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Torizo Takahashi, Hiroko Kizu, Masahiro Takaya,*' and Yoshifumi
. Maki*? : Synthesis of 2-Indanyl Urea Derivatives.

(Research Institute for Production Development®' and Gifu College of Pharmacy*?)

In order to examine their analgesic activity, 1-(2-dialkylaminoacyl)-3-(2-indanyl)ureas (VI
to XXI) were synthesized‘ and they were found to have activity comparable to or less than
that of aminopyrine. '

(Received October 22, 1965)
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*1 Morimoto-cho, Shimggamo, Kyoto.
*2 Sakanoshita, Mitabora, Gifu.
1) L.B. Witkin, ef al.: J. Am, Pharm. Soc., 133, 400 (1961).

2) &, BER, EN: A3k, 82, 1597 (1962).
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NER ST D AR 1-(2-dialkylaminoacyl)-3—(1-indanyl)urea ¥5 (VI~XXID) % &5 L SR/ H% B3 L v
fz.
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w7 FLNT L FEVHESIES L 1-(2-haloacyl)-3-(1-indanyl)urea (N ~V) HFEECE 2. b VN~V 11
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TasLe I.
v , Analysis (%)
) P
Cél\?z)l?d' }{gl)d r(%é)) (ré?:gsﬁ.ras%clg.) Formula Caled. Found
) . C H C H
v 84  147~148 needles (benzene) C1aHi30eNoCl  57.03  5.19 56.93 5.18
v 68 163~164 needles (benzene) CisHis0:NeBr  50.17 4.86 50.00 4.93
A 68 136~137 prisms (benzene) CusH;O;NeBr  51.70 5.27 51.71 5.26
I - 81 139~141 needles (benzene) C14H;90:N3 64.37 7.28 64.80 7.47
Vit 62 139~141 plates (benzene) C16H31035N3 63.35 6.98 63.45 7.13
X 73 94~95 needles (isopropylether) C;sHy30.N3 68.98 7.40 68.68 7.34
X 67 110~111 plates (isopropylether) C17H302N; 67.75 7.69 67.50 7.67
X 63 72~73 needles (n-hexane) Ci1sHz302N5 66.41 8.01 66.31 7.98
X 63  122~123 g‘e‘;tze(jng’g“hexane" CiHuONs  66.87 7.37  66.47 7.35
X 54 114~115 needles (isopropylether) CisHp0:N; 65.43 7.69 65.47 7.93
XIV 65 126~127 plates (isopropylether)  Cy;Hz303N; 64.33 7.30 64.38 7.45
XV . 60 112~113 prisms (isopropylether)  Cq3Hp50.N3 68.54 7.99 68.27 8.24
XVI 50 58~-59 prisms (z-hexane) C1oHs502N3 69.69 7.70 69.52 7.73
XVI 65 86~87 prisms (n-hexane) CiHas0:N;  67.30 8.31 67.39 8.41
XV 83 91~92 plates (n-hexane) C17H»30:N3 67.43 7.68 67.75 7.69
XIX 68 1s2~1s3  Prems (ebsencs CiHasON:  66.41 8,01  66.44 8.05
XX 60 135~136 needles (benzene) C1sH250;3N; 65.30 7.55 65.30 7.55
XXI 60 122~123 needles (isopropylether) CyoHy;02N3 69.48 8.22 69.27 8.22

e ffic I~XXL OfERRIL~ v ARMMERSRBSRC L VBRE S hie. 73 /7€) voRESErY 1 &
LCED# A E 5 & W 0.82~1.06, W 0.31~0.47, K 0.36~0.58, X 0.53~0.92, X 0.7~1.0, XI 0.64~
0.88, XIV 0.45~1.20, XVI 0.42~0.99, XVI 0.65~1.07 T7 3 / € ) v L RRED 5L FhEU T 580405
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2-Aminoindan EEE () 2-4 v &7 v 45g. % MeOH 200ml. ¥, Zhick Fexv i 73 vigh
B 475g % HoO S0ml. wiEM LB eNes. SOEHE»Y 67g © HO 35ml) s BRT BT
L 2hr. RIEE%, kBT 5L EaanET5. FR, Kk #ZBRULaK MeOH 25 B+ % & mp.

3) N. Levin, ef al.: ]J. Org. Chem., 9, 380 (1944).
4) TR, et al.: HmiLMKER, 10, 45, 57, 61 (1963).
5 &7, el al.: K3k 83, 399, 402 (1964).

NII-Electronic Library Service



960 E - Vol. 86 (1966)

=

152~153%(decomp.) D 2-4 v ¥/ v+ * > & 45g. (WE 90%) %5 5.

TorFra 14.7g. % abs. EtOH 50 ml. rhic 2% x ¢ 109 Pd-C 15g., 209 EtOH #: HCl 50 ml., PdCl,
lg. ZmxBMBRITT 5. H&E H & 5290 ml. (B R 4580 ml.) filft» F B F RIS ERE, BEYc abs.
=—Fr%Mzb e I o HCl 5 8. 1g (E 48%) #H 3 5. EtOH 75 FH LT m.p. 230~233°(decomp)
O LD, REEXEHTEE, WHCL 5 EFH—o m.p. %RT.

2-Indanyl urea (III) I.HCl i 2.6g. & KCNO 2.6g. » H.O =%, Kips (50° = 5min. g 1
BORZwwKE, Hillighs EtOH 220 B & T5 & mp. 211~212° o@gk & I 2.0g. (INK 80%) » & 5
C1oH12ON;  Anal. Caled.: C, 68.10; H, 6.86. Found: C, 68.45; H, 6.86.

1-(2-Haloacyl)-3-(2-indanylurea g (IV~VI) 1.5mole @ chloroacetyl chloride, 2-bromopropionyl chlo-
ride # 7zi3 2-bromobutyryl bromide % 40~60° wwinii L, ##:Fic I 1mole »#mz 5. 50~60° = 1hr. i
BRELEBHMOMBEY L KKPCEASMBTS. FHT2 VN~V 2FR, Kk, ZE@EEYT BEH»S B
s % (Table I £R).

1-(2-Dialkylaminoacyl)-3-(2-indanyl)urea #f§ (VII~XXI) V~V lmole p<Xv¥vEKic 2.5mole o
HIETH7 IvEL2ECR v v EREMAHES (100°) © Shr. m#+ 5. T2 7 s vo HC i
HBr #2F= 1L, FRYER FHT»ERYBEUTEE»D FHE&T 5 (Table I 28).
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86 (10) 960 ~ 963 (1966)
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Shuntaro Ogawa, Minoru Morita, Kazuko Fujisawa, and Kumii Dome :
Studies on the Chemical Properties of a-Lipoamide (1,2-Dithiolane-
3-valeramide). II. Gas Chromatographic Determination and
Its Application to the Pharmaceutical Preparations.

(The Research Laboratories, Rohto Pharmaceutical Co., Ltd.*?)

By utilizing the almost quantitative formation of 2-thietanevaleramide from a-lipoamide
and potassium cyanide, examinations were made on the determination of a-lipoamide in
pharmaceutical preparations by gas chromatography and a new method of determination,
with high specificity, was established. A good result was obtained by determination of
a-lipoamide in commercial preparations by the use of the present method.

(Received November 9, 1965)
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* g 13 S. Ogawa, M. Morita, K. Fujisawa, K. Dome : J. Vitaminology., 11, 185 (1965).
*2 Tatsumi Nishiajiro-cho, Ikuno-ku, Osaka.
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