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Study on preparation of valnemulin hydrochloride
WU Ru-lin, WANG Qian-ru
(College of Chemical Engineering, Qingdao University of Science and Technology, Qingdao 266042, China)

Abstract: Using pleuromutilin as a starting material, dimethyl cysteamine hydrochloride as a phase transfer catalyst,

through amino-protected valine reaction, and after removing the protection base with hydrochloric acid, valnemulin hydrochloride
is prepared with a yield of 54.9% .The product is confirmed by IR and 'H-NMR. This synthetic route may be suitable for the

industrial production.
Key words: valnemulin; pleuromutilin; valine

K1 Ak ( Valnemulin) F 1984 4E & ¢ B Sandoz
23 FF]FH Pleuromutilin % JFBHG B, Hi /5 Norvatis 23
A K HAE A TR , 7 4% 24 Econor, BLE 7EERM £
AMEZRETW,ZSYE LY. REDHK¥EE N
((2-((R) -2 - amino — 3 — methyl butylamide) -1, 1 -
dimethyl ethyl) —SH) acetic acid, (3aS,4R,5S,6S,
8R,9R,9aR,10R)-octahydro-5,8~-dihydroxy -4,6,9,
10- tetramethyl — 6 — vinyl —3a, 9 — propane — 3aH - cy-
clopentyl cyclooctene—1(4H)—ketone —8—ester, ik JE Wb
AR — 2 B Bl At v B B 2 W TR 5, $51
BRI, T BB 516 7 B A R R A MR e A
SRR 5| R A 8 0 5 APl i AR S DR A R T Y 4
FrERG R P AL S SRS R AL B S AR
582, IR SR I AR T b AR B R B A R R S R 3
A RET, dont AT R B AL, 5 2 S R
BB, B Ja — 2 A e 5 B PRI B R R ST
TERRERM T AR5, &0k AL 35 37T 74 3] 7
i, SCHR RBRAE T Hp 8] (A B 8 s B , O BOA SR A
i B R TR . ER P AT AR REN
FiE AN IV — F kel ok, A 1) R SR PR TR A T B A 1 A
AP EBORH R 1, f Tolk A4 7= 2 3] — % B9 R
il o 48 % 4R E IR JE Wb ARk W] S AL B ) B
N LA ol G N el I N = B
R BRI G i R R IAF] 106.01% , Hi%
B BB 2k 2 A0 FA B0 W 4, HLAS B 59 W 45 7 W) ER

1 75 H H#9 : 2009 - 09 - 03

HFHRIRT=H , 3 AT 7 i B BT — R
LB Ak SE HEAT , B TR A T ARBRBLR IR T T
b A A S BE
EHESHICAR 3], LLEE I H R 9 E 16 RO
5T TR b i 2 R R AT M A RS AL L,
BTG Y 2, X F 53 B S S BE 2% 1 5 SOk
HAMR , R JEH SRR LBt LR i BT & A
PRAPORE , SCHR P 2R F T % 35 358 82 0 5 K A B R AL
TEBEREN,EHEWNE AN ka2 58%
R4 89 SR BR HEAT B M AL RN & BT A& 9 3, X
HR A BT ZE AR50, AT N-F 21
Ok S L TR 04 TR T 1 T 2 1 3R, R ) 7 L B
PRFE AR LBRIG B, ERAEINR, 2 H B —
FARYEFN R N, N - — B JE 21 i AR e 1 R
BRTHREEYHAQ), M THRELZ L
BREEE AT Tl

1 LWL

1.1 EFEMSERRF

BUEMER, ILARFRAIA ]  HEARM_H
FE P e R FR AR Tl % AR RiK K o Bruker
Avance DPX 300 MHz #% 7% 3 4% { (1H-NMR ) ; Nicolet
20 OSXVFT-IR £L4M 64 (IR) o
1.2 ERE%

A B ILE 1,

EE BN RUAR(1964 - ), 5, K%, R ETRIT, EZHFFT7 1 2P IT & , rulinwu @ tom . com,



2009 £ 12 3

RUNE  RBRRCOHRNTZHR - 61 -

|
HO—C—CH-
| N.N- —H 352, BhiE:
CH
HCN\
CH

3

) e OM%N*/U/Y

0 0 CH,

srean

0 3
o HG H,C” “CH, NH

2
“HCI
—CH,

CH,

H,C OH

3

1
H1 HhBARYDAI A& KELR

1.3 LEWIHER

£ 250 mL = AR H A R EE(135 mL) V&
FAL 4 (3.3 g,0.0825 mol) . 4 & B (8.0 g, 0.0684
mol) . Z. Bk Z. R H B (9 mL) , KB I E 33 ~ 35C,
43V A EE(100 mL) , in AP BR 80 mL, i B 45 &
Lh, g, EEWEEE, TR, SO SEERK 3
(7.4 g, W2 50.5%) . ¥& & 211 ~ 216°C (X HER1E
212 ~216C"?), '"H-NMR(D,0,TMS), §:0.8 ~ 0.9,
m,—CH;,—CH,—;1.8,s,—CH—, B4 3 F & ;
2.0,m,—NH—;2.2,m,—CH,—, § % | i F 2L s
3.2,s, AEMBEREENWK LW E;3.5 m,
—OCH;34.7,s,—CH, —CH,—, IR(KBr), v/cm™!
3285.30.2 955.89.2 873.45, R F R EME EIE
51 640, WM 4E IR 30 ;1 558.18, fhli—NH—25
Pezh;1 393.33, N3 C—H TR 3h; 1 287.94,
1142.25,F8 4 T H C—0—C M4 45 ¥= 3h; 783.28, X
SN RS,
1.4 LEWIHER

TE 150 mL B F A B ZE (50 mL) , N, N-—

H 3 Z B % (7 mL) , 46497 3(1.6 g,0.0074 mol) , 4k
441 2(2.4 g,0.0049 mol) , I EF] 40 ~ 43°CHE R
B2 he MIEER,JH pH=2.5~3.0, WX 1 h,
30 mL S F TR, RS EHH 15 mL &
e sh i, KA IES T, 45C UL T T, BABY
PR 75 A 1(2.0 g, L& 69.3% ), "H-NMR (D,0,
T™MS),8:1~2,m, FE ANERF  LERF LA 5EAM
i%ﬁ*}%iﬂ@ﬁ;Z.S~3,m,-CH2—;3 ~4,m,—CH,—;
4.7,s,—CH, = CH,—; 7.6, m,—NH, IR (KBr),
v/em™ 113 424.79.2 965.75.2 882.75, ¥  (&H U
FIRFEE ;1 729.99, BEHE—C —0;51 656.71, Bk 3 ;
1 467.11.1 389.47,—C—H;1 000 ~ 1 300,—C—0—,

2 SWm5itig

EY 3 A BAESCHR (3] H 45 i 2 22 A )
LA T JE Mk, T FF R T 2R kR — R A SR 20 I
MBI, GR N AEEE, HILEHESH T X%
B R W5 /N i TR RV S R B S ¢ 0 e RDN
BRI R BT, =M 5 Tk, 7= A
AR T S Bk OO 08, 8 P Eb P PR R BT R ik o
T 60% , B8] B SCER B s 20 T 2 b, 3F BB EOR
B VKV 45 B 5, U IR ERAE  REFE IR BEFE -

B 1A B, R SCER 3 ] H RO 7 B T
FE kR R A I R R R R TR AL LV - kg g
AR FE E IR AT RN, 4 556 B0 IF T0 2 A= AR
Y1, St RN, N, N-ZH R
Tk iz 1 Tt R A0 00, SR P 4% 68 7 7 — S8 e AR R X
N, BB 4R B SR B IRARAE SN 40 ~ 43CHI X
r“%#lﬁ BB A TR T Btk &Y 1. 48

S REHAT T HRIIE

g5 b, FESCER (3] R A -, 58 i 4k I R 2% 1
MR AR, T THRRREDHKRN T L4
o DABR I B 25 o0 R 4 Rk, B A A LR Yk
RiRP 54.9% I HIRAER B 5 ¥, W IR T5 4/,
5 F Tolkfe A=,

2% 3k

[1] Poulsen S, Karlsson M, Johansson L, et al. The pleuromutilin drugs tia-
mulin and valnemulin bind to the RNA at the peptidyl transferase centre
on the ribosome[ J]. Mol Microbiol ,2001,1091 — 1099,

[2] Novartis AG . Formulation of valnemulin: US, 6284792[ P].2001 — 09 —
04.

[3] Sandoz L. Pleuromutilin derivatives process for their preparation and their
use: US,4675330[ P].1987 - 06 - 23.

(4] BREIE, BB 5, T, 5. e W rk wo il & o . h H,
200810022972.5[ P].2008 - 12 - 10. 1



