S AL 7 SR Gk () I BRCSE 1A R
R — B B A A ) TR 285l 7 2, AN R BRI — R TR T SR REAT (1 ML
(AML) FbEH . 8285t )7 2, A IR I — b A T30 97 521038 Hh () Sk 5Ll 48
M (APML) BIALEH . 75— 2850 Ty Serh, AR B3Rt — P F TiR 7 SOk 2 RE4
MEE g (ALL) Ab&9). 7528ty i, A B3R AL — P FH T8 7718 e 1k 1 1
(CML) L5
[0141]  FE—2USjli 7, AR AR UE—RhilR), HAE a) X T Kb a2 1]
Bz nh

(5~ BALHEmEnE R ) -L-( SIS ILE ) (D),

o Lo Sk, orp Lo B i 2500 158 b) H), B8 - KA 456% 2 KRY
85 % FITA % . K20 5% 4 K4 45 % [ H AT 0% 22 K4 30 % i L BF s Hil ¢) fEikh, 252 F
Al R IE )
[0142]  FE—2ESCjfi &, L2 (ID)

|

RrR30 AN
:O:

R1

\Q\M’m

ORrR? R2 (II) y

o, RY AR AT Ay He OHL e 4 356 e SEUe 80356 IR 4RI B IR ISR 2 22U TP IR IR 2
3% R H, BUE R® HAR 454 AR T — RS e G IR IR I sk 2 2k R IR SR 2 H,
B R SR S5 A AR T — I Ak TG R BRI ol R 3 RS s F HL, X SR X A1
SR T T BB R A R T Ao ol R T P R R IR R
[0143]  FE—2ESzjfi 7 R, RY AN R® ko744 He OH. OMe. OFt. OCH,CH,0Me+ OBn 5k F.,
[0144]  FE—2E5CJE 77 Zrh, X 5 X 456 H5A R+ &I U iR — k.

[0145]  {fE—duszjfi 5 S, R AR A2 He
[o146]  FE—2Esijfi =, L T MG WE -

O—x—0
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X °
/ NH
HO o e 5 )
O N \
/ NH o N N
oo e
O (5]
I-1: OH ;’35(4 I-2: OH o
[0147]  FE—2E52jfi 7 &b, B v 78L& K20 65 % 1A . K2 25 % 1 H i fl K2
10% 1) L1 o

[0148]  7E—LESLJtE 7 Sh, &2 I AT KK .

[0149]  7E—SE52jfi 7 =P, AL B ILIRZ) 10mg/mL 22 K4 130-150mg/mL IR FEAFAE o
[0150]  /E—48siji /7 2, i 5 S i o

[0151]  7E—4Usijf 5 b, i HIFIAE 2-8°C MlA7 3 /N H G, IR B RZ) 95 % I3y B
1E 25°CH1 60 % AHXTRE A7 3 > H G, TR B K2 68 % IR o

[0152]  {E—4Usiji Jy S, AR WAL —Fh iR, A sa) FRRHLED -

NH;

A~
LA

HO

I—l . OH
B 2525 BTz AR sb) W), AL K4 65 % 1T L K4 25 % 1 H AT K&
10 % 1) £, Horp IR s 2 B AT K s F0 o) AT, 2452 B4 2 (M) o
[0153]  FE—4Esijti /7 &b, iZAL S WE B AT AE -
[0154]  FF—ESCJtE /7 S, %2 65 % TN I 25 % HH AT 10% L.
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[0185]  #E—LE5Ljii 77 P, ZAL S YLLK 100mg/mL (R BEAFAE .

[0156]  7E—2L52i 7 Z2rh, AN R BHAR AL —Fhif T B BE 1S A2 7 o 2R B A [ I B S AR 9
PR R B 2 R R V2, 1207 AL AR ) T AR B B 2R iR ca)
BT ARERNR T e EWEdt2y2E Errsz i

(5 A AuMamene JE 4] ) -L- ( S IEHE ) (D),

Horp Lo &t b Lo B R 200 1 5b) 350, B8 R4 45% 2 K4 85%
(TR I K24 5% 28 K24 45 % B H WA 0% 25 K20 30 % I 2T F0 c) ATk, 252 bl 4%
Z IR IEFA .

[0157]  {E—HUsijfi 7y S8, i B RIS A2 = 0 SR A IE & SERERE S (AML) SRR 4k
UM g (APL) « S PR R e (A s (ALL) S8 dEPE A mss (CML) .

[0158]  FE—LE5jti =, iz A 2 K2 T

[0159]  7E—2C8jti 77 G2 b, AR BHER AL —Fhvf sy B BE 1S A2 7 0 48B4k [ I s B3 S 1R IR
)RR ECE R T2, 1T AR R T R E B S 2R A HIFE S )
BT ARERN AL EY

HO

I-1: oH
B2 5 BT L sb) WA, AL K EY 65 % T E R4 25 % ¥ H A K Y
10% 1) LT, Sorp BTl s 2 JE A TR IR s/ o) ik, 2557 BTz i) o
TE—SeSTi 77 2P, S BE NG A S aR B 2 S EREAE T (AML) 2P B4l 48 i
P (APL) « 2 MER B B o bE A afsss (ALL) sl MRS (s (CML) .

el
SEEAE] 1 AR B AL A X DNA AR A0 [ 4 il
[o160]  7EIE T4HMNEr 5Ot ar T (GFP) 58 il A% & AL &4 ) i AT 1 . 72
ZIRE T, AR T A IR EIR 5 | R I AL T PR3 GFP Rk, IF HARE 5 vFor o
[o161] S 4L AE EUTERALIK GFP 3% BE R ¥y CMV-EE210 4 g 58 FH ke 38 ik it =X 40 i A
5E GFP X iAM 154k, WL H pTR-UF/UFL/UF2 5k #% 4% NTH3T3 41 ffu Sk 1 4 CMV-EE210,
pTR-UF/UF1/UF2 & pBS (+) (Stratagene, Inc.) LAS BB IE 1750 FL 504 40 i h & 1
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NUEAL GFP ZE R B i Mg 85 (CMV) B3l ¥o 44, i FACS 73 Bidl b ik # imr GFP KIA
AP H40 B, 48 FH MoF 1o 4l Mt #5#% (Cytomation, Inc.) #7411k
[o162] M pG fth ¥, Ml FLBH 4 DNMTL (1) — Fh A 25030 0 500, Bl FH VR BH P XS B, O 7 0 &
CMV-EE210 H R4k, o i fihyie (1 u M) B &4 (30-50 u M) MAZIFM R T 10% 17
B IMYE (Hyclone) HIseaisgEdt (M4 DMEM (Gibco, Life Technologies)) H. #R)5,
W40 fAE S TR S 96 FLAR PRI AR 30 %4 (~ 5000 N4IAR / £L ), FFLE 37°C
FAE 5% CO, FAEK 3 K.
[0163]  #F%% 6 B4 N, BT 450-490 ¥4 & y€ 6 (I3 3865707 (I3filter cube),
Leica, Deerfield IIT) SRS IZM . 1% GEP 43 HITE 10%.30% .\ >75% G 40 b 1k,
WALV A g1 BHTE . g2 PHPESK g3,
[0164] 3K 1 45 T MG A i FNIRAL A P 7E A DNA R AL FD I IR 45 H . GFP,, J2
GO9SR (GFP) FIAKTM g3 BEE gl /2 WHFMEIFIR A . % 1 L0 04k &1
IR LA 23 ) DNA FRIEAL, 2L GFP ZE R R MG AL o

%1
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GFP50
o GFP % 5 K-F
(nM)
Yo T MR o3 500
NH,
N
LA
g3 400
_T J I NH
_1 <N N/,\NHZ
I-1: OH
/N NH
<N ‘ N/)\NH
Q 3 700
T
L UL
[-2: oH
[0165] ﬁnT$ﬁ%%A%E%ﬁ%ﬁ%ﬁFﬁ%ﬁ%ﬂ*%%ﬁfOQEEMHE
[ R HPLC ME R e M. A TREEW 1-1 B’ sk, 85 R g TR 2 .
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N)\N
P
N (0]
HO &
O
O N
{fkm
O-—Fl OH . N/)\NHZ
O
% 2
. : ¥l e | A g
1] % ; 2z < e
%] ) E e S B 8] & RN 50
0 95.8%
K, pH7.0 2-8°C
5 JvEfF 95.1% 0.14
0 95.8%
K, pH7.0 £
5 B 90.4% 1.1
DMSO/jL 250C/ 60% O 93.7%
(Il wiw) | FAEE | 5 90.1% 0.72
DMSO/& | 25°C/60%48 ) 96.6%
(3:1, wiw) RR 24 ot 94.2% 0.10
7 B/ i ¢ 96.8%
=4
(70:30, v/v) 24 ) EE 96.3% 0.021
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0 95.8%
7 R/ 2-8C
1T B 34H 95.1% 0.00032
(65:25:10, 25°C/60% 0 95.8%
w/wW/w) i
(RSB 3 A A 67.6% 0.013

[0166] L&) I-1 £E/KH (¥ pHT ¥ (X RIS W{EZ pH T HReAeog ) SEHE LD
N PR PR T i, RIS ZE AR T o 487 DMSO/ 7K (1:1) 7E%8% v IR B R 18 B R 111 &5
B FEMHH 3: 1DMSO/ K HIFIRNER S T 038 . %L A WLETS/K DMSO R K. iZ%FaE
MR ek 2 1 A

[0167]  JC T-HIEvE 28 25 2 1 J TR FH 1) 25 2% L T B 32 (R I 38 T KA % /
H AR T BAFMARE . @ik CEAVE DR ZFERH W, DR AN /o
W/ LEE (65:25:10) , #4%5 T BEAMIHIF . E 2GS YEE SR BARE R T s A e fii
S M5 T AR T IR K At

[0168]  JE F-7E/KF AT LK, E NS ESCERITEA 1) (2-8°C ) AEA7 4 AT 0T, W LLTIHA
FasE MR 10 £5%. SR, fERA 8% / Hih / 28 (65:25:10) 1KZR P, WEHR BB A7 4
PRI ERAE T 40 AR E M . A E0n LA 8/ HliR R I 2R3
L, PR T 66 RIS E M o A B T-1 EREAZ AR At B KIS e PR e i R A AT
wEl.

[0169] %A / H / LB (65:25:10) (RR/E N BIR AL AW 1-1, ZH WL i
[+ B s S G T 23 S5, mEa B g . G WA T 1) 5 KRR
FE 200052 A K2 130-150mg/mL, X 5 20mg/mL [ ZK AR AL A R . BIGHRAL R e
VSIS VAR — R, e T/ Hil / OB (65:25:10) 1K R A AL S) ) 5256 4
mM%ﬂ

[0170] H*%W2ml %/HE/Z@«%25m)%ﬂ%%?@%ﬂ%lﬂﬂﬂAﬁ
100mg/mL i S A &= A G4 T-1 B Eh . SR AHSSBUR b 7 Abs sl 550 AT EL A (50mg T
i PG A AN, FHVEST /K A 2 10mg/mL, FB e E S P R 4 20 ) »
01711 Pz il 55 ) B — 57 & 5 A T 4% + (10mg/kg) 7= 4 LU Hb P fth i (C,,160ng/mL ;
340ng * hr/mL [ AUC) B &AL &4 1-1 AR 22 E (C,.,1, 130ng/mL 51, 469ng * hr/mL
) AUC) o

[0172]  FEEESSRIEMIT, ET 5 =IRE N4525 (3meg/ke) o 1E 15 RIS, Mib&4 1-1
(K4 5 #8% (C,,.181ng/mL ;592ng *hr/mL [¥] AUC) KT-HuptfihiE (C,,,28ng/mL ;99ng «hr/mL
[¥] AUC) o 1 22 REIMEIW , %AW I 2B 127 S E0 A B8 0L, FHR I3 5/
&R (B 1A 2) . IR (RE7R) , HOg nl 52 10 o @ MR B A A, SRl &
LINE-1DNA A4k,

[0173]  AW%ZE| LINE-1DNA AL (CAEPIEMERIFEFS ) R B, JF Hax N B — B RF831i%
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BFFUAE 22 REZ L. MEZN T LINE-1 B 540 5 ERTIR 4 25 0 82 21 1) RS540 KT B35 A
[A] (p<0.05). (K&3)
[0174]  ZHIFIAETR DR P 20 R WP T =F7 R :a) EXRMRTHER—
BT 4525, AT 5 K sb) TR A B b A i — IR B2 T 45 2 REY 52 1057 &, 134T 28 K
I e) FER B BRI R BT 25 2 BRI 52 R, 1EAT 28 Ko iy 52 5 KT 4, &
ik 1. bmg/kg/ REIFE, HARA T2 AT 18me/ke/ K, HLIN324F 575 %, miik 1. bmg/kg/
JE R, FRel 3 J .
[0175]  frigf i i i =2 4 8 75 %8, miids 3. Omg/kg/ A IR &, Br4 3 )&, HoAH Y T 36mg/
kg/ Jilo K FRU 52 58 50 <30mg/kg/ K, FF4E 5 K s LA BRI IK 20mg/ kg, ¢4 4 Ji] o
[0176]  JirAq sS4 h 0 = B R PR AR B REFD ] AR, TR B2 T il 3502 I A 1) v
FPHIFIAR R

STt 4 AR A e I ) 24 5 ) A

gy S AR -1 A&, 100mg
[0177] 41 [FEI{E USTT00567 ( 2y 2068 it 31 3 AL ) A BRI, i H 1s (Hh R, =
RIETPRRE I ) 5 W REELIG S oT 1d B G

N el sk
15

HO

o

Skl % N AL SN AL -
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NH5.

N > N
NN

o]
O N
I </ I NH
O=—P—OH ///k
' N N NH,

(o}

HO

¢}

OH I_l
[0178] £ 60 % ) 0. 3M A< I EERR FL DY MeVE AL ) (AES BT ) A48 N, B2 IR 27 - i
ST - TR CPG AR AR 1s (P R, =0 T3 - HER AT ) 5 2-2.5 MBI
AL OB T WL (1d, o R, =R OWEES ) #G 10 080 B E&H 2R
[¥) DpG — A% HF IR CPG [ AHZZ & F 20mL (1) 50mM K,CO, ( 7E A EEH ) ALBE 1 /NI 20 438
ARG T A, Br 2RI, TR TS ek I8, B Gemind €18 il &4
(Phenomenex) , 250x21. 2mm, 10 1 m 1 £ 3 4 (Phenomenex), 50x21. 2mm, 10 u m (] AKTA

Explorer 100HPLC #4744k, Horp SR FHAE Mil11iQ K 50mM = Z LB iR E: (pHT) ( JiZEhAH
A) FILEMi11iQ /KA 80% LNE (IBHAH B) , R A AEAAAFIH K] 2% 2 20/25% Ai5)4H B.
[0179]  DpG A% T8 2b 1] EST-MS (-ve) :

W,

A
LA

NS

] 2
o]

OH
2h.

Hrp X' ==284% (PHAASY CHN0,P &1 R 2 T8k 557. 14), s
m/z556. 1[M-H]™ F1 1113. 1[2M-H] ~ ( Z: L US7700567 [¥1 Kl 36 H 1 ) o
[o180] X I-1 AEWEIEIEL, B DpG % 52 2b, Horp X' =4t 2l ik = S AL Eh Fof
FEAAAE AmL 7K 0. 2mL2M NaC10, ¥ F M A3 (1) o = I0 A 36mL PIER I, 1% A% HERUTIE « K
WAL —20°C T IRFFEUD I, IFAE 4000rpm T B 20 738 525 B KR AR 30mL A
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A PEV, 2 JEAE 4000rpm R FE KB 20 43 5h . ZUTTEY) , H AR Ar K b A5 T4, Bon
Hm/z556. 0 [M-H] ( 22, US7700567 ¥ 36 F i i ) .
b I 5 FC TR AR 7R
[o181] 1. FET3 -1 A Sl R LR K 73 BT U, T 5% 2R DMSO [ BT 75 &, FF 4 7l
IR R IS 2 H PR
[o182] 2. f# FHTIAIR A 3%, 7E 4G KNG (SS) o, Kl -1 4k &l ki
fi#AE DMSO 1,
[0183] 3. ZY¥)7E DMSO T 5a 4Vt fa , S FH UV 8% HPLC BEFE N 77 V20 58 AR IR
DL 3K T-1 4 S8 h i B 7E H bR FE ) 95-105 % 5 H N .
[0184] 4. JHILELEMPIANTUK B I 0. 2 SCR K ik kgs (4 DMSO FEA 1) ) Kl g4
IRVEWL F HERTE 2L SS B A3 .
[o185] 5. it H AN AT A THH AR 22 rh 2 as () &, SR IE St 1 B o il 2
[0186] 6. ¥4 | wiid SEMIAMRE I A ANTE—A bee BIFR £ IR IRE A BEE /MR, IFiE
SRR, B2 ITE SO iR AR I 78 58
[0187] 7. FIEREBEAWRBENR T EREGE T HE (HLETUKEK ), RS S 1K
TSN A B B oy Hh 64T
[0188] 8. {EILWHB AT, i/ MR BIRT24%, LUB SR TR .
NIRRT R
[o189] 1. KA NI I S50, ¥/ MEHT -

2k 1 e e b w95
.5 (o
EEH)
2 -40°C  |-5°C |10C |30°C |60°C |25°C
TiEemE (94 133 117 |50 67 100 |-
B A (%) 360 1440 | 1440 |1440 | 1440 |tR¥F
A% E(EH) -GEE: 100 100 50 50 |WRZ
100mT A 50 mT
BT
50°CF
)

[0190] 2. TEVRTIHM SEE , ARV IRIRG 4%, ¥ M e et B 32 L.

[oto1] 3. H/MELWHBARESET, FHLPEENNMEASIMHEOCERSEE
(flip—off cap) KHf.

[0192] 4. fEREEUEAT RAE LA O UL S AR 25 0 e 45 22 1iF, % /MIREAT B ALk
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o B /MHARERAE 2-8°C, HAEUER L
WERAE A A2
[0193]  FFAN /M F BRI P AN EARSE, FF7E 308 T M e R TR A R
/NG TES /NS b5 NI R — R AR S o B W U A 25 B e 2 1 /N
1E 2-8°C T, HR— P4 K.
F% 4 DMSO
[0194] SR b AR (AR R J7 %, Y4 3000 AN/ / SEAAH RIS R Uk, —Eobig 2
DMSO & U1 R Ak AR /K-, A AR [ 44 0k R, 38 BHRF b ik B 25 DMSO 2K T-1 A& 4040
T, PR TR AR AR 24 HA R e il 1-1 (e & iah i
#it5  |DMSO, mg/ Jif

fx 1|25

fitix 2 |28

fix 3 |27

fitix 4 |29

BoRE HTEAS -1 A EYE R RS, SmL

ot & v 3 ) T AR 7
[0195] 1. DA Bl (208K ) BN B SBEFH o I 2 Tl KR
G A E KD AF WAL T

MY |F% YEH
S 65 NF, PhEur tagiil
Hih 25 NF, PhEur tagil
Wiks / LB |10 USP, PhEur Gyl

[0196] 2. TEXAL /- MAMR ARG, < fGiRG 20 30 4040, IS ENRA R IF I -
[0197] 3. JHILELMPIAN TR BT 0. 2 BIOK S 2 ME K Ik e K S8 AR, Ho 3L
WERAE 2L SS Zipds .
[o198] 4. @it BN AT FH THH /RS2 rh 28 dis 0 &, SR B I e 2
[0199] 5. ¥ Z/b 3. 15g (AHG T 3. OmL) 13 S8 I AMES IR 78 N B> Bee IR 22 74U
(R13E PR /MRS, 2 J5 B3 E BERGYIR B R T BRI 124
[0200] 6. Vo ZEAEI /M KR B A B 55 2ok B s o
[0201] 7. 7ERAE LAEERE RO A bR 25454 2 1T, A /MIEIEAT B AR A, IER MR 7
1E 2-30°C, R MR

I o 5 i, 2
[0202] 4B HRE T/ 1 FEAEAE B 8 NG EARES . B NG AR 22 /MR 2-30°C H fifs

53



CN 103945902 A OB B 50/50 i

15, BRI K.
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% PR

51048k B4 X4 69 T L%

140%
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100%

20%
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40%

20%

0%

T 101 rms 1
100+
Tpeoos * p<0.05
B
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