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The conventional synthesis of nortriptyline (1) from 
the acetylenic carbinol 2 by catalytic reduction and de­
hydration has been described.1 Partial hydrogenation 
of 2 yields the vinyl carbinol 3.1 I wish to report, the 
rearrangement of 3 to the allylic alcohol 4 and to the 
chloride 5 and the hydrogenolysis of 5 to 1. 

The tertiary vinyl carbinol 3 undergoes a very facile 
rearrangement in the presence of acid. The product of 
this rearrangement with aq HC1 is 4, whereas with dry 
HC1 in CHCI3 the product is 5. Catalytic hydrogenoly­
sis of 5 affords 1 in good yield. Compound 4 and the 
corresponding ketone 6, have been described as anti­
depressant and anxiolytic agents.2 

(CH^NHCR, 

1 

CHC1CH2NHCH, 

5 

afforded 4 (20 g of vellow rosettes): mp 110-112°; uv max (95% 
EtOH) 242 im* (e 14,500). Anal. ( C I 9 H J I N O ) C, H, O. 

An attempt to prepare 5 from 4 with HC1 in CHCI3 under the 
same conditions which gave 5 from 3 afforded only 4 as the HCI 
salt. Thus, a soln of 4 (2.8 g, 10 mmoles) in CHC13 (100 ml) was 
treated with anhyd HC1. The resultant ppt was collected by 
filtration, washed with E t 2 0 , dried (Na2S03), and recrvstd from 
EtOH-(CH 3 ) 2CO-Et 20 (1:1:10). The product was 4 -HCI (2.0 
g), mp 166-167°. Anal. (Ci9H22ClNO) C, H, N . 

5-(2-Chloro-3-methylaminopropylidenji)-10,ll-dihydro-5i[/-
dibenzo[a,d]cycloheptene-HCl (5).—A soln of 5 g (18 mmoles) of 
3 in 200 ml of warm (40°) CHC13 was satd with HC1 gas. The 
reaction mixture was coned in vacuo to ca. 0.5 vol and was poured 
into 400 ml of dry EtjO. Crude 5 was collected by filtration. 
Two recrystn from CHC13-Et20 (1:5) gave 5 (5.2 g, 87%): mp 
141-143° dec; uv max (95%* EtOH) 243 mM (e 15.000). Anal. 
(C19H21C12N)C, H, CI. 

Nortriptyline HCI (1).—A 3.4-g (10 mmoles) sample of 5 was 
added to a prereduced mixture of NaOAc (3.3 g, 40 mmoles), 
P t0 2 (0.1 g), and glacial AcOH (200 ml). The reaction mixture 
was shaken with H2 at 3.16 kg/cm2 until 10 mmoles had been 
consumed. Pt was removed by filtration, and AcOH was dis­
tilled in vacuo. The residue was treated with 10 ml of 50% 
NaOH soln. The pptd 1 (free base) was extd into 500 ml of 
E t 2 0 , wrashed twice with 25-ml portions of H 20, dried (Na2S04), 
and filtered. The filtrate was treated with HCI gas until pptn 
of 1 -HCI was complete. The product was collected by filtration 
and recrystd twice from EtOH-Et jO (1:10) giving pure 1 -HCI, 
mp 206-208°, identical with an authentic sample of nortriptyline • 
HCI by mmp and by ir, uv, and nmr spectra. Anal. (Cv<-
H22C1N)C, H, C1,N. 

A c k n o w l e d g m e n t s . — T h e a u t h o r is g r a t e f u l for h e l p ­
ful d i scuss ions w i t h D r . J a c k Mi l l s a n d D r . W i n s t o n S. 
M a r s h a l l a n d for t h e a s s i s t a n c e of M r s . W i l m a M i l l s 
w h i c h w a s i n s t r u m e n t a l in t h e successful c o m p l e t i o n of 
t h i s w o r k . Spec i a l t h a n k s a r e d u e t o D r . H a r o l d E . 
B o a z a n d M r . D . O. Wool f for t h e s p e c t r a l d a l a a n d to 
M r . G e o r g e M a c i a k for m i c r o a n a l y s e s . 

CH2NHCH, Acyl th iazol id ines 

CHOHCH2NHCH:) 

4 

Experimental Section 

Where analyses are indicated only by symbols of the elements, 
analytical results obtained for those elements were within 
± 0 . 4 % of the theoretical values. Melting points were taken in 
an open capillary and are uncorrected. 

5-(2-Hydroxy-3-methylaminopropylidenyl)-10,ll-dihydro-5ff-
dibenzo[a,d]cycloheptene (4).—A soln of 5-hydroxy-5-(3-methyl-
aminopropenyl)-10,ll-dihydro-5£f-dibenzo[a,d]cycloheptene (3) 
(27.9 g, 100 mmoles) in 100 ml of 3 A'' HCI was prepared by warm­
ing the mixture gently. After 1 hr at room temp the mixture 
was made basic with 50% NaOH. The product was extracted 
into 1 1. of E t 2 0 , washed with H 2 0, dried (Na2S03), filtered, and 
evaporated in vacuo. Two recryst from C8He-Skelly B (1:5) 
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In a search for lipotropic agents based on the thiazo-
lidine ring la,b we have synthesized a series of new com­
pounds of the general formulas in Tables I and II. The 
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Formula 

CsH17INOS 
CuHalNOS 
C15H31IN0S 
CUH20C1INOS 
C1SH23IN02S 

>—Analyses 
Calcd 

40.38 
33.54 
31.69 
30,74 
31,07 

i for I " -
Found 

39,45 
32.98 
31 , 10 
30,15 
30,20 
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