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Fig.1 The synthetic scheme of Iobitridol
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1.2 5-F£2,4,6- =5 FBkBLE 494K

AR 6 5-B K2 ,4,6- 8 F Bk B LB OY ik
#4177 ,20.9 g(37 mmol ) 4 /5 45 5-8%-2,4,6-
ZhFEERfe LB LY 40 mL AgiR A, ERAE
#F,@Mm9.2 mL(126 mmol ) FAL L #R,, i3 An 22
E,MRE@A, LB 4 h, b EER, BEKR
it T RAC AR, BN, B, Sk, E T
50 CFEE TR, 52 29.5 g 5 FEBK EE
>220 C; = £:84% . L% 5 # (C4H,0,NCL1L,)
ML (%):C 16.13,H 0. 34, N 2. 35; £ al{&
(%):C16.35,H0.68,N 2.36. IR(KBr)v/cm '
3468 .3369 (N—H) , 17981769 (C=0),1600( 3
3R C—C).
1.3 2-FAE-1 3-8 55-5-FRAM AR

¥ 45.0 g(260 mmol ) 2-5F & #-5-#% %-1,3-=
AAHmAF 100 ML ZRERP,75 C Tl
A 57 mL(780 mmol) F 4L LA, €% 6 h, & H 3K
e it B9 KA B, FoR E A, K& (91 ~
94 C/266.6 Pa) i85 ,135]48.9 g LERKEFE
R MR AR, Z & 97%. TR (KBr) wem ™' ;2968
(CH,),1800.1770(C=0).
1.4 5-[2-F#AA-1,3- =8 <HKRS5-FELE 2,4,

6-Z B JE] X B E 40 A AR

19.1 (32 mmol )5-R % 2,4,6- a3 F BRBLE
EF7SmL N N-ZFEZEEP, HmAI2 mL=
LR ERABEYP T, BMm6.7 g (35 mmol)2-F &
E13-ZRSKRS- PR, AmEEE, LR 6
WY KR RREmERY , FQEBKRBA B
L IEAFR KR EOR,S0 CEETR, F323.6 ¢
g ERRKEK, & & 8%, B.E>220 C; Lk
42 (C, H,,O,NCLI,) ##14(%):C25.56,H
1.88,N1,.86;5:44(% ):C26.14,H2,14,N 2,
02. IR (KBr) v/em ';3263 (N—H),2964 (CH,),
1763 (Cl—C =0), 1663 (N—C =0). 'H NMR
(€DCL,) :0.95(d,6H,CH,),1.81 ~1.89(m,1 H,
CHCH,),3.07(m,1 H,CHCH,) ,4.40(d,1 H,0—
CH),),3.96 ~4.07.4.39 ~3.47(m,4 H,CH,).
1.5 5-[2-F @ A-1,3-= 4 5 3R-5-9 85 |-N,

N-ZF&NN-=-(2,3- 245 7/%)2,
4,6- =B8] E ZBLRE 69 A AR

% 10.0 g(13 mmol ) 5-[2-F & &-1,3-— &5
BRS5-F B |2,4,6-= 82 5] X B e A F|
100 mLF ®E P, REiEm3 ml Z0UER2.7 ¢
(26 mmol ) 3-F R A-1,2-% — 8, £8 F#H #
8h'°! ik, MR AERARFHE Y. AB
FTRBEMBHREIATHFORE T, FAAKAE

S, 7FH) 4.6 g HHRERK, FFR£40%. 155 >
220 C(I;iﬁ,%_{o}iﬁ' (CMHmogNsls) Hfi(%):C
32.42 ,H3.85,N4.73; &Lmi{a (% ):C 31.98,H
3.75,N 4.70. TR(KBr)v/cm ™' ;3426 ( O—H N—
H),2963(CH,),1625(C=0)."'H NMR(D,0)3:
0.80(d,6H,CHCH3),1.63 ~1.82(m,CHCH,) ,2.
85 (d, 6H, N—CH, ), 3. 09 (d, 3H, CHC =0,
CH,0H), 3. 28 ~ 3. 37 ( m, 4H, N—CH, ),
3.48 ~3.54(q,2H,CH,0H) ,3.60(d,4H,0CH, ),
3.90~4.10(m,4H,0H),4. 30 ~ 4.36 (m, 3H,
OCH.CHOH).
1.6 5-[3-F%R2-#FhA-FekE]-N,N-=F k-

N,N-=-(2,3-—#EX®#E)2,4,6- =824

F B (B LET ) 6 A K

¥ 10.0 g(11 mmol)5-[2-F & E-1,3-—& 5~
RS- - -N,N-—# R N N-=—-(2,3-—& 1%
FK)2,4,6- =58 4 X = Be e m A $] 40 mL A 3
P, ER i 8 h. HiE R AT, B4R A AR 4
458 7.6 ¢ & & B 4K, & 81%. B & >
220 C; A ELSH (CyyHyO,N, ) T#4E (%) :C
28.76,H 3.38, N 5.03; =M@ {4 (% ):C28.73,H
3.50,N5. 03. IR (KBr) vw/em™': 3382 ( 0—H,
N—H),1622(C =0);'H NMR, 5:2. 85(d,7H,
N—CH,.CHC =0),3.07 ~3.09.3.49 ~3.55(m,
4H,CH,0H),3.31 ~3.39(m,4H,N—CH,) ,3.65
(d, 4H, CH,CH), 3. 70 ~ 4. 10 (m, 8H, OH,
CHOH).
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Synthesis of 3 ,5-dimethyl-4-t-butyl-bicyclophosphorothionate

Zhou Wei, Huang Xiang , Ju Xiu-Lian~
(Hubei Key Laboratory of Novel Chemical Reactor and Green Chemical Technology, School of Chemical Engineering
and Pharmacy, Wuhan Institutc of Tcchnology, Wuhan 430074, China)

Abstract . Bicyclophosphorothionales arc GABA receplor antagonists which show the scleelivity belween inscels

and mammals. 1- sulfo-1- phosphor-3, 5-dimethyl4-t-butyl-2, 6, 7-trioxabicyclo [ 2, 2, 2 ] octane was

synthesized from acetylacetone via alkylation, hydroxymethylation, reduction and cyclization with PSClL;. The

target compound is confirmed by 'H NMR,MS specira.

Key words: GABA rcceplor;bicyclophosphorothionale ;synthesis ; inscelicide
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Synthesis and characterization of iobitridol

DUAN Rong', LIU Yang' , HUANG Qi-mao' , XI Jiang-bo* , JI Min*, BAI Zheng-wu"'~
(1. Key Laboratory of Green Chemical Process of Ministry of Education, Hubei Key Laboratory of Novel
Chemical Reactor and Green Chemical Technology, Wuhan 430074, China; 2. Zhongnuo Medical
Devices Technology Lid. , Helei 230022, China)

Abstract; lobitridol was synthesized by two-step condensation reactions of 5-amino-2,4,6- triiodoisophthaloyl
chloride with 2-isopropyl-1, 3-dioxane-5-carboxylic acid chloride and 3-methylamino-1,2-propanediol in turn,
followed by the de-protection through hydrolysis. The structures of Iobitridol and its intermediates were
characlerized by FT-TR, "H NMR and clemental analysis.

Key words; contrast agent; iobitridol; synthesis; structural characterization
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