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I Vt-'3-133.701,J MfìtIt 	A 	AQ37711M41 	a INS 17M 	r`14111 

Hir)11, iVzfitriirflItItn41M-M A nitM)XrdiJilAftri'sJ ri<J, 

1 

WO 2015/024389 

m m # 
PCT/CN2014/075905 

mm* 

ft*#* 

M#o 2006 500 + 77 M. 19 

wmm^. mnmm^mmt, «*ifK4 

(.Streptomyces Oritentalis) •> #, 

£ 1958 FDA g 

90 «40 

ftnm rw 0 m±* • 
W09630401A1 + Eli Lilly 

W # flj f£ jj, IS Oritavancin, t-UT0T iC: 

"Synthesis of Vancomycin from the Aglycon." J. Am. Chem. Soc. 1999, 121, 1237-1244 — 

sMastfisrsiftMiia: & 

mmxM. 

CI 



HO 

O H 
OH 

O 

WO 2015/024389 	 PCT/CN2014/075905 

I94 

Mn0=4)tilMAfilXtiri<J)JnA, 4-,a7t1.1-Lf`Ari<J1M-ft (Logp) XXYan, 4M 

WMATA.104A-*Thtt, xtbihitri<Jtiffiffr)11-MvX, An411BIa,bi1 t}J m offor 

*aFi)] 'Taff 	 Llr/J,I1Ei -'Aitodi)Jnitfr- i-INYRKM-ftfr-if4- 

1F.MM-ft, 	rN 1=.JM-V I 1IMIXO'sJ 

R-4 

0- R4 

NH 

0 
HO 

OH
O  

\ R1  

(I) 

A+: 

R1  YV-NHCH3  JAA--NH2; 

R2  YV H IAA' 4  	ii*:"ArrjrAt9101; 

R3  YV- (R) COORa 	( S ) COORa 	 (R/S ) COORa, Ra  jJ H, C1-C20 	C5-C12 

C2-C12 	C2-C12 '/AM; 

R4  YA, C1-C20 	C5-C12 	C2-C12 	C2-C12 	(C1-C20 rA)-R5, ( C1-C20 

r-01) -O-R5, R5  Yv1;.,ITEfiNMC, 

a) viRR C5-C12 h 	XTt C5-C12 	i XTt C5-C12 

0107: 

(I) T.*_ 

(II) 11-A 

(m) 

(1-v) %)1_ 

2 

WO 2015/024389 PCT/CN2014/075905 

m m ^ 
(L0gp) AA^in, 

Mo 

MTOA¥^TJt«AWNSo 

MtW&Mik&yaM&t PT= 

RLOR4 

NH ^OH 

*+= 
R1 Xz-NHCFh ^#-NH2; 

R2 %] H §K^f" 4 — —7j "S"HjS?fftiMSffS; 

R3^J- (R) COORa^- (S) COORa^- (R/S) COORa,Ra^H, C1-C20^S, C5-C12 5fS, 

C2-C12 MS, MM C2-C12 j&S; 

R4 M, C1-C20 j^S, C5-C12 5fS, C2-C12 MS, C2-C12 j&S, (C1-C20 ^S)-R5, (C1-C20 

^s) -0-R5, R5 

a) C5-C12 C5-C12 C5-C12 5fS, 

m-. 
(I) P5S 

(ID 

(in) €S 



WO 2015/024389 	
I94 
	 PCT/CN2014/075905 

(V) C1-C20 

b)  

Al  Yv-OC(A2)2-C(A2)2-0-JAA--0-C(A2)2-0-JAA--C(A2)2-0-JAA--C(A2)2-N-JAA--C(A2)2-

C(A2)2-C(A2)2-C(A2)2-,4+ A2  tAitYvVAA-  Cl-C20 

c) #flf-FMC: 

(R7)p 

(R7)q 

(Z-R8) r 

q Yi 0-4, A+ R7  tAitYvii-FM111 

(i) 

(H) 

11-A 

(IV) VI_ 

(V) ZA_ 

(VI) Cl-C20 

r jj 1-5, IR q+r 4-NX 	5 

Z 1=.J-Fth-61: 

(I) 	11M-A 

(II) - (C1-C12) 

3 

WO 2015/024389 m m # PCT/CN2014/075905 

(V) C1-C20^S 

b) 

A1 ^-0C(A2)2-C(A2)2-0-^#-0-C(A2)2-0-^#-C(A2)2-0-^#-C(A2)2-N-^;#-C(A2)2-

C(A2)2-C(A2)2-C(A2)2-,J£t AC1-C20 j&S 

c) £nT^J= 

.<*» 

/ 

p % 1-5, R7^^iifeMnTSE±l: 

(i) IS 

(ii) 

(in) iMM 

(iv) €S 

(v) MS 

(VI) C1-C20^S 

d) jnTI&ifa 

(R7)q 

v. /^~~~ (Z-R8)r 

q % 0-4, it43 R7^tz:iifeMnTSItl 

(I) H, 

(II) P5S 

(in) iMM 

(iv) €S 

(v) MS 

(VI) Cl-C20^S 

r^jl-5, fl q+r'fjvf 5 

z^unm: 
(i) —-t#.® 

(ID - (ci-ci2) 



CI 
I 	0 

R20/ , 
,,0 H 0 y N N 

Ho
HN H 

0 CI 

O 

0 

OHO  
N 	R1  

O 

NH2  

WO 2015/024389 	
I94 
	 PCT/CN2014/075905 

R8  ti'LitYV : 

(I) C5-C12 

(II) C5-C12 

(III) 1-51iRRVI, liR/f-OltintYv: 

(a) /*.1 

(b)  

(c) 11-A 

(d)  

(e)  

(f) Cl-C20 

t”1114 (I) 9T7TAK 

0-R4  

NH 
--I-  0 

HO 0 

HO 	OH
OH  

(I) 

4111: 

R1 Yv-NHCH3 EAA--NH2;  

R2  YV H J-A A-  4 	 ii4:-VisJZIA9101; 

R3  Yv- (R) cooRa 	 (S) cooRa 	 (R/S ) COORa; AFIIRaYV H, C1-C20 	C5-C12 

C2-C12 AMOGA-  C2-C12 '))01; 

R4  YV Cl-C20 

fr[qt1A (I) 917TIYIfi 

4 

WO 2015/024389 m m # PCT/CN2014/075905 

(I) C5-C12 

(II) C5-C12 

(III) 1-5 

(a) Mi 

(b) 

(c) 

(d) €S 
(e) MS 
(f) Cl-C20^So 

(I) 

RLOR4 

(I) 

R1 X/-NHCH, ti/;--NH2; 

R2 H B,4 -IS-7J WMSISS; 

R3^J- (R) COORa^- (S) COORa^- (R/S) COORa; J£45Ra^H, C1-C20 

7?^ C2-C12 MS^#C2-C12j^S; 

R4^J Cl-C20^So 

—(I) 

, C5-C12 

4 



WO 2015/024389 	
I94 
	 PCT/CN2014/075905 

RHO R4  

NH 
	0 

HO 0 

H 
OH 

(I) 

Ri  YV-NHCH3 EAA--NH2 ; 

R2  YV H 	4 

R3  yv- (R) cooRa 	 (S) cooRa 	 (R/S) COORa; At  Ra  jj H, C1-C20 VEA, C5-C12 

C2-C12 AMOCA-  C2-C12 ))01; 

Ysj (C1-C20 rEM) -R5,4111  R5  YAI-FMC: 

(R7)p 

5 

WO 2015/024389 m m # PCT/CN2014/075905 

RLOR4 

(I) 

R1 X/-NHCH3 ^#-NH2; 

R2 H B,4 WMSiSS; 

R3^J- (R) COORa^- (S) COORa^- (R/S) COORa; J£45Ra^H, C1-C20 

7?^ C2-C12 MM#C2-C12j^S; 

R4^J (C1-C20^S) -R5,^ R5M0T^: 

. (R7)P 

, C5-C12 

p 1-5, K45 R7^ALiife^^PTa=E±l: 

(I) IB, 

(II) 

(III) iMM 

(IV) €3 

(V) 

(VI) C1-C20; 

(I) = 

5 



WO 2015/024389 	
I94 
	 PCT/CN2014/075905 

RHO R4  

NH 

HO 	0 0 
 

0 H 
OH 

(I) 

4,11: 

Rlyv-NHCH3 EAA--NH2;  

R2  YV H OGA-  4   WAVVI ; 

R3  Yv- ( R) COORa 	( S ) COORa 	 (R/S ) COORa; 

C2-C12 AMOGA-  C2-C12 '))01; 

R4  YV (C1-C20 rEM ) -R5,4111  R5  YAITMC: 

(R7)q 

(Z-R8)r 

q Yi 0-4, AFIIR7 tAitYvr -FM111 

(i) 

(II) Tz*_ 

(III) 11-A 

(IV)  

(V)  

(VI) Cl-C20 

r jj 1-5, 	q+r 4XT 5 

Z 1%.X-FM: 

(I) 	j q-A 

(II) - (C1-C12) ):701- 

R8  tAitYV : 

(I) C5-C12 

Ra  YV H, C1-C20 rEM. C5-C12 

6 

WO 2015/024389 m m # PCT/CN2014/075905 

RLOR4 

/ 

(I) 

R1 ;.j-NHCH3 ^#-NH2; 

R2 H 4 WMSISS; 

R3^J- (R) COORa^- (S) COORa^- (R/S) COORa; J£45Ra^H, C1-C20 

7?^ C2-C12 MM#C2-C12j^S; 

R4^J (C1-C20^S) -R5,^ R5M0T^: 

(R7)q 

,_/^(Z-R8)r 

q % 0-4, S45 R7^ALiifeMnTS;ltl 

(I) IB, 

(II) 

(in) iMM 

(iv) €S 
(v) MS 
(VI) Cl-C20^S 

r^jl-5, fl q+r'fjvf 5 

z^unm: 
(i) —-t#.® 

(ID - (ci-ci2) 

R 

(I) C5-C12 7fS 

, C5-C12 



0 

0 HO 

H 
OH NH 

0 

CI 
0 

R20/  

0 	/ N 

H OH* H  

0 

HO 

0 

O H 
OH

O  
NV 	\ R1  

0 H  

NH2  

0 

p H 

OH
OH  

(I) 

CI 

WO 2015/024389 	
I94 
	 PCT/CN2014/075905 

(II) C5-C12 

(III) 1-5 liRR*11, liR4014tAikYv: 

(a)  

(b)  

4'11: 

R1  Yv-NHCH3  EiA--NH2; 

R2  YV H 4 	WAMIA9'1; 

R3  Yv- (R) COORM1- ( S ) COORa 	 (R/S) COORa; 

Yv (C1-C20 ),M) -R5,4111  R5  YAT-FMC: 

(R7)q 

(Z-R8)r 

q Yi 0-4, A+ R7  tAitYva-FM111 

A. t' Ra YV H; 

7 

WO 2015/024389 m m # PCT/CN2014/075905 

(II) C5-C12 

(III) 1-5WIS, 

(a) IB 

(b) 

(c) 

(d) €S 
(e) MS 
(f) Cl-C20^So 

(I) 

RtOR4 

(I) 

Kt: 
R1 Xz-NHCFh ^#-NH2; 

R2 H B,4 WMSISS; 

R3^J- (R) COORa^- (S) COORa^- (R/S) COORa; J£45Ra^H; 

R4^J (C1-C20^S) -R5±£+R5MOT^: 

(R7)q 

,_/^(Z-R8)r 

q % 0-4, it43 R7^ALiife^tiPTSE±l 

(I) H, 

(II) P5S 

(in) iMM 

(IV) 51!S 

/ 



WO 2015/024389 	
I94 
	 PCT/CN2014/075905 

(V) ZA_ 

(VI) C1-C20 

r jj 1-5, 1E1 q+r 4-\X 	5 

Z 

(I) 	l''VM 

(II) - (C1-C12) 

R8  tAitYv : 

(I) C5-C12 

(II) C5-C12 

(III) 1-5 liRRY- M, liR4-01t 

(a) X 

(b)  

(c) 11-A 

(d)  

(e)  

(f) C1-C20 VEA, 

4t)]] i'-''AEfi3xA (I) itf1̀4 ,-ziA-411MFAIk5_4 tblYsJiq4)-r*.±--.EQITIftn-z-iSC4C. K 

R3.(0- R4  

	

WAlb-14M  	WARTO-'1Wt-jix--0v 	OM M1-Lf1̀4, AtRitM- 

Pt=11- 	 rnVJIAitt Ra YJ H, 

4,%V.AITA 	-(7.1.(M; 

Efi301,JKii*:-AR44-, 1Wtikrif-FA (II) 01,JKii*:-A. A (III) 	 A (IV) 

O'sJ 4  	 (V) M 4 	4-AWAV9V1kThiK 

8 8 

(AD ^ ^mU$-¥tk¥ (III) ^ (II) 

«M 'ffi&ww IAIO WWMMSM 
1 ^•oAey 

o^$0Z0"I0 (J) 

TO (9) 

sift (P) 
(°) 
(<D 

m (E) 
'«M£-I (III) 

W^ZlOrSD (II) 

S&ZI0-S0 (I) 

(zio-io) - (ii) 

(I) 

£i¥^J+bI} 's-l 

S^OZO-IO (IA) 

WM (A) 

S06S/.0/H0ZN3/I3d 5t ra m 68m0/SI0Z OAV 



CI 
CI 

PCT/CN2014/075905 
I94 

WO 2015/024389 

0 0 

0 

HO 

H 
OH NH2  

0 

0 CI O CI 

OH 2  H 	HO,. 

H
"- \,N•  0 

0 

NH2  

HO,. 

0 

HO 	OH
OH  

0 	CI 
HCH N 	 0 	0„, ' 	 He' 

	

ypH 	NI, :7P \NH\ 
 

0 H 

N 
H 1  0 	0 H  

/ 

O 	
0 NH2 

H0012P1-1  

CI 

0 HO 0 0 

H 
NH2 0 OH 

0 

0 NH2 	OH 

0 

(IV) 
	

(V) 

M YvANOCA-K,±.)X; 

R3  Yv- (R) COORMT<,- (S) COORMT<,- (R/S) COORa, RaYv H, C1-C20 	C5-C12 

C2-C12 	C2-C12 'MA; 

R4  YA, C1-C20 	C5-C12 	C2-C12 	C2-C12 	(C1-C20 VEZ) -R5, 

(C1-C20 );--01) -O-R5, R5  Yv 1=.,l —FPENffiC: 

a) viRR C5-C12 XMJAVOIRR C5-C12 X. MJAA- fiRR C5-C12 	41114M-Mtit_ 

rl<JYV : 

(I) T.*_ 

(II)15:A 

(III)  

(IV)  

(V) C1-C20 

b) 

9 

WO 2015/024389 m m # PCT/CN2014/075905 

nam 

M MM: 

R3^- (R) COORa^- (S) COORa^- (R/S) COORB, Ra^jH, C1-C20^S, C5-C12 

7?S, C2-C12MM, m^C2-Cl2ikM; 

R4M, C1-C20^S, C5-C12T?S, C2-C12MM, C2-C12 j&S, (C1-C20 j^S) -R5, 

(C1-C20^S) -O-R5, Rs 

a) C5-C12 C5-C12 C5-C12 

m-. 
(I) P5S 

(II) 

(III) €S 

(IV) MS 

(V) Cl-C20^S 

b) jnTlgifa-. 

9 



WO 2015/024389 
	

PCT/CN2014/075905 

Al  Yv -0C(A2)2-C(A2)2-0-JA A-  -0-C(A2)2-0-JA A--C(A2)2-0-JA A--C(A2)2-N-JA A--C(A2)2-

C(A2)2-C(A2)2-C(A2)2-,4 Fil A2  tAitYviVAA-  Cl-C20 

c) 	:1-H_IiC: 

(R7)p 

(R7)q 

(Z-R8) r 

q Yi 0-4, A+ R7  tAitYvii-FM111 

(i) X 

(II) T.*_ 

(III) 11-A 

(IV) M 

(V) WI 

(VI) Cl-C20 

r Yv 1-5, IR q+r 4-NX 	5 

Z YVI=.J-Fth-61: 

(I) 	1- INA 

(II) - (C1-C12) ).±-01- 

R8  tAitYv : 

(I) C5-C12 X.*_ 

10 

WO 2015/024389 m m # PCT/CN2014/075905 

A1 ^-0C(A2)2-C(A2)2-0-^#-0-C(A2)2-0-^#-C(A2)2-0-^#-C(A2)2-N-^;#-C(A2)2-

C(A2)2-C(A2)2-C(A2)2-,J£t AC1-C20 j&S 

c) £PT^J= 

<R')P 

/ 

p^jl-5, K45 R7^ALiife^^PTa=E±l: 

(I) H, 

(II) 

(in) 

(iv) €S 
(v) MS 
(VI) C1-C20^S 

d) jnTlgifa-. 

(R7)q 

,_/^(Z-R8)r 

q % 0-4, it43 R7^tz:iifeMPTSItl 

(I) IB 

(II) 

(in) iMM 

(iv) €S 
(v) MS 
(VI) Cl-C20^S 

r^jl-5, fl q+r'fjvf 5 

z^unm: 
(i) —-t#.® 

(ID - (ci-ci2) 

R 

(I) C5-C12 7fS 

10 



WO 2015/024389 	
I94 
	 PCT/CN2014/075905 

(II) C5-C12 

(III) 1-5 liRRAM, liR4014tAikY7: 

(a)  

(b)  

(f) Cl-C20 

Efi3(14JfKP1Yv TR. LK. 	RTNI, N,N-=FFOIFFIRAIJA'. N,N-=FFIMLfttN;  

MIA 0-80 	 AMEV,R, 

AVICAt ELMAZARVAM. ELMAAVICA4-0", 

1 LY 1:0.8-5.00 

*aEmlm-vvol, 	)11 X 	7T-- 

*mttr Cl-C20 ):"AMTVIIA" 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 

12, 13, 14, 15, 16, 17, 18, 19 4, 20 1-IIAR,TO'sjT, 	RIAgmcm Cl-C20 

IMVIJtJTME.14 'NWT 

-cH3,-cH2cH3,-cH2cH2cH3,-cH(cH3)2,-cH2cH2cH2cH3,-cH2cH(cH3)2,-cH(cHocH2c 

H3,-C(CH3)3,-CH2CH2CH2CH2CH3,-CH(CH3)CH2CH2CH3,-CH(CH2CH3)2,-C(CH3)2CH2CH3,-C 

H(CH3)CH(CH3)2,-CH2CH2CH(CH3)2,-CH2CH(CH3)CH2CH3,-CH2C(CH3)3,-CH2CH2CH2CH2CH 

2CH3,-CH(CHOCH2CH2CH2CH3,-CH(CH2CHACH2CH2CH3),-C(CH3)2CH2CH2CH3,-CH(CHOC 

H(CHOCH2CH3,-CH(CHOCH2CH(CH3)2,-C(CH3)(CH2CH3)2,-CH(CH2CHOCH(CH3)2,-C(CH3)2 

CH(CH3)2,-CH(CH3)2C(CH3)3, 	gTm, gNmym, 	gTVT01, 1-gN 

MA-7A, 2-g NM-1-M, gam, gamym, 1-gTm-1-Lm, 2-g-Tm-1-7A, 1-

gNM-1-NM, 2-gNM-1-NM, 3-gNM-1-NM, 2-gNM-2-N*411 1-gNM-2-NM0 

*aEml C2-C12 ),t*ATV( b 2, 3, 4, 5, 6, 7, 8, 9, 10, 11 lz_IYG 

12 	 RJAJWCIYI C2-C12 )4)01, IMINtJTMIIIMIUT-CH=C112, 

-CH=CHCH3 	-CH2CH=CH2 	-C(=CH2)(CH3),-CH=CHCH2CH3 	-CH2CH=CHCH3  , 

-CH2CH2CH=CH2, -CH=C(CH3)2, -CH2C(=CH2)(CH3),-C(=CH2)CH2CH3, -C(CH3)=CHCH3, 

-C(CH3)CH=CH2  -C=CHCH2CH2CH3  , -CHCH=CHCH2CH3  -CHCH2CH=CHCH3  , 

11 

WO 2015/024389 m m # PCT/CN2014/075905 

(II) C5-C12 

(III) 1-5WIS, 

(a) M 

(b) PiS 

(c) 

(d) €S 
(e) MS 
(f) C1-C20^S„ 

£11, ^Wll, MTB, N,N-r?l?SI, N,N-^¥S£BM; 
M*/ 0-80 it; mmmmim, ms®iM 
ft, msimM, =zMmiMMMi\m, 

1:0.8-5.0„ 

BS, U, ?JI, ft 

C1-C20 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 

12, 13, 14, 15, 16, 17, 18, 19 §K 20 #, C1-C20 '&M, 

-CH3,-CH2CH3,-CH2CH2CH3,-CH(CH3)2,-CH2CH2CH2CH3,-CH2CH(CH3)2,-CH(CH3)CH2C 

H3,-C(CH3)3,-CH2CH2CH2CH2CH3,-CH(CH3)CH2CH2CH3,-CH(CH2CH3)2,-C(CH3)2CH2CH3,-C 

H(CH3)CH(CH3)2,-CH2CH2CH(CH3)2,-CH2CH(CH3)CH2CH3,-CH2C(CH3)3,-CH2CH2CH2CH2CH 

2CH3,-CH(CH3)CH2CH2CH2CH3,-CH(CH2CH3)(CH2CH2CH3),-C(CH3)2CH2CH2CH3,-CH(CH3)C 

H(CH3)CH2CH3,-CH(CH3)CH2CH(CH3)2,-C(CH3)(CH2CH3)2,-CH(CH2CH3)CH(CH3)2,-C(CH3)2 

CH(CH3)2,-CH(CH3)2C(CH3)3,ifWS, if TS, JfMS¥S, ifl£S, JfTS¥S, 1-ffl 

s-i-^s, 2-TOS-I-S, if as, ifixs¥S, i-ifTS-i-£S, 2-ifTS-i-£S, 1-

ifMS-l-MS, 2-iffSjS-l-MS, 3-iffSjS-l-MS, 2-iffSjS-2-fSjS^O 1-iffSjS-2-MSo 

C2-C12 2, 3, 4, 5, 6, 7, 8, 9, 10, 11 M 

12 #, C2-C12 jfjHSS, 

-CH=CHCH3 , -CH2CH=CH2 , -C(=CH2)(CH3),-CH=CHCH2CH3 , -CH2CH=CHCH3 , 

-CH2CH2CH=CH2, -CH=C(CH3)2, -CH2C(=CH2)(CH3),-C(=CH2)CH2CH3, -C(CH3)=CHCH3, 
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^Tll«, I2TSM, l£«M3S?fI?o 
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^#^W45f4SI30tlM3II§! (f^P^M 
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t7d1)11x4K 	4-A4M's] A'L/EAT*-11- (Newman fa Mu 50), g-1-4.-vvEm 	 

Jadqipmma. (MIC) 	 N,N-= MT MR 111 

1.28mg/ml, 	 , vi-fit-Eug-1-4-- mgfp5-umfim -a- 1.28 ii g/ml, VJAMM r1X4t- 

fT- 1M 64-0.12511 g/ml 	 WA+ .4)iiik 2010 

N=I-MIfftA XIA 	 JIA (I) it*tit **-14MIRMVSW 

2 

2 MIC values (µg/m1): 

MI114-klt[r 

1-L*4 
4>AL-1-Mkf1 Newman 4>AL-1-MIs‘gl Mu50 

V9 8 32 

V11 8 32 

V13 <0.125 2 

V15 <0.125 2 

V16 16 64 

V19 64 >128 

V20 <0.125 2 

V21 <0.125 2 

V22 2 8 

V23 2 8 

V24 4 8 

V25 4 8 

V26 16 64 
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+ 2010 XIA 

(Newman fP Mu 50), 

So (Mic) N,N-rfpifpSS$tSjl 

1.28mg/ml, 1.28 u g/ml, 

64-0.125 y g/ml 2010 ^ 

^^tPPf^XIAirCX^ItX^M^^if^DEo Mft (I) 

2 

M 2 MIC values (ng/ml): 

Newman M«50 

V9 8 32 

Vll 8 32 

V13 <0.125 2 

V15 <0.125 2 

V16 16 64 

V19 64 >128 

V20 <0.125 2 

V21 <0.125 2 

V22 2 8 

V23 2 8 

V24 4 8 

V25 4 8 

V26 16 64 

17 
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V27 16 64 

V30 4 16 

V31 2 8 

V32 2 8 

V33 16 64 

V51 8 32 

V52 <0.125 2 

V53 <0.125 2 

V54 <0.125 2 

V55 <0.125 2 

V57 4 16 

V58 64 >128 

V59 2 8 

V60 2 8 

V61 4 8 

V62 4 8 

V63 <0.125 2 

V64 <0.125 2 

V65 <0.125 2 

V66 <0.125 2 

V67 2 4 

V68 4 8 

V69 2 8 

DMSO >128 >128 

rjr14--A 2 8 

AM V4 ..l4- ,,-.4fl.kf'AMVX  	 4-A 8M1' 
	

N ft 

OWL-LIWto A+ M4 W MA MVIMIX, k*M4114MMMXZML, 

k*Wii:Walt§ 

-a-14-1AA'Tsd, 	2005 *N=I-A-ViiVIM-WitliJ'Z, J X4)+WEIEI 101,J1-L 

18 
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V27 16 64 

V30 4 16 

V31 2 8 

V32 2 8 

V33 16 64 

V51 8 32 

V52 <0.125 2 

V53 <0.125 2 

V54 <0.125 2 

V55 <0.125 2 

V57 4 16 

V58 64 >128 

V59 2 8 

V60 2 8 

V61 4 8 

V62 4 8 

V63 <0.125 2 

V64 <0.125 2 

V65 <0.125 2 

V66 <0.125 2 

V67 2 4 

V68 4 8 

V69 2 8 

DMSO >128 >128 

73 2 8 

#^tlWMJfi^ffl + Sg?l|2005 

18 



WO 2015/024389 	
I94 
	 PCT/CN2014/075905 

f`ilt "A" T Ia7 	WRK , 	5 3777iVE- 30 #0; AV 30 37VPIJIYV-IMM, 

1-L*4tri<JM-M -a- M111, Efi -M-fW -alAiMMIIMA 25 -a-FlIPZ, 	3 'TN 
4t O'sJ 

3 	a 4t-(±7.1( ill 04J 

1-Lf`ilt zic ill M-M a 

(mg/ml) 

fi ii 	** (vancomycin) >100 

Oritavancin <0.1 

(US2010/045201 + tzjg ) 

V9 <0.1 

V11 50-60 

V13 50-60 

V15 >60 

V16 >60 

V19 50-60 

V20 <5 

V21 >8 

V22 <5 

V23 >8 

V24 >10 

V25 <5 

V26 4.5 

V27 20 

V30 4 

V31 <1 

V32 50-60 

V33 5 

V51 20 

V52 20 

V53 20 

19 
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mm 

3 

ik&M 

(mg/ml) 

7j^i9M (vancomycin) >100 

Oritavancin <0.1 

(US2010/045201 "fliig) 

V9 <0.1 

Vll 50-60 

V13 50-60 

V15 >60 

V16 >60 

V19 50-60 

V20 <5 

V21 >8 

V22 <5 

V23 >8 

V24 >10 

V25 <5 

V26 4.5 

V27 20 

V30 4 

V31 <1 

V32 50-60 

V33 5 

V51 20 

V52 20 

V53 20 

19 
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V54 15-20 

V55 3 

V57 >60 

V58 50-60 

V59 <10 

V60 >20 

V61 20 

V62 5-20 

V63 5-20 

V64 5-20 

V65 5-20 

V66 5-20 

V67 5-10 

V68 5-10 

V69 5-10 

	

H 	AEA 	, f r̀- 4 7.1.c O'sJ HIJL 

	

Oritavancin It't 1-2 J A 	7 	M 	El)] I 	H -iEkez-t11337'x47.KM-ft rrsIttk011T-Vitri'sJ 

fri]] 

h 	8, 1E1] T 	-LIA-fV0V* 1-5 lig 	WE7T- II<IKII4T-Afiiettri<1 LIA-h 

0-R4  

NH 

HO 0 0 0 

CI 
	

0 
	

CI 

OH
O 

\ R1  

(I) 

20 
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V54 15-20 

V55 3 

V57 >60 

V58 50-60 

V59 <10 

V60 >20 

V61 20 

V62 5-20 

V63 5-20 

V64 5-20 

V65 5-20 

V66 5-20 

V67 5-10 

V68 5-10 

V69 5-10 

)A ̂  M & ML M BT # tH S $J + ̂  W W. t13 ft Jn, ^ -£• tl £ 7jc + W ^ M it tk 

Oritavancin ±|in 1-2 &— 

fflo 

R3 OR4 

20 



-(LiAlEIJJ*alEC 111.1 44LAMYM*alEIMPV-LI 

Vied 1 

d ,10- * * ®® 
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R3y0-R4  

4-tRIO-Ott4idAYv 	OM W,J4-Lfit,-(±tAft-'0[1,114 	fr[riIIJaIJIV. 

O<J)-T-44.17.KM 	 Ra  YJ H, 

A21 

  

R3  o-R4  

OM 

  

0 

H 
SRI 

 

OH
O  

N 
H 

\ RI 

   

 

®® 

 

   

   

is 

      

   

OH 

  

* * • 

 

CI * * 

 

CI 

   

      

500m1 	Q itt)JHAXRA 2.19g, fl] N,N-= 	TIMM 100m1 ELN, 

tPN 0-5 a., 44 	FFIR 10.0g M-T 100 ml N,N-= 	 itiviotagalitt, 

tr3tii-ag\k 0.5 d,ierst)A-)06q7AFFink 7.6g, t_3c1--i.), 	 35-40 -aag\--a-m, TLC wiia 

qkmvT, , ag\kamA 1L v,Kij(+, ),HALN7A, soorni*- 4R, -b-L4-mt,,Rfaxitma, 

21 
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RVOR4 

X 
&m, Ra^ H, 

SfrS—^7KJ¥; 

NH2 
HO^^O RVO-R4 X OM 

RLO-R4 

NH & 

HO^^o^ 

HO ^ OH 

,A„. Vo 

£ 500ml 2.19g, M N,N-^¥S¥BM 100ml M, 

im 0-5 it, 4-«S¥¥i? lO.Og mx 100 miN,N-^¥S¥BM, ffffyfinSSMt, 

0.5 ¥H 7.6g, in^fiS 35-40 itMM, TLC lis 

iL&K7Kt, inAZiKZiH 500ml«, ^ 

21 



CI 

CI 
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7.1(0-SziA±):407QT-NNTILTri, ffPri. 1 ovozALM 	 NiFIEPIX*1A 11.Og, 

	 83.0%, 

-(± 100m1 	rimiT)JnARTNIiii 2.5g, )1]Z # 15m1 	U"-CRP-FalltAl. 

LW 5.9g Wsj 2.2m1 	 TLC &MliaqdiWJFIALM 

50m1, 	0.5 +114)T1 	 iti'LEHA 5.6g, 

CI 

HO 	0I- H  

-(± 100M1 	H M itt)JnAK 	a 	743mg, fl] N,N-= FFIM TWA' 40m1 -(± 80 a.--FM-M, 

214mg, 37I[UJIIAAMffirgd-LA 63mg, )J1-1)--'--ERjik 2 ii`11-st, )JFIANgrO1m1, 

It 	0.5 Frst, ag\--kaipiA some LMT, -111/1 	IC A, %t T),11 FFIRLfigaif,̀1-54P1 (1:3) 

40m1 J w 	 HPLC 	 100mg, MS m/e 1750.4, 

1751.4, 1752.4 (M+1) 

M PAis 

44__L 	Wfif.4)-2T-'t 30mg a T 	A 3m1 AhJC 3m1 nal f`r-1-10,itt , NT'F)JVIAXV1,1t 

4.6mg, ag\--Leati-aqz 4 +Erst, tANtEil 18mg xag\--L, 	 HPLC 

22 
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83.0%„ 

-J \-T\ A ci^r VHL /) 
V 1 H C 

c\-4 VA /r 

\ / -o 
OK 

i£ loomi 2.5g, MZJf i5mi frWt, THtilinA_h—^ 

JII4 5.9g ftj 2.2ml ¥M¥f^M, TLC in A ̂ li 

50ml, If# 0.55.6g„ 

V H^HCH 0K 

£ 100ml #-PMtinA^M 743mg, M N,N-^¥S¥BM 40ml £ 80 Jf TM, 

inA±—2i4mg, ̂ ftbinAiftSilliMXft 63mg, iw%RM 2 'hW, inAItlt imi, 

If# 0.5 /MX &®&®JA50mi ZM*, rtii, iiWM¥l?£IfM^M(i:3) 

40ml ®$fe, ttii, ^0f#5lJWSnPnM®-^ HPLC 100mg„ MS m/e 1750.4, 

1751.4, 1752.4 (M+l) 

mm#-. 

HO'^^OPH 

30mg 3ml fPyJC 3ml 0t[^t3, Jt^TinAlftfW-k 

!l4.6mg, IxjS^ffi#Jx£5 4'hW"> inAMffi 18mg ffiiKjxM, UMlk HPLC 

22 
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9.7mg, MS m/e 1736.5, 1738.5, 1739.5(M+1) 

Vfifq 2 

1-LaA V9, V11, V13, V15, V20, V21, V 22, V23, V24, V25, V55, V61 	-4 f`F 

rAlfseiSaVi 1 it' 

OK 

OK 

 

_10H 	  
0 

A 100M1 qJQ  FlItATTR 20m1, M(7.1(*-F)JnAM& 1.80g, 

  tMALNLAPI 10.0g, )0±-E, 	40-50 aRi'iLIA, TLC wiia 

tAzA 100m1, 50m1 	 4'11A1R.451Vt-±, f4MEEPIXAI 9.1g, FA- A 

TM TT 	-(L, 

-(± 100m1 	rimiT)JnARTNI 2.5g, 1117A 15m1 	W—CRP-FalltAl. 	;L 

J -4 3.0g n 2.2m1 	 TLC &miiag\--kmwJnALM 

50m1, T 0.5 	tlei , iticM451±):V4 	2.9g,  

23 
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9.7mg, MS m/e 1736.5, 1738.5, 1739.5(M+1) 

V9, Vll, V13, V15, V20, V21, V22, V23, V24, V25, V55, V61 

~^PH • 

ioomi ^-PM+inAiET!? 20mi, &K7K^rFinAft^ i.8og, in^Jnin&IUSiMH# 

MM, inA^ZJtZJI lO.Og, iU^E, 40-50 TLC 

inAZJf 100ml, 50ml &$&=#;, IIWJiiT, 9.1g, nffi 

^1- — °X-
OK 

i£ 100ml -^-PM+inA/i^Tll# 2.5g, MZJf 15ml frWL, ll^{:Si^TltfJlinA_h^/^ 

JII4 3.0g ftj 2.2ml TO¥f^M, TLC in A ̂ 11 

50ml, ®#0.5/h^Jntt^, 2.9go 

23 
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-(± 250m1 	H tOJIIIAfi 	*-T-A 1.48g, fl]N,N FFIM TIMM 80m1 ,(± 80 -a-FM-M, )jn 

276mg, 37I[UJFIAAVEgd-LA 126mg, )J1--r7cRik 2 +lerst, )JHANtEir0 5m1, 

0.5 d,Frt, ag\--kaiAA 100nil LMitt, 	 Vtfll ITIMILfiggf,̀1-A (1:3 ) 

40m1 	149MN MCA 
	

HPLC 	 56mgo MS m/e 1606.5, 1607.5, 

1608.5(M+1) 

141. 	Wfif.14.1 ). 	30mg a T 	A 3m1 7h 3m1 nal 	Ni'T)JFIAXXit 

7.8mg, ag\--divv-ag\--k 4 +lerst, )J1-1ANEEM 18mg 4xag\-k, 	 HPLC 

5.0mg, MS m/e 1592.2, 1593.2(M+1) 

''af#1,14 

it*'-t V16, V19, V26, V27, V30, V31, V 32, V33, V67, V68 `-it.f`r--4 -1],n 

Aj#1,1 1 ill ri'VJ 

WO 2015/024389 m m # PCT/CN2014/075905 

& 250ml 1.48g, M N,N-^¥X¥BM 80ml £ 80 Jf TM, in 

A±.^BrWr^ 276mg, 126mg, iU^E&M2 /hfcf, inAItH 5ml, 

MW 0.5 /hfcf, SJSWA 100ml ZJf+, rtii, iiWM¥l?£IfM^MiJ(i:3) 

40ml mi%, WFJTMHPLC 56mg„MS m/e 1606.5, 1607.5, 

1608.5(M+1) 

Mm-. 

HO' ^OhPH 

#7^#! 30mg 3ml fPyJC 3ml n"MM45, ®#TiPAS,ft4t 

11 7.8mg, MM#H!S4/M^, inAIM 18mg#^cSiS, HPLC 

5.0mg, MS m/e 1592.2, 1593.2(M+1) 

4 

^^V16, V19, V26, V27, V30, V31, V 32, V33, V67, V68 

3fc$l 1 

NH2 

HO^to 

HdX Hp 

r0^ 
N-VNH, 

Sjhf" 

24 



zH 
N` 

I0 0 I0 

'1-11\1" 

L f4 

°*1-1"-V01+ I 1-14 

IM,WELLIkt-1-,TTM, 89A '09A '6SA `8S A `LSA 'SSA 17S/1_ 'ESA 'ZSA 'ISA kt-1-,Z 

9 *WM 

(T-PIADSTZLI 'C'EZLI 'CULT 0/u1  SIAI `fulC.£ 

01€11-1 	 WNYV fuTOT MITINYUC( ,k I Air64WMAY6 `fulo'z 

q-PAY,Yric(14N '1+104 -14WRI Tun I/uf Tun wflynxiu rw 	kt,„(ms4f-__T-f4i; 

(T-PIADS.SELT 'CLUJ `C*9£LT 0/al SIAI 

'frost kt,--(1-6.4),4,r17 	jg'ri .-11,11f<1,/01-6.R.W4-'41 	̀Vr4f Pilot «:t) 1LW -14NR7 

Nth EIEMW 	 `rliN7 moot Y14),VPRN 'fl,k s o Wf 'Pus WAYur( 

z Air6P4ur( 'fluou tOTPX,RMWYur(11W 'fluosz 

`NWAL-Vt- 08 T)''  Tinos Nail Will --NN Ei4 	 7-Yur(rhY4 dr PuOCZ 

SZ 

HN 

  

1-1N 

 

10 

 

'nf-fg 14 

SO6SLO/tIOZNYIDd 
	

68£17ZOSIOZ OM WO 2015/024389 
m m # 

PCT/CN2014/075905 

£ 250ml 1.5g, m N,N-^¥X¥BM 80ml £ 80 Jf TM, 

iuA^MM—M^PJrWr^ 250mg, i30mg, in^cM 2 /M^f, 

inAItH5mi, MW 0.5/M, MMA 100ml ZJI45, WHiWrfcB, rtii, 

Zi8l?S-£M (1:3) 40ml If ftii, HPLC 15mg„ 

MS m/e 1736.5, 1737.5, 1738.5(M+1) 

5mg lml fnyjc lml fitl^t3, Jt#TinAlaftlk 

112.0mg, i inAIM iomg#?cHjS, M^HPLC 

3.5mg, MS m/e 1722.5, 1723.5, 1724.5(M+1) 

^HM6 

^^•^V51, V52, V53, V54, V55, V57, V58, V59, V60, V68 

$1 1 

MM 7 

25 



CI * * • 
t

OK 

O 
 

H 
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is 

A 500m1 	H tOJI1A 4 - 	 (i<JZOIA9VIK 	a 4* 3.1g, )] N,N-= 	TIMM 

150m1-(± 80 aTM-M, )J1-4 AVIV] 	AA•=1-(LEfif.4)-2T-1500mg, 37tUJIIIAAMffirgd-LA 250mg, 

)Jr_r7tag\k 2 d,Frt, tAKEIN 7m1, 1240.5 +Fi-s-t, ag\--kamA 150m1 ZAtt, -111/1 

iti'AfIlFFIRLfigaifil-5101 (1:3) 40m1 l a, fiat, VIEfif4N01011W__. 1,4 HPLC 

7.8mg, MS m/e 1896.5, 1893.5, 1894.5(M+1) 

H 
OFb 

N 

141. 	Vfif.4)-2T1 5mgl T U114.---AA imi fnzic inil O'VE*-5101,11, 12T-TtAXXit 

2.0mg, ag\--katu-ag\--, 1 d,Fi-st, tANIAN 10mg 4xag\--k, 	Ill 1, 
	1-Wr  HPLC 

1.8mg, MS m/e 1881.5, 1880.5, 1879.5(M+1) 

Aiffil 8 

1-B-t V61, V62, V63, V64, V65, V66, V 69 /-1-L.Pr-i-t Ticlin-IIN 8 Tr 114Jh 

26 
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H(Wi 

HoJA 
O^yO 

HTJ, £ 

Hd£L 
9 H r0lt> H 

'N"\vNx 

Hd± 

H f O H 

Hd* 

HO'^A'OhfH 

Hl ° 
r o J^MU-

H O" •Nv ,N 

Hd%, 

Hd^ °f 
Ho^-^oi-Pn 

o^fTr0^ 
irwr 

A: 

NH2 Yf 
)H 
.OH 

ci vvi /r A OK 

HC%\ HC%\ 

kafH 

£ 500ml #.PMtinA 4 

150ml £ 80 Jf TM, in 

in^SiS 2 /hfcf, in AIM 7mi, 
rtii, 

7.8mg„ MS m/e 1896 

Jii—A 

;3.1g,MN,N-: 

1^®—500mg, ̂ ftbinAftiS=ilS,lkfft 250mg, 

If# 0.5 /hfcf, SiSMA 150ml ZJf+ , WHWrtB, 

(1:3) 40ml 5lJMnPnMm HPLC # 

5, 1893.5, 1894.5(M+1) 

HC&^ 
Cl O Cl 

^-xOv-

VoVrOHb >°H 
N vNvi 

Hd^i 
O^ 

HO' 

NVY' M 
n NH; \ 

O 
J o INrl2 

OhPH 

5mg lml fnyjc lml fitl^t3, Jt#TinAlaftlk 

11 2.0mg, 1 inAIM lOmg^HlS, Mf^HPLC 

l-8mg, MS m/e 1881.5, 1880.5, 1879.5(M+1) 

8 

^tlV61, V62, V63, V64, V65, V66, V69fiUftpri$iW 8 
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1. 	fitqmA (I) 917T-41,JK--Alb-lt: 

RHO R4  

 

NH 

0 

0 H 
OH 

 

HO 0 

  

 

CI 

  

CI 

R2  0/ 	 0 H 	
OH

O 
0 	 NV 	\R1  

H  
O H H / 

NH

0  

2  

HO 	OHOH  

(I) 

R1  YV-NHCH3JAA--NH2; 

R2  YV H 4 	WAWAV9101; 

R3  Yv- (R) COORa 4,- (S) COORa JA- (R/S ) COORa; 	Ra  jj H. C1-C20 	C5-C12 

C2-C12 MIAA-  C2-C12 '/AM; 

R4  jA.C1-C20 	C5-C12 	C2-C12 j, . C2-C12 M. (C1-C20 EM)-R5. (C1-C20 

01) -O-R5; A+ R5 Mti-Hliti': 

a) viRR C5-C12 XMOCAlifiRR C5-C12 	 C5-C12 

tArrOv: 

(I) T.*_ 

(II) 11-A 

(m) 

(IV)  

(V) C1-C20 

b ) 

Al  YV -0C(A2)2-C(A2)2-0-1AA--0-C(A2)2-0-1AA--C(A2)2-0-1AA--C(A2)2-N-IAA--C(A2)2- 

C(A2)2-C(A2)2-C(A2)2-, A+ A2  tAitYvVAA-  C1-C20 

c ) 

0 

27 
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R1 Xz-NHCFh IX X-NH2; 

R2 H 4 WMXi$3l; 

R3^J- (R) COORa^- (S) COORa^- (R/S) COORa; C1-C20^S, C5-C12 

7?^ C2-C12 MM#C2-C12^S; 

R4 ^ft, C1-C20 , C5-C12 5?$, C2-C12 , C2-C12 , (C1-C20 )-R5, (C1-C20 

j&g) -O-R5; KtR^tiPT^: 

a) C5-C12 C5-C12 7?C5-C12 %X, StlftS 

(I) M 

(II) 

(III) 51 

(iv) MS 

(V) C1-C20 ̂ 36 

b) 

A1 ̂ -0C(A2)2-C(A2)2-0-^#-0-C(A2)2-0-^#-C(A2)2-0-^#-C(A2)2-N-^;#-C(A2)2-

C(A2)2-C(A2)2-C(A2)2-, A2 C1-C20 

c) 

27 
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(R7)p 

(R7)q 

(Z-R8)r 

q Yv 0-4, 4,11 R7  tAitYvil-FM111 

(I) X 

(II) T.*_ 

(III) 11-* 

(IV) VI_ 

(V) %)1_ 

(VI) Cl-C20 

r Yv 1-5, IR q+r 4-NX 	5 

Z YVI=.J-Fth-61: 

(I) 	 

(II) - (c1-c12) ):,V1- 

R8 tAitYv: 

(I) C5-C12 X.*_ 

(II) C5-C12 .11--1 -:XM 

(III) 1-51IRRAM, IIR4-01tAitYv: 

(a) /4.1 

(b) T.* 

(c) 11-A 

28 

WO 2015/024389 u mm*# PCT/CN2014/075905 

(R7)p 

/ 

p %} 1-5, K45 R?^^ilfeMPTS;SI: 

(I) H, 

(II) lY-V-

(in) iMM 

(iv) 

(v) MS 

(VI) C1-C20 

d) 

(R7)q 

• (Z-R8)r 

q % 0-4, ±£^3 R7^tz:iifeMPTS;SI 

(I) H, 

(II) lY-V-

(III) iMM 

(iv) 

(v) MS 

(VI) C1-C20 ^36 

r^jl-5, fl q+r 5 

z^unm: 
(i) —-t#.® 

(II) - (C1-C12) 

(I) C5-C12T?X 

(II) C5-C12 

(III) 1-5 

(a) IB 

(b) P536 

(c) 

28 
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(d) VI_ 

(e) %)1_ 

C1-C20 ):)M, 

2. 	fit' mA (I) 917T-41,JK:-Alb-li-t: 

R3 0-R4 

NH 

HO 0 

CI 
	0 
	

CI 

R2O/ 	 0 H 
	OHO 

O 
O \ R1 

0 H 
HOH 

NH2 

HO 	OHOH 

(I) 

Ri YV-NHCH3 Eit-NH2 ; 
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C2-C12 AM IAA-  C2-C12 '))01; 
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(R7)P 
/ 

C5-C12 

p % 1-5, K45 R?^^ilfeMnTS;SI: 

(I) H, 

(II) lY-V-

(in) iMM 

(IV) 51 

(VII) MS 

(VIII) C1-C20^S„ 

4, (i) 

RLOR4 

(I) 

R1 Xz-NHCFh 1XX-NH2; 

R2 H iiE# 4 WMSISSI; 

R3^J- (R) COORa^- (S) COORa^- (R/S) COORa; C1-C20 

7?^ C2-C12 MM# C2-C12 j 

C5-C12 

30 



WO 2015/024389 	 45C *11 N * 
	PCT/CN2014/075905 

Yv (C1-C20 rA) -R5,4111  R5  YATTMC: 

(R7)q 

(Z-R8)r 
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c) tw-FMC: 

(F27)p 
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