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Synthesis of monoamine oxidase inhibitor intermediate 1,2,3,4-tetrahydro-

1-naphthylamine hydrochloride
CHENG Peng,ZENG Qingdong,PENG Yang,ZHANG Wanping,LlI Wenjun ,LU Zhenhao,YU Yu

(Teaching and Research Section of Medicinal Chemistry,College of Pharmacy ,Chongging Medical University)

[ Abstract]Objective : To design a method for synthesizing 1,2,3,4~tetrahydro—1-naphthalenamine hydrochloride ,which is an impor—
tant intermediate for monoamine oxidase (MAO) inhibitors. Methods:1,2,3,4—tetrahydro—1-naphthylamine hydrochloride (11) was
synthesized from benzene via acylation,reduction, cyclization, condensation, reduction, and salification by methods of Fridel Crafts
acylation, Wolf—kishner—-HUANG Minglong reduction and Harwoth cyclization. Results ; Overall yield for synthesizing 1,2,3,4—te—
trahydro—1—naphthylamine hydrochloride (11) was 43.6%. Conclusions:Method for synthesizing 1,2,3,4-tetrahydro—1-naphthale-
namine hydrochloride is establish. Optimized synthetic route has advantages in industrial production for its cheap and readily available
raw materials, easy in operation, high yield and high quality of products.
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Tab.1 Structure of compound containing 1,2,3,4 — tetrahydro—

naphthalene-1 — amine
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Fig.1 Synthesis route of (11)
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2.1 4-BIK-A-FHRT (7)) 0% &

HUK (30 ml,0.33 mol) & T° 100 ml [BIE LS, HEPE T
AT ZBREFEAAK (5 g,0.05 mol) , FEAMIL A TE /K =44k
FRRBIA (14 ¢,0.1 mol) , INAR [, Ak TN 2 h, VL 2145
@, SRE AR S, B2 ELA 200 ml K, 48K
2L HOROBEAI(10 mlx 5) . BIFAPLE, HH NaOH &
WAL (10 ml x 5), A IF7K)Z, I HCL i pH=1, & & 8T8,
T8 K VRUEE, TR 13 AR AR EMAR 7(8.3 ¢,96%) ,m.
p.115 C~117 “CCCHR9, 11]:90%, m.p.115 C~116 °C), MS(m/z)
179M+1]", IR(K Br)v(em™):2 919(0-H);1 681(C=0);1 590

(ArC=0), 'H-NMR(DCCl;,400 MHz)3:2.79~2.82(m,2 H,
CH,COOH);3.30~3.32 (m,2 H,CH,C=0);7.46~7.98 (m,5 H,
ArH),
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(10 ml x 5), T 525 A4 8(1.3 ¢,80%) ,m.p.49 C~
50 C(3CHR, 12]:80% ,m.p.47 C~48 C), MS(m/z) : 165M+1T",
IR(KBr)v(em™):2 937(0-H) ;1 687(C=0), 'H-NMR(DCCL,
400 MHz)3:1.92~1.99(m,2 H,CH,);2.34~2.38 (m,2 H,CH,C=
0);2.64~2.68(m,2 H,ArCH,);7.16~7.29(m,5 H,ArH) ,

2.3 1,2,3,4-mERE(9) 84 &

4 8(3 g,0.018 mol) £ R #h K (37 g,0.1 mol), & T
150 ml BB, 78 80 CTFHEFE 20 min, 5 AR A VK
K A BB AR (10 ml x 5) & FFA DU, KB (20
ml x 3), FHF NaOH ¥ 7% (20 ml x 2) , 4R R0 £ £h 7K 3k
(20 ml x 3), FHTC/K B BR A T4 it ik el 28 2k — Gl A
FRIR BRI 9(2 ¢,76%) (SCHR[13]:84%) . MS(m/z) ;147
[M+1], 'H-NMR(DCCl,,400 MHz)8:2.11~2.17(m,2 H,CH,);;
2.64~2.67(m,2 H,ArCH,);2.95~2.98(m,2 H,CH,C=0);7.24~
8.04(m,4 H,ArH),
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(DMSO,400 MHz)$:1.70~2.07 (m,4 H,CH,CH,) ;2.68~2.79(m,
2 H,Ar-CH,);4.391~4.399(d,1 H,CHNH,);7.16~7.58 (m,4 H,
ArH)
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