CN 105663083 A

(19) i \ REFEEREIRZRE

P

(12) %X BHE FHIE

(10) EBIE A S CN 105663083 A
(43) BiEANFH 2016.06. 15

(21) EBiFS 201610109341. 1
(22) EBiF5H 2016. 02. 26

(7)) BiEAN B R
HotIE 510632 J7 A4 T B KIE P 601
o

(72) KPAN B85 fRE Ak

(74) EFRIBNA | T 22 A1 A BUR BEA
FRAT] 44245
RIBAN BHE  FRaHedn

(51) Int. CI.
A61K 9/51(2006.01)
A61K 9/107(2006. 01)
A61K 47/48(2006. 01)
A61P 35,/00(2006. 01)
A6IK 31/416(2006.01)

AGIK 31,/337(2006.01)
A61K 31/704(2006. 01)

(54) ZBAEFR

— o 58 SRME L B YRR B S A% ik
5
(57) HE

AR & T AW R R AR B 245 447 o Rk TS 4
3, BRIV Je—Ph 5 SENE B = A oK kL R H
Wl E SN AR KB K 255G B5RK
B EMEICE ST SRR T 5 4R
A, FEXUR 4 T F 43S T A oK R o i 78 o, AR A
AEACUARE 25 0 J5 22, 1) FH B 249 5 D 5 245 0 1)
T IE AL 2 259, 43 1) 76 JEpE 3 = L2 9 Kok
To BRI YORR T HEARIEEE 20%,
A KL 0] 7 e 20 BRI P SR PR PR B ok
P POERE A, 18 B R AER A H 1
R B ] £ 15 280 1D 7 SREBR 1 4 4K R T 0
FEVRIT A B .

BORIEERA1TT U570 IHEI3T
OH OH OH
o [0} o
o HYS 0
THO ™ ol G "™
° Hye” O
o h "
5 i, A FEREBEAE G AR A AR T
H’N»_ON © o mmumnsn
o N o— (uruamsn



CN 105663083 A W F E Kk B U1

L. —Fhoe S B = B 9K T B 1) 48 T 325, HORHIEAE TR DL R AP 3R

(1) B5H PSRN TKETUEZY . T BREAM T A IUERIF, TN = 2%
BT BRI, [N 25 R G B ok R B AL A VI T 15 3 T ZBREF U259 5

(2)¥ BB (L) HASI T ZRREF o 2590 T A USRI, INAEDC « HCIFINHS X} T
TIREF ALY T R BT IE A N s ZRJE N & T2 R M IRIMES e, 14 259073 T
(09 1 78 22 5 5 SRR 1) S AT IR e A S I 5 I I8 485 SR S 3B T 0, 15 B R M 1) 5 SR A
ST

()W IR(2) R A3 B/ T R MRS AT LE Ve T 3R /B LB AR &, AR G 78
R A4 N S 18 30 0 A I B i M R R K P U 25 BLIE T TR A K I AR, T
TNt G240 58 4, SR 5 BT IR 25 R S 250 , T4, 45 B 50 SR B 2k s 3 2 40 oK hE
T

2 MR HEAUFIEL SR LB IR (1) 76 5 W ik i 8 24 9 oKoRL -1 | 46 v, FURFIEAE T

AR (L) AN (3) AT i B9 3 S 01 1 20 358 PR 8 /K 1 B o 24 9 9 D s WA Rl 4542 B
p B R &b —Fh.

3 MR HE AR LR LB IR (1) 76 5 W ik i 8 24 9 oKoRL -1 o 46 v, FURFIEAE T

PR (1) H BT I 1) B /K PR B 25 W0 E A WLV 7 P IR P 5~ 15mg /L, T IR 2
BLI A (R B2 ~4mg /mL 5

IR (1) TR B BE Ak S BE IR B TE] 24 ~T2h.

4 RRAAUREL SR LTI ) 76 S0 5 150 3 24 AR KWL (1) 1) 2% 07 v, LR AEAE T

IR (2) R ETIR R T BRI U 29 ML T (94 B 2 1 ~Bmg /L 5

A IR (2) R FTIR IEDC « HC1ANNHSEE /R EE Ay (1:1) ~(10:1)

IR (2) HH BT B VS ARSI B[] 20 . 5~24h

5 MR HE AR ZL SR LB IR (1) 76 5 W ik w8 24 9 oKoRL -1 o 46 5 vk, FURFIEAE T

HIR(2)HFTRR T BRI St 259 5 5 R U L N0 . 2~ 15

IR (2) H BTIA B Bk et S 2R B ) R4 ~48h

6 . MR HE A B SR BT IR (1) 76 5 W ik w8 24 9 oKoRL 1 o 46 5 vk, FURFIEAE T

IR (3) TR TR B 52 SR M I 2 AT AR AR TR AV 77 R B R BE 1 ~5mg /mLL

7 R PRI EE SR LR IR (1) 76 5 W ik w8 24 9 oKoRL -1 o 46 5 v, FURRIEAE T

IR (3) IR B I BT 1 3 5 1A B K M P e 25 Pk B S 1~ Bmg /mLL o

8 . MR HEAFIZL SR 1B IR (1) 76, 5 W ik i 3 24 9 oKoRL 1 o 46 5 v, FURRIEAE T

A IR (3) H i (1) 56 SRR S R B2 KR T I B2 N5 % ~20% s RBLAR K/ 100~
400nm.

9. — Fh 5T T I = ARG YKL T, R EAE T B I BRI B SR 1 ~ 84T — AT iR 1) 1) %
PaRrii E oI

10 AR SR 9 FIT IS 11 578 50 0 2 e 8 24 9 KoK T 7 AE = F AR Assl o 1 2



CN 105663083 A W OB P 1/5 T

—MERBEESHANRNTREFERESNH

RARGUE
[0001] 77 W J T 2E s FIADRE X 25045 il RETRO , B AR RS Je—Fh o RO Ak iy 3R 25 20
N e N IR RS VA

BEREA

[0002] 4520064 & 2K A= B 4e it » Je ik B Ca XL 00 HE A 50 3 SE BRL 1 28— 67 o e ]
BT BRI N ECEIE 16075, 1697 2% Fl s 15001470 , JF HALER IR AE TR 8 ETHE
2 A SR WS Y g S VA Rt 0 S VAR ey b= PR g e D e S T X T n S 8PS
TE AR T UK - 25036 9T A2 BT 5 LR ST R T B B AE [ f oK [n] AU U 25 M) AN g
T PR AL JRy Bl A2 B 1 0 AT A2 B A N AL R 8 B 5 AT - S8 24 WA 2% BT Jee A Y [R] It
7 EE A 0 oA 1E 3 2 o BT 7 R IR FH KR 1~ S B e 2 Lm0 ¥ 7 S 2 e T LA
e i 4 2RO R AR 2R A, S Y R A S AT S, (ELBL R LA SR8 il AT R Al A
o1 AR R E PEZE (AR ) s 2. shEERPEZE ; 3 W NAPEAN A2 54 B R Ay, BUE 2
T A A ) 2 VR P LA, B e S8R AN A0 B AL R] b e 8 v v 4 24 B 0 ) 4R OKORL T4,
A%, B i G ARORE L L VB P o R A R 1 O S0 4 17 e 4 L, A B 8 KR 1 7 88 2 D P 110
Bt I A SR i 24 W00 1) A B JSORR T, A R RE VR T S B

(00031 24 9 KoL~ A KA F 1040 168 20 0 P9 RS TR M ) S A AR R 2%, 7 B i i
P05 30 88 240 L 5 P A A T A P < PR A/ i 8 368 ) 240 JE TR TR 24 5 T LAY
B IR 9 oKoRL 1 2 S AR B 2R B R AR AR R, 3 SO 2R 218 40 B S5 T 1) 2454
PRI

[0004]  FEGUKRL T[S IER R, o 25 i Jd PR 3 B0 24 6 T8 440 M 1) 265 ik FE A1
(0P ARy € SMPSN LA P S AR E= b a6 - o8 /P S AR BTk o W R e D
WA R A 22 R RN 1 25 5 B R S B AL R 7 1 45, AR s Tl i 4%
A6 2 B 1 B SRR TR 26540, T W) Bk UL A 1) 25 3R 5 oK okL T i R K 5 B
H SR A I A OKORE 1 ) A AR B A RS A S5 R A B 25 DR T H I 0 KOk 1 R
AL S0 B P BRI AR Y, HaR A R AR AE A R (KB R ~10% ) , WRAE B G 9Kk T
BTN BE [F I 25 G AL Ak DB B SR K 29 Wk & 2SR K B0 B EXCR 7> 7 (e
FHL) R R T 5 AR AN AEXE 71 H 4L AN K AR I R A, AR A AR A
R SR 2R, ] 8 5 259 5 30 1 29 W0 ) 20 1 R0 A P B R 25 (W B8 26 ), U] B2 e
[SELE SRR FN k=

(00051 BA| i, 50t 3L BRIEE VA 7 BIF FE 0T i 28 240 o ) A8 245 R KORE 7 68 KL A8 8 40 D P
PRGN , AR R PUFLIRIE IR T TROR R (BB 1) AR R, B BB A2 i SO
BRIV ISty ey G R

EANE
[0006] 3y 7 FOMRBUATBOAR A LRV AR A 2 0 76 T4 Fhoe B S P A



CN 105663083 A W OB P 2/5 T

YR T B )28 7325 i 48 T VE B R, BT

[0007]  AJZEHE) 55— H BILE T-Heft bk il £ 5 2 ) 4645 2 1) 7 BB L = A 9Kk 7
ZANKRLA N = B2 B 52 5B (Cs ) 9K IR AR, FLAA 3240 2y e 40 i N S PR ORI 245 ) 25
IS

[0008] AR F— H MTET 320t ik 72 JpH I S 8 2 9 Kobs 11 52 FH

[0009] A& BHIEIE LA N AR 528 -

[0010]  — Fohss SN B 1 B A KL T B 1) 2% 7923, L& DA R 2D IR

(00111 (1) & A RPEWRIEN GKEIUEZY) T ZREVEE T A VAR, A=
LT ERAL SN 5 J 45 TR G 22 R IR SR AL B 09T 1 15 80 T IR ot 2459 B T
T BRI 4y 1 1O TG B A R 4 AR P T R 1 PR R 2 KR K R TR SR I 25 O T 4
4 IRl O AN 2 RS I 35043 25 W R v

[0012]  (2)4F P BR(1) IS T BRI ol M 2903 T A MLV 7 N T- (3 2
P25 ) -3 BBl — P SRR R (EDC » HC1) FIN-J2 B 5% BT IV Ji (NHS ) X T BRI AL 2454 7>
T ERRIE AT IEA N s AR5 TIN5 76 580 (Cs ) IMES (2 (N-NE mERR ) £ B 1R ) 2% 1
{EZW) 7T WG A R I 5 Cs I B R AT R G A R 5 [ B 485 3R Je i AT 08, 15 B XUEE T
Fo R ZGWAT AN s AT LE R (R K SE R AL B A I 25 o) T S S A A AR
R RT3 6.5 8 2 259 ;

[0013]  (3)#PHR(2) H 15 B 7 SEHE B MIAT A WDV T3R8 / A HLIE TR GV 7, 28
Je CE B 75 251 T N2 3 05 A 3 T 32 5 PR KV L 25 W A WL R T i ok e
NG G PR 302 58 4 SR SR IE TR 5 R U 290, T 15 B e BB R = 3 A
YRRLT 5

(00141 JBBR(1) A0 (3) A Bk i) & A B v P 2 6 1 06t 7 1k e s 245 47 A 32 S DU e e
(SNX2112) S AZ B FHR 85 2 I 28 /b —

(00151  JBBR(1) vk 65t 7K 14 Bt s 245 0 A5 A6 WLV 77 R R IR FE AL 95~ 15mg/mL, T
% T 76 A WLV 75 o B R P AL 16 92 ~4mg /mL , = 2 e 5 A HLVE FI AR AR EL ik M0 . 01 ~
0.05;

(00161  JBER(1)H BiTid (Y e A s S D B TR AR AL SR 24 ~T2h 5 BT ik () T A S R0 34 A 49 4 2%
PR AT

00171  ZBBR(1) BTl (1) 22 B oA S 2 PRI AL A 0 1A LA SR AR A 34 = e I 455 o i K Y VR Uk
R ZE bR LA WL A = 2 %, S8 I PR BT Ve bk 25 5% B8 AR R LI 2590 » T3 FH/K TS Pelk
BRBE AR N T BRI 5

[0018]  JPER(2)H Bk i) T - BRINF cde 1 25 W A5 A WL A R IR FE A 3% 25 1~ Bmg /mL 5
[0019] I8 (2) s FTIRHIEDC « HCLAINHSBE /R bRk 9 (1:1) ~(10:1)

[0020] DR (2)H BTl (3 4k S LRI (] fE e 90 . 5~24h;

[0021]  PDER(2)H BTk i T BRIF el M 2454 5 72 MR R LU AL 290 . 2~1 5

[0022]  ABER(2) v Fridk 198 7 58 B BE FRIMES 2 i o 578 S8R I TR B A0 3% J9 1 ~ Bmg /mL 5
[0023] Bl (1) & A 5¢ S RE IRIMES S h il It e e ask 4 1 1) % 5 v il 4 1 1) < o 5 R W s it
T RSB ES WA , 79 31 52 SN/ BE BRIV R 5 Fa FL I ANMES Sy Hh 5 BT IR (140 6 T 35 AR ) ol o
B BRI 0. 5~2% s Forb ISR A AR FH2 A8 58 M 5

4



CN 105663083 A W OB P 3/5 T

[0024]  JBIR(2) T Biridk i I e A B 2 PR IR 8] 41038 4~ 48h
[0025]  JDER(3)Hh Biridk ) 7 SR i 25 DA AE DR VR B s ) v R IR EE G 3% 9 1~ Bmg /mLL 5
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[0028] R (3) v Fridk )4+ st (] /e 1%E y48h s

(00291  JBHR(3) o ik (1 7 2R B 2 Ry 3 2 9K T I 32 B o5 % ~20% s RiAR K/ N
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TFit.

[0044] Skt f311

[0045]  (1)#%150mg SNX2112F140mg | —FR ¥ T 10mL. DMSOH ; 7F IR H A0 1mL
= O FEE IR T BRAL R RET 20 5 6 S B 5 e BV VR i 7% HH I A = 2% SR e TR
P e B 255 B R S LR 2457, P KB BB HR B B AR S R ) T BRI, ¥R T 5 49 2
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[0046]  (2)H(20mg P U8 (1) H 43 (1) T BRI 501 25403 T 20mL I DMSO A , [al ¥ H AN
0.07mmol 1-(3-—HI S AL )-3- 2 Halk — W %L £ (EDC » HC1) F10.07mmol N-¥2KExE
HAME Vi (NHS ) 5 35 46 S 20 . 5hs Bl 40mg Cs¥s i T-6mL 2% (W/W) I e B, S8 J5 I 2l
34mL. pH=5. 6FIMESZZ il i ¥ Hh I 78 2296, B MR 2 12 I N 3] il 2 38 v L 25 0 1
DMSOVA R, P e A e v 4 5 sz 87 485 B FH A R oA T ) 7 6 T 351 (AR AR L D2 1) e 2d
FHEBE T KBNS, A1 T 155 19 3570 BRI 29 W AT A HCs—SNX2112; Cs—SNX21 12 'H
NMR 3 B 4 1R s 5

[0047]  (3)#100mg Cs—SNX2112{&T-40mL HC1¥A K (0.2mol/mL ) FIDMSOMIVE & &I (V/V
=3:7)9, % 10mg SNX2112¥ /iR T 5mL DMSOH ; SR J5 768 75 25 1F N , K SNX211 2 DMS O34 1k
SR N EICs—SNX21 1 2117 GV 7 L T N 45 o J5 o R S I A8h (i 324 56 4%, RS IR &
WIS TKENTTd, % %R 1548, 15 21 578 S0 2L = #8025 9K K1~ (Cs—SNX21 1275 81 2Y
PUKIEI) 5 AR IR B RLAR KN 53 A B an B 2 i, IR RSP 38R A% D9 190nm ; 28 5 FL B
BN 3 TS » &5 R B 7R 9K I ol S R BRIE s Cs—SNX211 200 s J i A vk 5 CMCAEL N 15, TTug /
mL, A4 7 s Cs—SNX21 1 21m ZR 2 4K IROR B #0229 15% o

[0048]  SIjiif512

[0049]  (1)K$50mg S AZIE \20mg ] —FR I T~ 10mLAJDMSOH ; £ L3R VA A0 . 5mL =
O AR IR BRASOSL 240 5 K IR T8 T B VA TR IR e 2 HS B3 RN = 2k 98 s T TR R
TBEVERR 225 B R N 259, B /KT BERR HAR B R S B T RIS, A R T 51920 T
TR 25

[0050]  (2)HX20mg P BR (1) il45 59 T R I 514 245 9035 - 20mL ) DMSOH , [l VA R I
0.7mmol1-(3- = FH & BN 3L ) -3- 2 i — WV £ 2 21 (EDC » HC1) A10.07mmol N-F2JEBE I
P S i (NHS ) , 340 [ %2240 s BL100mg Cs¥ i T-3mL2 % (W/W) I s BRVE VR, 2R J5 I 21/ 1 7mL
pH="5. 6[FIMESZE i TR & W ) R 75 250 B s 12 I B IR 2 BV 2501
DMSOE R A » Bt e e R4 8h 5 sz 87 45 B Jis FH 7K AR TR L ) 98 s 7 (AR AR L S22 1) A i 2d
SR G 2B KIENTBd, A U E 1S 217 W) 5 RS L 29 MIIT AR VI Cs— A2 IE

[0051]  (3)#40mg Cs—KAZMEVET40mLHCLIYA W (0. Imol/mL ) FIDMSOHE & ¥& 75 (V/V=2"
8) 1, 4 5mg AL BV fif T-5mL DMSOH 3 2R J5 FEME 75 25 11F T, 58 A2 B 1) DMS O3 YK 2% 1% ¥ o
BICs—BRAZBEMIR AV, i N &l o J5 H i N PP 48h 3k 2 5 4 s R G IR S H £
B KIENTTd, % R 15A48h , 15 31 78 BB B M A A AR R T (Cs— A B = B A 9K IR AR
Cs— BRI WE = B GUKIAR BT F 042 K /N A 100nm, 225 5895 % .

[0052]  SEjitif513

[0053]  (1)¥4100mghi 2 F130mg T —FRIT A T 10mL DMSOH s 75 _F IR H A0 . 25mL
= O FEE IR T B R A8N 5 K S B 58 i BV VR e 7% HH 2SI A = 2%, SR e TR
P e B 255 B R S LR 2457, P KB BB HR B B AR S R T BRI, AR T 5 49 2
T R4

[0054]  (2)HX50mg 2 BR (1) il45 59 T IR I C5c 14 245 9035 - 20mL ) DMSOH , [l VA R I
0.35mmol 1-(3- —HI SR &L )-3- 2 Halk — W % 2L £ (EDC » HC1) F10.07mmol N-¥2KE¥E
A iz (NHS ), 3G 4 s R 12h 5 BU50mg Cs¥E A T-3ml 2% (W/W) [ e BR ¥ 9% » 28 J5 I\ 2]
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17mL pH="5. 6 FIMESZE M 1 - 75 2236, Bz IE TR 18 I\ B IR R TEI 241
DMSOVAR H » Bt e A S N 24h 5 Js 87485 R Fe FHZKORH T B VR A s 77 (AR AR EE B2 - 1) g dfrad
SR G S KBTS, AR TR R 1S 2 W) e RS L 2 AT A VI Cs B B 2 .

[00551  (3)#$200mg Cs—Fi[Z5 2 ¥ T40mL HC1IAETR (0.3mol/mL ) FIDMSOFKVE & A7 (V/V=
5:5) 1, ¥4 25mgi 5% Z VA fif T-5mL DMSOH s SR J5 7R 48 75 25 11 T, W4T %5 2= () DMS O VR 22 12
INEICs—Fi 5 2= IR &3 A 045 o 5 & i T HiHE48h i 4k 24 58 4% s SR e K IR G I Wi
EBETKBENT, % VR T-1RASh 515 21| 72 SR BE I = B 25 9K KL 1 (Cs—Fil 85 2= R B A KR
I) s Cs—B] 25 25 15 B2 AR SR 1)~ R4 DK /1N J9400nm , 224 8 920% .

[0056] b3k St 5] Sy A i BR AR ) S it 77 =X, (AR i B 1 52t 77 X AN B2 3R S it 451 7
BEL 1), o Ath R AT AR R 1 20 A i BH RS i o 45 R 3R B VR ) e B 1 B AR AL A TR
PN R Ak ) B 37 2, AL EA K BRI RISl 2 N
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