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Studies on synthesis of antidiabetic drug troglitazone

YU Yu, etal
Research laboratory of pharmaceutical chemistry and biomaterials, College of Basic Medicine
Abstract: Objective This paper reported the studies on synthesis of troglitazone. Methods  The three steps
(esterification, etherization and reduction) were changed for the first two steps (reduction and selected
etherization). Results The two new compounds 11 and I1[ were obtained, and these were obtained without column

chromatography in all reactions. Conclusion The experimental results showed that the yield(98%) of
etherization was 10% more than that reported in the literature. The total yield is about 17%.

Key Words ; Troglitazone: Synthesis; Type 2 diabetes;

HIEWHO 1997 &, 19955FE L RERR
WEF 15, MO E2025F 4GB E£2294, H
PLRIRER AR ERARE R — TR, HEH
EEL9S% L, . IR LA, 2RBERANE
B4 (R 2 BE 1 EHEHTUnsulin resistance, INR), di#g
%|Bd(Troglitazone, TZG)R AL |-F{CFHI L2
HUBEFR T B FREMbE-2.4- B KR — A H
o, wheEmen. g 24 W%
{Thiazolidine-2,4-diones) 2 — 28584, %4, HEL
A5 2 BR e B 5 R 5% 3 1A 11 B8 FR 9% (Non insulin
dependent diabetes mellius, NIDDM )[R 1 3597 74
¥, TZGRH M A EINRIHLEL A RIBEE
Eord, EIRECEMER. ®H. WA, BRF
2R B B HURE . EHRRINRIER,
AR B (H NG| AR 5505 Jo) B A FHCR o 4 - B
SRR RSTE, MERRE, AEBEEE
WM R, FENEE. NMLESEU LR, TZGH
— A a-HELERETE, EIRSY-PrpuE-RIg ) Togs
FHZ R, MEH#FENDDME #8510,
HABOREEA — N FERENE. dkTR
TZGE #7NIDDMES AT RE A AR A

EEMTE. £ B o1960- B BiEE. @

Non insulin dependent diabetes mellius; NIDDM

M cEiE", TZGHE RS RU6BE-
2.5.7.8-00 A2 3 — i -2- PR h RS AL £
S, EBRMEEL, EREL. KB, 2@, T
. Merwein/Z[, F4&, KB&IBAR, AL
R, RAZHEL,

CHBERE L F
, BB RNAE, BREAE FEEN
PITMBEL R RN B6%) K . BIERRME,
MEE . RN ——EERE BRI R RN,
EHIFIBEN =P RN, AL, BLME R
R, B AN LS WADMAE R, H3 e
WODRAT THIE, RE2FR.

Hooh BEAL R R RO 40 0 98%, B Sk

m%%%%TW%uLQ

. B, HOeEGTREEH, £
mﬁ%ﬁﬁé NEFE. EAERNT, BIZ
RS REEMAEESE, RATEA S, H
W, REE—EHRE, HEAMRAMRHE
¥, BEW, WEFEN—EEN, AN, RN
Sl T—8p®, WA TEIEYNER, AR MR
NS RAHBEGENE. THEGF~Y. Mkx
291R17%,


http://www.cqvip.com

M-

£ OO0 http://www.cqvip.com|

BERER kS H2000E H2545 R I CActa Universitatis Scientiae Medic{q;g C_I_'-ongqin_g{ r o - 257 -
Ha CHa CE CHa
CH
HO LiAly_ O o CHeOCHCL o
CooH HiC HaC 0
Bt CHa (Hs CHa CHs CHa CHa
1 Xl Y

C“““mf

CH»
CHsCOO

m@

VI

" CHAC00
———
Barc \0\}\
’ COOCsHs

CH_‘. N'H
CH=CO0 HO
— g =
HiC NH
CHs  CH: )
X 0

CH
"0y 14
K i NH
TZG

Ml FRUBIESTICS RS

CHs CHs

"o Eroy  HO CHAOCHC1
—_— —_—
AaC COMH HaC COOEt

CHa CHz CH» CHa
1 I

i cHiocho T
CHOCHA LiATHe -
D — s H
HeC CO0Rt HiC

CH CH: CHy  CHs
I v

2 SAISEDREAE. 2P ERETFRITAESEN

] KBHZTEHER

FEHABRETF. TESTEEXFMOD-1106 71 £
S¥r{x E#MsE. EI-MS (15 32 NEC DX-300 i {illlsE, 4
Fh il e H A SRIR-M0L S e R,

Ll {2

HUEYI(S0z, 02molLYET LMD, MMAEMAIT
WA EBHE. I B TRER ARSI E80CLLA .
BRiE, BERZLN. NMENZBIERER, BEMEAN
Kbk, EARRR T, B208R. Sanhig, Bks
Y, 538g, #CEN. 9%, MP. 116~118C; MSim/z)
278MYy; TR UCHL0AT 8, BiEE1%): C69.04,
H7.98: LM{%): C69.07, HR.00.

12 #4wviniE

51L& (45.4g, 0.16mol/LyFDMF 100 mlg, 7ok
BHEAT, MAZAMAETSREEZR, R5, d0E
R, WmESBREh, MAKKTR, HZBZERR,
HARESE, KN TR. BRIEHR. SHREHS.
Wk &Mlll, S2g, WY, 98%.

#Hik a4l 32z, 9OmmolLygFTHE . Ei@m A
LIAIH-HITHERSMR. RNwE. ES&BSh, 85,
I AMACD, INIERE, ZMLASIREL, DAL, WRGEHE B
B, HAKEESH, TKFERATR. REBR, S40H
Wiy, 2768, ik, 99%,

EAAME TR, BHiE Qs =&, mDMSO 110
mIFIE LSV (27.6g, 98.6mmol/LIFIHERFH. FHOCT,
BEHEmin, BRFEHEIC, LBERMAN-EHEXIE
{0.21mol/Ly, FE60~70'C RETENr, HIAKKT, LBL
Arizie, HIRSEESH. TR TER. BRIFR, 84
RSV, Mg R, 8%,

# (b 2 MV642,40 Smmal/LV 85 T 4 10%E B 81 2. 6
150mlch, ZE60°CHE M 10min, i1, MARBRAAKKES
o, WTTpHERHE. LAMABEN, HITANRHTE.
B, ﬁﬂﬁiﬂzwﬁﬁr BHE ORIV, REsRY
WEREBER, HSKZRELR, BLaPVL 137,
L E 94%. MP. 114~116'CIOIME, 114~116C),
L3 fbEMvinnHE

HAYIVI(10.2g, 28.6mmobL g FitmE30mith, ZE10
CHIEH T, WinZAE(I5ml, 0.14mol/l), BEHEIOTH


http://www.cqvip.com

-258 -

HER, WD, AR, HER, BERKLED
M. TR . BRI, SatmiRanV,
10.6g. Weacd, 93%.

W 1E & VI (124g, 31mmol/L )i T R FA R & #
1. P110% Pd/C 3.5g, ¥R T, WIEAL, dH, WH.
. HTARNTE. RIMCHIER. BREEH, Sl
VI, 92, WeEH. 79%, MP. 136~137C, (@R, MP,
138~ 140°C).
14 {E4mXasE

A VI (10g, 27.lmmol/L) 5 T- 7 Bd 10m] &
40%HBr ImIFHF R A, ok s T, MITNaNG,
(29543 Ammol/L ) HHE. BHMERE TR, SRk, W
CuBr 10.47g 33mmoll . TS . B4 L%
PE AL BAREEHG, AR KR, KGR VB, BB
T LA ik i r e A= ) D

AR bR I, FFO L BEEE T TR, Wik
A WH. EEZEEE, RN, WRURHIRIA DS, KK
MiREEI- R, BRI, AN HIM R EE, HTEE
s, BeSWX, 6, WFEH: 46%. MP. 216218
T MSimizd482M ) LR TLLCHWNOSH § . i
(%): C64,72. H6.27, N5.80, $6.63; LHil{i%): Cod69,
H625. N5.81, $5.64.
L3 igFIM(TZGHHAE

FHEWX 3e, 6.2mmol/L)F T T ¥ B R ARE-2 18mIF
WibEeh, InAR[FUHE, A0, FTlElE. T, Y HE
BiE L, MMmPIE, 1.8, WFN: 66%, MP.I8S~
187°C, (Z#R: MP. 184 --186°C). MS(mizMal(M'): &
S LACAHNOSIFE, b {li{v): 6529, HE.16. N3.
17, §7.26: SHI{f(%): C65.22, Hs.13, NiI17. §7.25: IR
(KBricm): 3400(0HY, 3300(NH). 1740, 168(C=0), I580(C
=C).

—— e

£ OO0 http://www.cqvip.com|

B rkpd B SASA 20008 IR258 9530 < Acta Universitatis Scientiae Medn?lnae Chongqing

2 it #

2.1 EHRFIBIN G RBETINE, ATl g
AR, VRS R A s 5 &R Be
(5t [BRRD, SE L, Bt ARG,
WERERER, £A LEBLRYSEERH. A
WRLALT%, FE TP T 8.
22 RGBS L R LIV Sl E
2y H78%, BRI % = R N & A
SV U 2 9%, HrR T L R Y AR £
%98%, Lt CR{id MRS T10%0L b, ¥ B
B —AH AL S BADFIIDA: B,
23 WA RMTERTHESHCY, $RTH
HET S P A 7

Wit BRI ARG R, AL
2 A PR A B, Tl P T B

i

$ £ X W

(11 Caroline MS, Markham A. Troglitazone [J]. Drugs,
1997:54(1):8%-101,

(2] Matsumoto K. Miyake S, Yano M, et al. Increase of
lipoprotein{a) with troglitazone [J]. Lancet, 1997:350(9093):1748
-1749.

[3] #*5x. #Ir NIDDM i %8 THIAZOLIDINE
DIONES [J]. B4FEZECN 34 /), 1998181 :16-19.

[4] Takac Yoshioka, Takashi Fujita, Tsutomu Kanai, et al.
Studies on Hindered Phenols and Analopues. 1. Hvpolipidemic
and Hypoglycemic Agents with Ability To Inhibit Lipid
Peroxidation[J]. J Med Chem. 1989;32:421-428.


http://www.cqvip.com

