wo 2014/178433 A1 [N/ D000 OO O

12) FEFBAENICE DV T AR S -ERERE

(19) tt FLAN T A HEHLES >
EREER g
@3) ERABE EE?

2014 £ 11 A 6 H(06.11.2014)

10) B RES
WO 2014/178433 Al

(51

eay)
(22)
(25)
26 E
(30)

1

(72

(74

(8D

o7 —N Kanagawa op). i HFEMAK(sAITO,
Yasuyo); T 2278502 L) R EHHTERBEEA
7100 0B #HRAH=BILEHBENE

"t 2—R Kanagawa (JP) =% RE
(MIYAKE, Ryoma); T 2278502 MZEJIIREETE

ERAGEMEET 1 00 0B HRSH=LF
BEHMRE 2 —RA Kanagawa (JP) i 4
(KAWABATA, Hiroshi); T2278502 %= ]| B EMH
FEXSHE 10 0 0#Fith BRRH=E
FREREMETE 2 —MA Kanagawa (JP).

KREAN QO FZ. 5H(KAWAGUCHI, Yoshiyuki
etal); T1030004 RRMFIREEBAAEITE 4

Z1085 79K YRXR21ENL6K Tokyo
P).

BEE ETOZVRY ., £2TOEBAOENRK
A A EE): AF, AG, AL, AM, AO, AT, AU, AZ, BA,
BB, BG, BH, BN, BR, BW, BY, BZ, CA, CH, CL, CN,

WIPOIPCT
ES4F 748
CI2P 13/12 (2006.01) C07C 323/52 (2006.01)
CO07C 319/02 (2006.01)  CO7C 323/58 (2006.01)
CO07C 319/06 (2006.01)  CO7D 277/14 (2006.01)
CO07C 319/12 (2006.01)  CI2N 15/09 (2006.01)
EfHEES: PCT/JP2014/062115
ERHRER: 2014 £ 5 B 1 H(01.05.2014)
EFLEOEE: HAREE
ER 2RO ERE: HAREE
BRIET—4:
458 2013-097172 2013 £ 5 A 2 H(02.05.2013) P
HEAN etz —tF—74 a—FKRL—
< 3 2 (API CORPORATION) [JP/JP]; T 1030027 B’
FEPREBAAREB=ZTH 3%F 45 Tokyo (JP).
FEAE . AR 4 #2(ASUMA, Yuuki); T 2278502

*qi Jlllﬂ‘*ﬁlmfﬁﬁﬁlzm%luﬂam‘l OOO%H{J’
#%TA*i_*ﬂ:%ﬂ%?iﬁvEﬁnt/’ﬂ A
Kanagawa (JP) L[E A {£(UEHARA, Hisatoshi); T
2278502 FHRJIIBHEEM BT ERBEHE 100
OFHM HMASHZ=ZZFILFREBHHARLY

A — N Kanagawa (JP). BIH % F (MAEDA, To-
moko); T 2278502 %I B ETHHE XA
100 0% HMASHA=ZZLFHFRMTR

CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, FE, EG, ES,
FL GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN,
IR, IS, JP, KE, KG, KN, KP, KR, KZ, LA, LC, LK, LR,
LS, LT, LU, LY, MA, MD, ME, MG, MK, MN, MW, MX,
MY, MZ, NA, NG, NI, NO, NZ, OM, PA, PE, PG, PH,
PL, PT, QA, RO, RS, RU, RW, SA, SC, SD, SE, SG, SK,
SL, SM, ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ, UA,
UG, US, UZ, VC, VN, ZA, ZM, ZW.

[(fEH]

(54) Title: METHOD FOR PRODUCING ¢-SUBSTITUTED CYSTEINE OR SALT THEREOF OR INTERMEDIATE FOR SYN-
THESIS OF o-SUBSTITUTED CYSTEINE

(G4) EEDBTH o—BRIVATAEH LLFEDERIE o—

[E1]
BuS.
. j\ R2X or (R);80,
R10,C” “COR" HHce -
© . . &
(xi) LBUS o R? FhEEE  BuS
ZaieH e (X) __—» R'0L"COR' @ HO,C™ “COaR!
HCHO . 2 (3}
Bush —— 1BuSCH20H 1BUSCH.CI R
Wil ez nzr (0 enIEarr L c)\co -
e 034k 2 8) 2
e 0 reges
g#ce GG
FFARARE BB B F bR "BUSYZ 7Y REAl tBus— R® A4 +BuS  R?
(iiy X0C” “COR! iii NgOG™ “COoR! v OCN” COR'
(4) (i) &) i ®)
?n BXEHT LN B FURERE
3 : I
R? OYO ?Qco Eid
(i o o (ify ©
41
B W { ST\ R? B|ELIEEE KK ST R? BEEEE KK g g2
T T o
. N y ) N
wiy | W i-2) WomeR iy X N oo

71 2 )

AA  tert-Butylthiomethanol
BB Chlorinating agent
CC Base

DD tert-Butylthiochloride
EE Acid, base or enzyme
FF  Condensing agent or acid halogenating agent
GG Azidizing agent

HH  Alkyl chloroformate

Il Azidized metal

JJ Acid

KK Acid or base

BRIATA U ERPHEKOEE

(57) Abstract: According to the present invention, it becomes
possible to perform a process for converting into an ¢-substi-
tuted cysteine represented by general formula (1) or a salt
thereof at low cost and on an industrial scale by employing a
process that is routed through a compound represented by
general formula (3) to a compound represented by general
formula (6). Particularly, by employing a process that is
routed through a compound represented by general formula
(7-2), it becomes possible to detach a tert-butyl protection
group in a simple manner and to produce the compound rep -
resented by general formula (1) with high purity. Further-
more, by employing a process that is routed through tert-
butylthiomethanol or a process that is routed through a com-
pound represented by general formula (9), it becomes pos-
sible to produce a compound represented by general formula
(2) without generating bischloromethylether that is an onco-
genic substance. In the production of an o-substi-
tuted-D-cysteine or a salt thereof, it becomes possible to per-
form a process for converting the compound represented by
general formula (2) into a compound represented by general
formula (3S) in one step by allowing an enzyme or the like to
act on the compound represented by general formula (2).
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