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IN 5 tw37TR4FIMIKI1MV:Irli RGC HA tv)i-rit, Ityit-A- 	I g,HAtwidgiE 

RGC;  il,?. 

IN 6 ga,4FIELtZVKIIIMV:Irli-,-,g_EfT*M RGC 	*-1,-PME. 

IN 7 tV7TATETArf-ntVIrli RGC HA tW3))--C:, ituft-A- 	I fiL))--C:WITA  thl  ma 
5 n RGC 

IN 8 91A-ET.,ArtntAjlrli-,-,g_EfT*M RGC 'AM* i1Mt E . 

A.121vAS 4 

1,-N5clittli'afl]±ATTI*& HA , IP *& HA M •RiP.11131•al3RIT5-(lit191.1. 

10 11,\ -Nr3cli-iti91iii: ft A1 I: 213,3a,5a-Etl-IM-6-N]; ft A1 II: 3[3,6[3-E 

TrfAZA-5a-/M-5-RIT; ft-A-1111: IM-313,5a,613-ERI; ft-A-1 Iv: 313-W1- 

OM-513,613-1M; f-E-A-1 v: 3[3,5a-EW1-0M 6-trd ; ft-A-1 VI: 3[3-A-Fx 

OffAZ)1-5a-W1-0M-6-Ard; ft-A-1 VII: 313-x1-  Fp,TaryAZ,tl-t,M-5-M ; it-A- 

1 VIII: 3[3-xl-FIEIXcar&Z)14,M-5[3,6[3-1 	,; ft-A-1 IX: 5a-Wl-t,M-2-M-6- 

is Ard; ft-A-1 X: 2[3,3a-EITIAMA-5a-W14,M-6-A17; ft-A-1 XI: 2[3,3[3-LIM,-5a- 

Wl-otwi-6-Ard. 

itigilo I M9.1*AltiN 1 
(1 )1 2L ili,J&M:farlitiLLINNA 54.5g it-A-10M-5-M-3-fiM 1L Fp 	(1-h',f0 

20 

88%) , 	14-52.*• 25°C1,\T , tk[9.5-(011 82.5mL XRZ,*( 4] itti 30%) , ,t  TLC 4-1,A7-1_, 

Rt4 , )31:1M*• 75°C 	ili,J9RZ,71(0 NA 11- 7_1(fE,12WM. IELIM4PJ n'. 
Wat, 	f,t1,9f1EIVI,NR NaHCO3 mr09.3t, foi&, WI,47.1(*• FP it , T 1:1.14 62.4g 

n'mf7-Kft-, -,1 II. 

(2)1 2LIMM:farPNA 45g V. ,'(kid. 1500 FM, 300mL *a 60g ft 

25 

-A-1 II, )30,A1115A , _s TLC 4-1)0LI-E-A-1 II, agoo-**,  V5E., ftilA 3L4KFli3M, 

bil MVg_f6.-14 pH=7 , hlM3-E' , fEli&, &i,,47._ma 	Flit , +IRA' 49.6g n-•, 

1: 	ft-A-1111. 

(3)11L n&M:farli , NA 49g ft-A-1111, 600mL EXATT,R 200mL AK, 

417117-K-,13ZAT, 3-ftLIalttMNA 42.5g N-3ARTErrARJ1V, __= TLC 	-1)01-_,It 

-A-1111, 1;_1La1c, N llg ROJOMI.RtiligXfOli, a1a3mpi 4L *Fri 

30 3M , NI & , W1,471(Milt, +IRA' 47.8g n- ,Qi7Kft-A-1 v . 

WO 2014/154179 PCT/CN2014/074318 
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a 5 RGC \ mnmm± 
RGC )jtd>o 

a 6 RGC iiiitii. 
a 7 RGC I tg^SJBEftuMfiJc 

® RGCS^o 

a 8 RGC niitii. 

I: 2(3,3a,5a-H^S-^^-6-ffl; II: 3(3,6(3- — 
fpmmm-5a-mm-5-B-, mm-w.5a,6$-=m-, K&MW: 3$-um-

^-5(3,6(3-3**1; 3(3,5a--VI: 3(3-*^ 
iiftS-5a-gI-ti-6-i; ft^tlVII: 
^ VIII: 3p-)^^$?imS*-^^-5P,6P-ifS; ft^tllX: 5a-gS-*£^-2-J#-6-
ffi; X: 2(3,3a--TOftS-5a-^S-£t<Eg-6-ffi; XI: 2(3,3(3-3**[-5a-
^S4tM-6-ffio 

i mmmmm ^ 
(l)^2L^£MS^®tbf»A54.5gft^»&<-5-^-3-i|^ 1L ?i(^f 

88%), Pf^ 250C^T, tffl» 82.5mL )Kft7K(^'i 30%), g TLC f$iA^ 

M4, MM 75°CW^^^)Kft7Ko MA ILTK^M^^O 

>Mf, NaHC03}#>S;i>t, ffiift, >Mf7.R>5tM^11, T^f# 62.4g 

(2)£ 2L |ft£MMPA 45g 1500 TO. 300mL TRS 60g ft 

^11, ^TLC^iA^^II, £JS^P$S^S, 1®JA3L7K^^O 
ipA^a^pH=7, im^m, ^mn49.6gafe 
Sflsft-^ III. 

(3)^1L^SMS^, iPA49gft^lll, 600mL -*LA3^P 200mL TR, 
^vMftt^PA42.5g N-^T-itM, gTLCiftiA^ft 

^111, f¥ih£j^o jjp llg^t^&J&i^ftft^J, £J^^V»J4L7K^ 
^vt£, >Mf7j<>5t^t4, T^f#47.8g afe@flsft£>!$| V o 
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(4) 500mL n&M:fffili , NA 135mL ant, 44.3g ft-A-1 V a 45g Xl-  FP 

J_Tarl'A'a , Vagg  , ,t TLC 4-1)01-..,ft-,-,1 V, 1;-1La10 )31:1AIJ 300mL 1:1 (V: 

V) )).KPEII:ZW_KgarrI, Mg , fItt , &1:411]7.1(1*• pH=7, NI& , &iitla  *•1=11  

ti , TAM 61.7g n- 1:17-Kft-A-1 vio 

5 (5) 1  L In&MTRITI ,)JH A 325mL N,N-EFIEltlFFIF&JiV,54g ft-A-1 VI,52.1g 

Li2CO3 a 60.5g LiBr, NMIiI5A, ,= TLC 4-1,A)Lft-A-1 VI, 1;-1La10 )31:IAIJ 

2L n 1: nm_kk* ga rri , fig, mg, &i,,ifiEn*Fritt, TIC'4' 32g : 

-,-

,1v));_ 

I 	-171i7-Kft

1(v 

1X0 

10 

(6)1 500mL naMtarlitztLINNA 30g ft-A-1 IX R 600mL Fp Kk( 	43 f, 

88%) , 1+52.171 	4 g 'SAT ,14-52.*• 25°C1, -N , gI19.5-(011 24m L XRX*( 43 itti 30%) , 

_= TLC 4-1,AX,f-E-A-1 IX, NM 	 75°C 	10 3titi, figitnaz.7._Ko 'Nil A 

3L 7_1(ft,3- 12g3. Immi4ipin-nvat, nvi,NR NaHco3 wao.3t*•X,'L3t, 

fEli& , &1;47.1(1*• Flit , TAM 26g n-,171i7-Kft-A-1 X. 

(7)1 500mL n&MarliN A 27g kiXftilfl, 600 IEFIKT , 72mL *a 23.4g 

is f4 7J X, )30,A1115A , _= TLC 4-1,AA,ft-A-1 X, agz-rro-**,  VA., 'MA 3L *FP 

3&,,  NAg_Frkik],  PH=7, ii1E3)E, fliat, 	i3#> 5, 	MFEMMEWEI , T 

20 

AM 1 6g n- 171i7-Kft-, -,1 I. 

m.p: 197-201°C; tnkt)Lft: -50°(2mg/mL, )4K7A-1); 'H NMR(CDCI3 , 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76-3.83(d, J=28Hz, 

2H, 2-CH R 3-CH);'3C NMR(CDCI3 , 400MHz)6: 15.52 (CH3), 	17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH) , 

39.72(CH2) , 	40.92(C) , 	41.26(CH2) , 	42.54(C) , 	44.99(CH) , 	54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm-') v: 3296, 2937, 

1726, 	1064; MS(APCI)m/z: 319(M-3). 

25 

1tl4i4J I IMIM'AiitiM 2 

(1) 	2L ili,J&Aff Fri lgi LL 'Ng gi A 70g ft-A-10M-5-M-3-ft-  , N A 1200mL 

CH2C12 111, tig-NttL)31:1A 105g fq$31Z/TIEFIKk(mCPBA), )).1(3. -F12g 5h0 

ag2M5k ii, aliww)ixim,NRakovipma. foolpmaamm*la, -A tl. 

30 JE ± 1g , >Va•ro 14 62g A'0,17117Kft-A-1 IV. 

WO 2014/154179 PCT/CN2014/074318 
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(4)£ 500mL A 135mL Ptt^x 44.3g V & 45g 

isifl, m TLC v, MAm 300mL 1:1 (V: 

V) )7jc^7|c;#>S^, W.W, pH=7, 

It, zF^#61.7g 

(5)£ 1 L Jp A 325mL N,N-~ TOTO£.54g VU52.1 g 

Li2C03S60.5g LiBr, g TLC f$iA^ft^t) VI, jjpAS'J 

2L 1:1 (V : V)^]>7jc£k^7jc;#}il^, If#, ttSt, 32g 

ix„ 

(6)£ 500mL ^£MS*J£tb»A 30g IX *P 600mL ^i(^f 
88%), 25°COT, mmmw 24mL 35Xm7X(^tt 30%), 

^TLCfijiiA^ft^ix, mm75°ctm io^, mx 
3L7K^VM#^O fflt&^PNaHCOa^^S^n^, 

WM, T^f#26g 

(7)^500mL^£Ml^iPA27gftftftl?, 600 TO, 72mL 7jc& 23.4g 

ft^tlX, M0>jrt, ^TLCfiiiA^ft^tlX, fijA3L7K^ 

ipAa^pH=7, mwftm, Mat, =F 
16g lo 

m.p: 197-201°C; tb^S: -50°(2mg/mL, ^RZJl); 'H NMR(CDCI3, 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76~3.83(d, >28Hz, 

2H, 2-CH 3-CH);13C NMR(CDCI3, 400MHz)6: 15.52 (CH3), 17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 40.92(C), 41.26(CH2), 42.54(C), 44.99(CH) , 54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm"1) K: 3296, 2937, 

1726, 1064; MS(APCI)m/z: 319(M-3)0 

KG® i 2 
(1) ^2L^£MS^®tbf»A70gft^»&<-5-^-3-i|JpA1200mL 

CH2CI2^, M#T^v»A105gfi]aaft^^K(/77CPBA), >7|C>£Tff}¥ 5h„ 

Mflt, 62g IVo 
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(2)%1460g ft-A-1 IV ',54± 3L IAN] Ili , N A 400mL 1N H2SO4 ,za 	vaT 
12 4 & gz 3ho ag2M5k iifl] Na2CO3 ga)14a 1aikrt-DE 	Fri ft , W-61,1Ltaro RP, 

ME, >Vair'errkl]] 7,F07,fiVAEIR , -A 	fIlArlf1])1-_,,MAK-qpi] Tig. , tOr-014 48g A-,171 

, IA AFEMS FVF114 30.5g ft-A-1111. 

5 

10 

tih' -IC 3) - (7)5Clit191.11 	1=11(3)-(7)1A ird 

m.p: 197-201°C; tnkt)La_ : -50°(2mg/mL, )A< 7S) ; 'H NMR(CDCI3 , 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76-3.83(d, J=28Hz, 

2H, 2-CH R 3-CH);13C NMR(CDCI3 , 400MHz)6: 15.52 (CH3), 	17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 	40.92(C) , 	41.26(CH2) , 	42.54(C) , 	44.99(CH) , 	54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm-') v: 3296, 2937, 

1726, 	1064; MS(APCI)m/z: 319(M-3). 

it*V I In$11*5-001.13 

15 ?.Lih' -N ( 1  ) - ( 5  ) 	5: lit 191.1 1 	1:11  (1  ) - (5) 	HIS.   

(6)1 500mL nagiltarrilq 23g ft-A-1 IX ',4± 600mL CH2012 1=11  , 124T 
ttL)ili A 34.6g fq$,)1-Z,2-Erc Fp fO(mCPBA) , )).1(3 -F12g 5h0 agi-M5k ,,, &j:Ii 

m)ixivi,NRakoF0ipma. foolpmaaasivi*la, -A *RE T 'A , Vai'd 14 
20.7g A- 17117-Kft-A-1 Xl. 

20 (7)12L 1MM:fa Fli14 17.4g ft-A-1 XI , ',4± 900mL lAtrd Fri , N A 180mL 1N 

H2SO4 ,za 	V5E.T124& 1  3ho ag2M5k iifl] Na2CO3 gal4a)liaiAFT-E3 

25 

30 

Fli ti , *I Var-o RP, IA trd , 	Vato AP] ZAKAN#-EIR , -A *MIA 1]] X,7MAFCP']T1t , 
tOr0.14 14.4g A-1711. IA AFEMS A , TP2.14 n-,17117-Kft-A-1 1. 

m.p: 197-201°C; tnkt)La_ : -50°(2mg/mL, )A< 7S) ; 'H NMR(CDCI3 , 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76-3.83(d, J=28Hz, 

2H, 2-CH R 3-CH);13C NMR(CDCI3 , 400MHz)6: 15.52 (CH3), 	17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 	40.92(C) , 	41.26(CH2) , 	42.54(C) , 	44.99(CH) , 	54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm-') v: 3296, 2937, 

1726, 	1064; MS(APCI)m/z: 319(M-3). 
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[2)m 60g IV }#T 3L , jjp A 400mL 1N H2S04}#^, 

M#£J^3h0 NQ2C03)§^SJS^PS^1I4, 

m%MW\ZMZMW^, 48g Hfe® 
30.5g Ml o 

^1(3) ~ [7)^mtm 1 41 (3)~(7)^||n|o 

m.p: 197-201°C; tb^S: -50°(2mg/mL, ^TRZJI); 'H NMR(CDCI3, 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76~3.83(d, J= 28Hz, 

2H, 2-CH 3-CH);13C NMR(CDCI3, 400MHz)6: 15.52 (CH3), 17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 40.92(C), 41.26(CH2), 42.54(C), 44.99(CH) , 54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm"1) K: 3296, 2937, 

1726, 1064; MS(APCI)m/z: 319(M-3)0 

i mmmmm 3 
^I(l)~(5)^«0ijl ^(l)~(5)^|^o 

(6)£ 500mL 23g IX MT 600mL CH2CI2 ^ , MWT 

^v»A34.6g fiimaft^^K/TTCPBA), );J(>§TM#5ho 

20.7g xi„ 

(7)^2L^SMS^# 1 7.4g XI, }#T 900mL Jp A 180mL 1 N 

H2S04^, 3h0 j^iJi=rj=^ NQ2C03}§/^^SJ^/^iJi|TpM 

mmi4.4g^fe@^0 Ho 

m.p: 197-201°C; tb^S: -50°(2mg/mL, ^TRZJI); 'H NMR(CDCI3, 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76~3.83(d, >28Hz, 

2H, 2-CH ^p 3-CH);13C NMR(CDCI3, 400MHz)6: 15.52 (CH3), 17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 40.92(C), 41.26(CH2), 42.54(C), 44.99(CH) , 54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm"1) K: 3296, 2937, 

1726, 1064; MS(APCI)m/z: 319(M-3)0 
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it i- i-ts0 I Mi.lfr5C-SIN 4 

( 1 ) 	250mL &M:farnii A 14.64g IM-5-M-3-Kia 125mL 71-_,*ntbit , fig 

T3MLN A 26.05g Xi-FP/Tag/AM, V511'.& 15z 24h. TLC f* Ai A,Rt-l-ii , I; IL& 

gz, jggagT)14&):Y40.1,1CtilA 2000mL17%HCI ilig)**wifk Fri , mg, *1 
5 	 1'I', APTIg, 14 22.48g n-0,1: 	f-L-A-1 VII. 

(2)1 250mL atarlibil A 15.00g ft-A-If-L-A-1 VII R 200mL CH2012, 12 

g T 3MUJH A 15.12g MS,UZ,ZIEM(mCPBA), )).MTfig 5h. TLC tOtiJK 

g25-E'.--  ii , 1;i_L124, agiwwwvivRakovipma. foolpmaaasim*1 

10 

5 	EIR-h 	fILM , 	71-..,,MAKktpl] ± P2 , 	,t,z, R.,h 	fj12,4PJ , 	k  P'±i}:1 , 	.14 14.07g +111,=,=',,, 

qVIE*fitt'ql4 12.3g n-mi7-Kft-A-1 V1110 

(3)1 1000mL &M:farliNA 14.07g ft -A-1 VIII R 750mL Mrd , fig-NN 

A 30mL Jones inlj , V5,I'a 1 2h0 ,t TLC ftLAJ&IL5-E'.- 1, fl]Rtgif;-_LL& 

gz, ag-okm Na2co3  wifkim*,rpti, AJLtato RP, 	t17, >Vati-rk fl] 7, F0 KAN 

V, -A CM fl] 41117_1(1A-AYxi , X,7MAKkIP']Ilg, Vard.14At1'0,17117-K. qR 

is fiE*HV4,14 12.89g n-,171 	ft-A-1 VI. 

20 

-,_5-1C4) - (6)5Clitf91.11 Ili (5)-(7)Hird 

m.p: 197-201°C; tnkt)Lft: -50°(2mg/mL, )4K7S); 'H NMR(CDCI3 , 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76-3.83(d, J=28Hz, 

2H, 2-CH R 3-CH);13C NMR(CDCI3 , 400MHz)6: 15.52 (CH3), 	17.27(CH3), 

19.94 (CH2) , 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 	40.92(C) , 	41.26(CH2) , 	42.54(C) , 	44.99(CH) , 	54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm-') v: 3296, 2937, 

1726, 	1064; MS(APCI)m/z: 319(M-3). 

25  ft-Mt I rrAiJIfifYg 5 

t-N(1) - (4)4')-1M91.1 1 FP ( 1 )-(4)#IP]. 

(5) 	1L In &M:farli , NA 325mL 7,-..,* N,N--  FptliEprIMIV, 54g ft-A- 

VI, iffzilig 69.5g Li2CO3  a 80.6g LiBr, )30,AH5A, 	,t TLC 	-1,A71-..,k-A-1 VI, 

1;i_La 1. )in A P.I 2L M 1:1(V : V)M)).KPELF0AKZArli , 124, fill& , Wr'iffl]zi(Fli 

30 it, 	TP2.14 32.5g n-,17117-Kft-A-1 ix. 

WO 2014/154179 PCT/CN2014/074318 
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I 4 

(1)^250mL£MMPA 14.64g ^^-5-^-3-^S. 125mL ^TRPtt®, ffiW 

T^vMA26.05g^3^ift«L, ^S£j£24h„ TLC^»M4Js, 

£, ®J^M#T#£^t)tl'MA2000mL17%HCI^)7j(7K}#>S^! ffliii, 7R>5t 

M£=FM, n 22.48g 

(2)^250mL£MS^iPA 15.00gft^t)ft^t)VII *P 200mL CH2CI2, ffi 

#T^V»A 15.12g 2?K^TM#5ho TLC 

WitmW, 
>§o n^.07gm&, 

12.3g Vlllo 

(3)£ lOOOmL £MMPA 14.07g VIII ^P 750mL ^S, W.WTM 

A 30mL Jones ist^ij, ^£&2h0 g TLC &?!£JS^E:£JS, 

j£, Na2C03 )jfl±/$^l^-£;i^ffi, /$^/SfflZ,HZJi! 

mz, ^ 
12.89g Vie 

^i(4) ~ [6)5mm i ̂ (5)~(7)^i^o 

m.p: 197-201°C; tb^S: -50°(2mg/mL, ^TRZJI); 'H NMR(CDCI3, 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76-3.83(d, >28Hz, 

2H, 2-CH 3-CH);13C NMR(CDCI3, 400MHz)6: 15.52 (CH3), 17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 40.92(C), 41.26(CH2), 42.54(C), 44.99(CH) , 54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm"1) K 3296, 2937, 

1726, 1064; MS(APCI)m/z: 319(M-3)„ 

i »ij«^ 5 

^I(l)M4)^lil ̂ (l)~(4)ffi^o 

(5)£ IL iPA 325mL ^TR N,N--TOTO£. 54g 

Vk =F^69.5g Li2C03S80.6g LiBr, M0>jrt, ^ TLC VI, 

f?ihS&o j]W\3\2lto 1:1(V : V)^)7j(^7K}#>S^, If#, ffiift, 

It, =F&n 32.5g IX„ 
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5 

-,_5-N(6) - (7) '.5L:litf91J 1 (6)-(7)M ird. 

m.p: 197-201°C; tnit)La: -50°(2mg/mL, )4K7S); 'H NMR(CDCI3 , 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76-3.83(d, J=28Hz, 

2H, 2-CH R 3-CH);13C NMR(CDCI3 , 400MHz)6: 15.52 (CH3), 	17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 	40.92(C) , 	41.26(CH2) , 	42.54(C) , 	44.99(CH) , 	54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm-') v: 3296, 2937, 

1726, 	1064; MS(APCI)m/z: 319(M-3). 

10 itt-14t 1 IIM'AIN 6 

--_5N(1) - (4)5Clittli 1 FP ( 1 )-(4)MR. 

(5) 	1L In &Mtarli , NA 325mL 7,..,* N,N — FpillEpfilArT, 54g ft-A- 

VI, iiktlig 34.7g Li2co3  a 40.3g LiBr, NMIiI5A, ,= TLC 	-1,A71-.., k-A-1 VI, 

i'41Lag2o )in A P.I 21- n 1:1(V : V)n)).Kg_W_Kgarli , 124, fEli& , Watfl]4(1=1:1  
15 it, +IRA' 30.2g nN:17-Kft-A-11x. 

20 

--_Li.hw (6) - (7)5Clittii 3(6)-(7) MR. 

m.p: 197-201°C; tnit)La: -50°(2mg/mL, )4K7S); 'H NMR(CDCI3 , 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76-3.83(d, J=28Hz, 

2H, 2-CH R 3-CH);13C NMR(CDCI3 , 400MHz)6: 15.52 (CH3), 	17.27(CH3), 

19.94 (CH2) , 20.53(CH2) , 24.68(CH2) , 26.90(CH2) , 33.02(CH2) , 36.45(CH) , 

39.72(CH2) , 	40.92(C) , 	41.26(CH2) , 	42.54(C) , 	44.99(CH) , 	54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm-') v: 3296, 2937, 

1726, 	1064; MS(APCI)m/z: 319(M-3). 

25  ft'Mt 1 IYAM'A5!1 7 

t-N(1) - (4)4-:lit191.1 1(1)-(4)MR. 
(5) 	1L magi-Ell:I , NA 432mL 71..,* N,N EFP1FPFMIV, 54g ft-A- 

VI, Tign 52.1g Li2c03  a 60.5g LiBr, NMH 5A , ,= TLC 4-1,A71-.., k-A-1 VI, 

i'41Lag2o )in A P.I 21- n 1:1(V : V)n)).Kg_W_Kgarli , 124, fEli&, Watfl]4(1=1:1  
30 it, +IRA' 30.5g n-,1:17-Kft-A-11x. 
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#m[6) ~ 1 (6H7)*g^0 

m.p: 197-201°C; tb^S: -50°(2mg/mL, ^TRZJI); 'H NMR(CDCI3, 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76-3.83(d, >28Hz, 

2H, 2-CH 3-CH);13C NMR(CDCI3, 400MHz)6: 15.52 (CH3), 17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 40.92(C), 41.26(CH2), 42.54(C), 44.99(CH) , 54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm"1) v: 3296, 2937, 

1726, 1064; MS(APCI)m/z: 319(M-3)0 

i 6 

^lt(l)~(4)i§|£jMl ^(l)~(4)^|^o 

(5)£ IL j]PA 325mL ^TR N,N--TOTO£. 54g 

Vk =F^34.7g Li2C03S 40.3g LiBr, M0>jrt, ^ TLC VI, 

j]pA5'J 2L 1:1(V : V)^)7j(^7K}#>S^, If#, 

It, =FMn 30.2g IXo 
#m[6) ~ [7)^mtm 3(6)~(7)^^0 

m.p: 197-201°C; tb^S: -50°(2mg/mL, ^TRZJI); 'H NMR(CDCI3, 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76~3.83(d, >28Hz, 

2H, 2-CH ^p 3-CH);13C NMR(CDCI3, 400MHz)6: 15.52 (CH3), 17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 40.92(C), 41.26(CH2), 42.54(C), 44.99(CH) , 54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm"1) K 3296, 2937, 

1726, 1064; MS(APCI)m/z: 319(M-3)0 

i 7 

^l(l)~(4)^|n«!ll(l)~(4)ffi^o 

(5)£ IL j]PA 432mL ^TR N,N--TOTO£. 54g 

Vk =F^52.1g Li2C03S60.5g LiBr, M0>jrt, g TLC VI, 

j]pA5'J 2L 1:1(V : V)^)7j(^7K}#>S^, If#, 

It, =FMn 30.5g IXo 
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(6)1 500mL ilig&M:fffilitztLINNA 30g ft-A-1 IX R 600mL Fpf0( 	43 f, 

88%) , 1+52.17117\fT A 'MT ,14-52.*• 25°C i, -N ,111-1 50)3H 20m L aZ,71(( 	43,tt, 30%) , 

_= TLC 4-1)0L'(-E-A-1 IX, )31:1M*' 75°C 	10 3titi , e4tiligaz,71(0 itil A 

5 

31- 7_1(ft,312g3- &. Immi4ipin-olvat, impRNaHco3za5.9.3t*•X,i'L3t, 

NI & , WI,47.1(1*• VI , Tig-f4 28g n-,171i7-Kft-A-1 X. 

(7)1 500mL n&MarliN A 18g VXftilfl, 600 FPS, 72mL *a 25g ft 

-A-1 X, )311M111A , 	TLC 4-1,A7L'Ik-A-1 X, Kirrk14-7V511' , itq A 3L *Fri 

M. )3H Ag_Frkik],  Ph1=7 , Al 	M 	3- JE , fliat , WatIA*• FP ti , 	trd MM PH , TP2 

148.8g n- ,171i7-Kft-A-11. 

10 

is 

m.p: 197-201°C; tnkt)Lft: -50°(2mg/mL, )4K7A-1); 'H NMR(CDCI3 , 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76-3.83(d, J=28Hz, 

2H, 2-CH R 3-CH);'3C NMR(CDCI3 , 400MHz)6: 15.52 (CH3), 	17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 	40.92(C) , 	41.26(CH2) , 	42.54(C) , 	44.99(CH) , 	54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm-') v: 3296, 2937, 

1726, 	1064; MS(APCI)m/z: 319(M-3). 

ft *4{0 I M9.1*'Abil91.18 

=_LDN( .1) - (5)5Clit191 7(1)-(5)#1 ird. 

20 (6)1 500mL nagntarMLINNA 30g ft -A- 	IX R 600mL Fpf0( 	43 f, 

88%) ,I-Hilli 1: 	4AZAT, a-a*,  25°C1T,1119.AVH 36mL  R•Z.7._K(1-13 it 30%), 

.t TLC 4-1)0Lf-E-A-1 IX, )31:1M*• 75°C 	10 3titi, e4tiligaz,71(0 itilA 

3L 7_1(ft,3- 1243- &. fEli&-I4PJ n-nvat , im,NR Nah1CO3Za5.9.3t*•X,'L3t, 

fEli&, W1,47.1(1*• VI , TP214 24g n-,171i7-Kft-A-1 X. 

25 

30 

-,_5-N(7) 	5Clit191.17(7)#1 ird. 

m.p: 197-201°C; tba)Lft: -50°(2mg/mL, TLAK*-); 'H NMR(CDCI3 , 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76-3.83(d, J=28Hz, 

2H, 2-CH R 3-CH);'3C NMR(CDCI3 , 400MHz)6: 15.52 (CH3), 	17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 	40.92(C) , 	41.26(CH2) , 	42.54(C) , 	44.99(CH) , 	54.04(CH) , 

WO 2014/154179 PCT/CN2014/074318 
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(6)£ 500mL ^£M^J£tb»A 30g IX *P 600mL ^i(^f 
88%), 25°COT, mmmw 20mL 35Xm7X(^tt 30%), 

^TLc^iA^^ix, R0 mx 
3L7m#mnftWio mjm%\uaHco3mffi.mn^Hn, 
ffiift, 28g Xo 

(7)^500mL^£MMPA 18g fiftim 600 TO, 72mL7|c&25gft 

^t)X, ^TLC^iA^ft^tlX, ii'JA3L7j<^^ 

ito ipAa^pH=7, mwftm, Mat, =Fm 
n 8.8g 

m.p: 197-201°C; tb^S: -50°(2mg/mL, ^RZJl); 'H NMR(CDCI3, 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76~3.83(d, >28Hz, 

2H, 2-CH 3-CH);13C NMR(CDCI3, 400MHz)6: 15.52 (CH3), 17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 40.92(C), 41.26(CH2), 42.54(C), 44.99(CH) , 54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm"1) K 3296, 2937, 

1726, 1064; MS(APCI)m/z: 319(M-3)0 

i mmmmm 8 
^I(l) ~ (5)^«0ij 7(1)~(5)^|^O 

(6)£ 500mL ^£MS*J£tb»A 30g IX *P 600mL ^i(^f 
88%), 25°COT, mmmw 36mL 35Xm7X(^tt 30%), 
gTLCfiiiA^ft^nx, mm75°ctm io^, R0 mx 
3L7m#mnftWio mjm%\uaHco3mffi.mn^Hn, 
ffiift, 24g Xo 

#m[7) 5mm7(7)*mo 

m.p: 197-201°C; tbSl^S: -50°(2mg/mL, ^RZJl); ]H NMR(CDCI3, 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76~3.83(d, >28Hz, 

2H, 2-CH ^p 3-CH);13C NMR(CDCI3, 400MHz)6: 15.52 (CH3), 17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 40.92(C), 41.26(CH2), 42.54(C), 44.99(CH) , 54.04(CH) , 
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68.94(CH) , 70.19(CH), 79.71(C) , 210.65(C); IR(KBr, cm-') v: 3296, 2937, 

1726, 	1064; MS(APCI)m/z: 319(M-3). 

ft-AV I IMI.A-50019 

5 -,_5-N(1 ) - (5)5:lit191.1 7( 1 )-(5)1A Ho 

(6)1 500mL n&M:farlitztLINNA 30g ft-A-1 IX R 600mL FM( 	43 f, 

88%) , 1+511171 	4 FTFI'SAT ,14-5.077 25°C1,  T , gIti.AIN 45mL  XRA*( 43 it, 30%) , 

.t TLC 4-1)0Lft-igi-1 IX, )30,A*'  75°C 	10 3trli, eitiligaz,71(0 'MA 

10 

31- 7_1(ft.3- 1243M,  IEM-I4PJn- twit, nvivR Nah1CO3ZA5.9.3t*•X,i'L3t, 

/Eli& , 	W1,47.1( 	Ili ft , 	HH1 	23g n- ,1717-Kft-,g,- /-t X. 

(7)1 500mL n&MarNip A 27g V,Xftilfl, 300 FPS, 36mL *a 12.5g 

f4 -g-1 X, )30,A1115A, .t TLC 4-1,AX,ft-igi-1 X, ag-LAR- *•v5Efri, itilA 3L *FP 

3&,,  NA_g_Frkik],  PH=7, ii1M3)E, IC& WatIA*• Flit, MFEMMEVEI, I 

1414 8.0 n- 171ft-,g,-11. 

is 

20 

m.p: 197-201°C; tnkt)Lft: -50°(2mg/mL, )4K7S); 'H NMR(CDCI3 , 

400MHz)6: 0.65(s, 3H, 18-CH3) , 0.87(s, 3H, 19-CH3) , 3.76-3.83(d, J=28Hz, 

2H, 2-CH R 3-CH);13C NMR(CDCI3 , 400MHz)6: 15.52 (CH3) , 	17.27(CH3) , 

19.94(CH2) , 20.53(CH2) , 24.68(CH2), 26.90(CH2) , 33.02(CH2) , 36.45(CH) , 

39.72(CH2) , 	40.92(C) , 	41.26(CH2) , 	42.54(C) , 	44.99(CH) , 	54.04(CH) , 

68.94(CH) , 70.19(CH) , 79.71(C), 210.65(C); IR(KBr, cm-') v: 3296, 2937, 

1726, 	1064; MS(APCI)m/z: 319(M-3). 

itigrIt I NNAZLA 

(1) WrgniR. Mg43zhit: g_ITAMit-KMLN18MERDBTRG-50MG411 

25 jiq, il] 5--E,--ftz, VA-1141Mh-ViThiNEA , 1,\ ,/ffL 100 p1,3 x 104/mInialOW96 	L 

ltz,r4 A 0 	12 h 	i , .1)1J_IIIJIt5-',- -rj,161 , MAYC-10 , itYC-1 ogl*g-,(v3-}y3lig250, 

500. 1000pM, tglAati>J-la-51`k_Lo 

(2) MTT41+111NA nibtilE1F0N.M.Ailag2: *7 	24h1E1J-  , WLNAMTT 10p 

I (5mg/m1) , 444404 h, 11LIEllik.f*TMVP.13MIMIRAJTaiMMUriik TM 

30 MA. 
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68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm"1) K: 3296, 2937, 

1726, 1064; MS(APCI)m/z: 319(M-3)0 

ftI 9 
^I(l) ~ (5)^«0ij 7(1)~(5)^|^O 

(6)£ 500mL ^£MS*J£tb»A 30g ft^t) IX *P 600mL ^i(^f 

88%), J\, P|}M5 25 CUT; 45mL 3^j|[7|<.(]^T'flf 30%), 

gTLCfiiA^ft^jix, mm75°ctm io^, mx 
3LTK^VM#^O fflt&^NaHC03^^S^n^, 

WM, T^f#23g afe@flsft£>^Xo 

(7)^500mL^£MMPA27gftftft^, 300 TO, 36mL TRS 12.5g 

ft^X, M0>jrt, ^TLC^iA^ft^X, fiJA3L7K^ 

jjpAa^pH=7, BWftM, ffliii, =F 

8.0 Sfe g^ft-^?) lo 

m.p: 197-201°C; tb^S: -50°(2mg/mL, ^TRZJI); 'H NMR(CDCI3, 

400MHz)6: 0.65(s, 3H, 18-CH3), 0.87(s, 3H, 19-CH3), 3.76~3.83(d, >28Hz, 

2H, 2-CH 3-CH);13C NMR(CDCI3, 400MHz)6: 15.52 (CH3), 17.27(CH3), 

19.94(CH2), 20.53(CH2), 24.68(CH2), 26.90(CH2), 33.02(CH2), 36.45(CH), 

39.72(CH2) , 40.92(C), 41.26(CH2), 42.54(C), 44.99(CH) , 54.04(CH) , 

68.94(CH), 70.19(CH), 79.71(C), 210.65(C); IR(KBr, cm"1) K: 3296, 2937, 

1726, 1064; MS(APCI)m/z: 319(M-3)„ 

ft^ti i mm&m 
(i) »^^^LNI8^MDBTRG-5OMG^ 

Mlx3xl04/ml^^Jgfg|^96 ?L 

o 12 h jjPAYC-10, 1JYC-10^JS^|J^250. 

500. IOOOMM, 

(2) ±tf^24hPt, §?LtiPAMTT 10|J 

i(5mg/mi), mmmn 4h, jt 
fy± B Sn 00 o 
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(3) ;p4sFpitavi v:  /J\,L.T1,*,±51*, )3H DMS0100 pl/LZATTMIAMETI , 

1.1r4j11E44-±E45 min, M 11441AftLAJiscimg-K570 nrnf*R1-i-JLIA 

(OIDIft). 

lagfi5MMU_3 Yx. OVA 	)4.=A-1-')A3zNitg_RODIA/X1-1,7ntiODIft x 100%. 

5 13.0  Ph-h'AtEfl]tiM±04EX, 3.fl]SPSS 	*-1,-M'Rt, T1'1] 

one-Way ANOVA 	x3-*fil,\a. t-test *it, itn]SigmaplotVfV4M1711. 

F1E1E1170, 3?.31JjER250, 500, 1 000pMnYC-1 0WT.24hi , e•Jeigi't  4+  
x411,agait 	)4.  LM* 'I' -h -A-1--r*'&5<ilig(P<0. 05). YC-10aM2'.'MfAtilig7i,i%firli 

WHIR. 

10 

t*fOIMIWVPitffl 

971'gi,1-  YC-1 0 '1' ,,;A-h4EWIXii±linfiFfl]ia 	&9iiip--1A-KmIngti3, 	t 

X4 YC-1 0 ilig-EN'ItRA-,TFTR-Fiki7K91\17KIWR. q[MTW37T , tlEIRMS'ilg 

YC-10(250mg/kg)n/J\R, IIY,q4 iiin 14 	A)1-..,11J]tW3W-g; 17\91\f7rARR/J\ 

15 Jril-IMIEll g7Z-'64,FVVIRIEEillitk"1 INTOMT  :V  7T , Yc-1 0 A-h HMTRiP/J\ 

jii-MVLIEligT-E 	ili,J'ilFfl] ; R4F11 _tIY41%R R 174 fAlduiTA E)iltk":1)TRMT  tW3  7T , 

24Fli_W-Fh5-ZIY4i%RW,171x1RIA  rfn  iVii%5IT , YC-1 0 tIA-h HA tW3 ilig MPR4F11  _t --MI 

liNilgliFf1]. 1, _Lq[5-tV, TIARA , YC-1 0 X, HA Win -ENIVIIIIFfl] , IEI  A-h4IMIXfP 

Tin . 

20 

1 -ENiNTOMT 

IIRM5:21 . -14t : 

j]] 40%ffiv..44VIMMajg 25mg/m1 n YC-10 ava, A-  30 0(11fra 

-,4)17-KMY-g 18-22g nrajm\Ritvi-gomam-(0.1 m1 / 1  Og). 

25 MAX4/.1\ RILLI -NV , Ph-h /.1\ 1F71,3,  ItO<PHM, 	,-0,.*.-,_,, ),x,a,ez, 

Q. IIR,  g,  EU,Frgt01, 	/.1v1Trg; 17-KM-hffiiM-K, - 13/.1\1F71,7L —k1. 

NAY--7 14 	 13zNkil, NOM  1A11MTlib,  JIT,  gt,  JO,  L 194m14-maal4-, 

mvi>J7K9-1,w_rmeAkc, mTtw37T, 250mg/kg n YC-1 0 X17.1\ RA,-ENti . 

30 2 Mirw)+5--tV,T 
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(3) ^PDMSOIOO , 

min, &Js£B§&&/ltfLhffl7$K570 

S(ODfI)0 

SPSS 13.0 

one-Way ANOVA t-test f£fflSigmaplot$fc#f#SJS 1 ° 

SSl^P, MJffl250x 500. 1000MM^YC-10^iI24hjs, i£M 

(p<o. 05) 0 YC-I s&ftw 

Yc-10 , it 

M Yc-10 S^, 
YC-10(250mg/kg)^/J\fi,! 14 

, Yc-i 0 

mmmim* YC-IO^M^#§!H^, ^mmmmp 

1 mmm^m 
SAltsMTitli: 

m 40%^W«HB$'J>£Sft 25mg/ml ftl YC-10 M, M 30 R(!t£t 

18-22g ^^B^/J\|i,jatTMIfI|c>±|^(0.1ml/10g)o 

•, ig, •, iA/NIIE^; wm.^m^, ̂ i^as-5Eto 
mm i4^:&^m ^ ̂  M^S^J±^, 

o *£JHM^, 250mg/kg^YC-10*k|\K#11o 

2 m 
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2.1 YC-10 x4-'6%,&livf-A/Nril-MA-4FligITEIRif%MIXfPliFfl] 

17-K9NttL .  8 	iligFuld. q>r_w_im-.401)-E, MA-g_ET.U.MT,  MK801 .5_,1 	irdV< 

ix 	YC-10 3)__,LI -Ta* 30min, M 1 ,03:11 g1.friPfi-heAgt[Aa)i-.., Mg2+n Locke 

5 

11)F M, 	irdiEd-g*TgMaig 1 oopm -'63-71,FC 10pM  LI 	Vi,F0WIMValig-gl, 

37°C 	30min  	ggptfz, 	24h 	FDA 	- ± 	 IlAiiirgtfL-,rol, 	 IIILL'i-j- 	M 

*0, 

1-11712 Pfi7T, 	TA1AMIKI , -/64,F071,\M9v.klET-ME[1 07-arggynkt , 

MK801 fitAMILE-'64,F01-/J\KMV4IEWTclialng4f9i, itu YC-1 0 POTTM.ftit( 

tilti-M_LE-'63%Wivf-MiligEATilt-ENtialff3. MtW37T, YC-10 XV6-Z, 

10 Win/.1\lfil-MIEWT-cffii%A-AIXiPlIFf1] , if IEI  II  ga'R3fAin 3). 

2.2 YC-10 xthilfliAvilligiNt-MV4EWTobt MIVPI/Ffl] 

17\91•ff-,LM 8 	iYgFai.1\li&VIMA-41MTE,e'itsighT.U.MT, PBValrg YC-10 

30min, 	 5K(Rp 5mM KCI) 	BME ftz,r4c(x1-11,,aga cv 	m lit-Afflg_pue,,,g4gma 	 n 
15 Y9 25K), PI illk* 	T4IMV a M YC-10, 	± 37°C , 24h ii It ,1- 

FDA a,i-- ,,, 

PH 	4 	ihr. 	 rilTici,\kAvii.l\N_W-IM-4Flig)--En El 	Pfi7T , 	T al.AM Al , IVO*, 	 kt , 

itMVCVa_ YC-10 TTPRIE4E1#1,1 fffrOl1.AsPA4FMTobto 	tW37T (50PM) A 	 MT 	, 

YC-10 x-tiEEW A 	9•Mi.1\1Jp_IMAIFIzikI7EktA-hfXififfflA . 

20 

2.3 YC-10 x4R4141M/Y41%larr949,14E1q1-TDEMEkt oig•RffIfifffl 

10%7J , *m 20min ghlijo-A.T YC-10(20mg/kg)91gm, 

iliRiiI3Rifti3g/tN, mAagfutonliM-ANgginTMO, WII3A-91,A1111, A, 

3EIE-R4EW, fl] & A 	#-iii±11Rg Mi,J 2mm 3tilE[4EW 5 V ilezji , /MI  

25  WV11,-/t A NR413 1E)8A. * ii 2  ii\FII,  M=T fps-E-Mil'.kiiM, 7 .L liFiRrIR 

1)13)I,I-AiTtP-L-4,,,,  

piiim 5 Ph7j, 	v,iT tw:  T, pi24410 	Mal IME I kaN RA IIRR4F110--FpFgfin 

(RGc)iwb-LA,  	it, YC-10 gjatIFil3 iU9,140101)11+11iVAIVY4i%T Mkt 

, isl Hi] YC-10 XV111,4Flitl 	Mali% la Mill4FP 0 iliglIlEkt A-A •RfPftfll . 

30 	49,14EWMIKci%091,1=1:1 -,-,g_144*M RGC 'A E-4.*-1--MtEPH IN 6 Pfi7T. 

WO 2014/154179 PCT/CN2014/074318 
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2.1 YC-10 

itmm9ti£^ MK801 
YC-10 mmm 30min, Mg2+^ Locke 

IOOMM ^lix IOMM 

ST 37°ammn^ 30min Js&EIEStiS^S, 24h JsiStT FDA ffc 

feo 

MK801 MYC-10^#pJ>^Jgft 

£JHM^, YC-10^M^ 

2.2 YC-10 

wmmn 8 YC-IO 
30min, 5K(gp 5mM Kcm BME immmmm 

Js 25K), YC-10, ST37°C±g#m$^ig#, 24h JsiSfT 
FDA 

HS4^, imilims, 
M$SI^S(50MM)K) YC-10 WP§ihi£|f±^STi^K)ttg^to ^JUM^, 

2.3 Y C-10 (^f^iFf^J^I 

10%7R^fLS£jSi?Ail, Afy 20min YC-10[20mg/kg) •BgftiJ, 

^2/J\0ts 7^Js« 

mm 5 0f^, 
[RGCmWtm^, m YC-10 
>m, iM YC-IO 

RGC mmmnmmm 6 j^0 
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2.4 YC-10 X4IIMAETAh 	la.nR4F11-t -÷0-1+11iktM MIXfPliFfl] 

1 0%71(-A-S,K4M671,, RR RI 	AWN' , -k-ZZAT5t'&AM , ft5t5A'rrkaYEA 

:IFRIIRJ*7_1 	176cm (17±P,N g,j 130mmHg MR AE) , r, LI ivk 30G 1/2 t 	, 

/.1\ibMAIVIIM, 1/041791L,MRMA tW3k  n if 	1.2.>.11ArtnamiElliqo 1 ii\IEN- autt)14 

5 t±,1-& 	il] vut  A mR -g AKip it ,, a ITO Ili i.'ilro WIA_ER YC-10 .M(20mg/kg) 

sl.itAM 20min -)11110414 , sl.itAM5M 2 /1\1E14,  M=T.  
-,A," MO 7 	 IFIRIV3It6-ATT.f. zT17„,  

PH IN 7 Pfi7T , Ai.T.MT  tW3  7T , MMATETA  h  fit laR171x JAR4F11-t="PlIMIN(RGC) 

10  

Ilig kff A 	, itu YC-10 fitI61,91)T6VIR4EllgplfElliYATJA  h  PAnN Ilig kff A 	, 

-IA HA YC-10 X4 MMAETA  h 	Ian VA _t -T-311+11iNkt A -A 	MPI/F11] c, A E IA  rtn  

WI Fri A411. 	*M RGC tAZI.gkittAtEPI--1 IN 8 Pfi7T. 

WO 2014/154179 PCT/CN2014/074318 
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2.4 YC-10 

10%7R^#LS£JSi?Afiil, ISBP^BP^®, 
Aii,ra7K¥ffi ]76cm(mnj]m 130mmHglgp«gffi)I,tn^30G 1/2fj-^, 

/JvMAISfyJf, 1 /JxPtisfflW 
5 tBugmi,YC-IO *§(20mg/kg) 

l±mm 20min i£*I*£mJs 2 /J\fl}x 

$n a 7 i&Mjm#g^«(RGC) 

mwtmtk, M Yc-io tg)jtd>i!c, 
io imYC-IO 

RGC mmmimmtm 8 m^o 
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1 .'f-L-A- 	213,3a,5a-Hga-WA-6-M1, Wh TU I ) IIIg WI],  : 

HO 

Ho' 
01-IC 

Yt(I). 
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