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Ring Transformation of s-Triazine

——Synthesis and bioisosteric evaluation of 1, 3, 5-Benzotriazepine——

Won-Keun Chung, Nak-Shin Chung, Kye-Jeong Shin, Jin-Hyun Chung,
Deukjoon Kim, Moon-Woo Chun
College of Pharmacy, Seoul National University, Seoul 151, Korea

Abstract—A mnovel synthesis of 7-membered 1, 3, 5-Benzotriazepine(¥) from 1, 3-Dimethyl-5-azauracil
in one step by s-Triazine ring transformation is reported.
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WA 0. 5 Triazine?] ambident nucleophileo] f&3F WK HE-S FIFste & 5-membered
heterocyclic ring @ 6-membered heterocyclic ring®] &SR ER + HEE KT 3-membered nu-
cleophile¢] 1} 2-membered nucleophileo] o}1] 5, 4-membered nucleophileel 7§ $-2] ring transfor-
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Scheme I-—s-Triazine to pyrimidine ring trans- Scheme II—Triazine to 1, 3, 5-Triazepine ring
formation transformation
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1,4-benzodiazepine-7-nne 1.4 tenzadiazepine. 4-H-oxide Scheme m Oﬂ /(‘] JJ_J—-"‘\.;_' H]—Q]— 71—‘}0] compound N ,
Scheme IIT—Structural ¢omparison between 1,4~ ﬁ
Benzodiazepine and 1, 3, 5-Benzotri- V, Vo] $t4 8} 7-membered ring& —N,—C,—
azepine
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t}. o]# o] 7-membered ring9] chemical isosterism =i biological isosterismul R3rsw] 1,3,5-
Benzotriazepine?] 7-membered ring¢] Drug-Receptor Interactiono] 1, 4-Benzodiazepine®] 7-mem-
bered ring®] Drug-Receptor Interactionz} 7+-¢ 4 91-&-& 44 AT < glr}. 1,4-Benzodiaze-
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W E wrs} o] EE%L s-Triazine® Ring Transformationg FlfHsle BfEslE bioisoste-
rismo] BiE 4 3L+ 1,3,5-Benzotriazepined Bt AMgike] FHEZ AK sl w4 2
AR RS #iEcle SREe Neuroleptic activityy A <8lo} fgez A €},
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'H-NMR spectrum-g- Varian FT-80A (80MHz) & ¥ TMSZ- internal standardz )¢ o ¢ o},
TLC+= Merck Silica gel GFy55 AM-4-3l9 3. column chromatography: Merck Silica gel 60-%
ALEstg o, Y48 448 %E Coleman Carbon-Hydrogen analyzer @ Coleman Nitrogen analyzer
E A&t dgith

1,5-Diacetyl-1, 3. 5-Benzotriazepine2] &pg—+< t-BuOH (30ml)o)] potassium (104mg) &
do] A5 t-BuOK £ N, N’-diacetyl-o-phenylenediamine (250mg, 1.30mmol)$ 7}3F o}
& A&7 F dtell A 14417k EoF 50°Cell A szutale] N, N/-diacetyl-o-phenylenediamine] dianion
& FAEGt o)¥€A FAH fLdo] T t-BuOH (10mb)e] 591 1, 3-dimethyl-5-azauracil
(183mg, 1.29mmol) #K-S A 3 oh& 30417 Tt F&A refluxdt F L9 & {4, AAE
column chromatography (Silica gel, CHCl; : MeOH=13: )& *&)sle] 13 33N Ax 195mg
(61.4%)% A ith.

NMR(CDCl;) 6 7.2(4H, m)

5.8(1H,d)
3.4(3H,s)
3.45(3H,s)

Analysis Caled. for C,H;N;O; : C,58.78, H,4.49, N,17.14 Found : C,58.73, H,4.60, N,
16.98
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