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Abstract : We describe a stereoselective synthesis of the tmns-octahydroindole-2-carboxylic acid 2 
a kzy intetmediate in the elaboration of Trandolapril (RU 44 570) 1. The optically active starting 
material used was obtained by an enzymatic hydrolysis. 

Orally active inhibitors of Angiotensine Converting Enzyme (ACE) have received much attention in 

the treatment of hypertension since the 1980s’. Our interest in this subject was focused on Trandolapril (RU 

44 570) 1, an optically active ACE inhibitor. 

The retrosynthetic scheme adopted for the synthesis of 1 is shown below. In this paper, we describe a 

stereoselective synthesis of the trans-octahydroindole derivative 2. This compound was already obtained in 

a racemic form by R. Henning and H. Urbach2. 
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Synthesis of the optically active key intermediate 2 presents two major difficulties due to the presence of 

- a tram fused ring junction3. 

- an epimerisable center at C2. 
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(a/B = S/95) 
2 a R=H 

b R=CH,Ph 

f) see ref. 7 ; g) EtsN (3 equiv.), MesSiCl(l.2 quiv.), CH$l2, r.t., 1 hr ; C&COCl, r.t., 1 hr ; 

CHsOH (0.5 equiv.), aqueous HCl (pH l), r.t., 3 hr ; h) EtsN (1.5 equiv.), CH$O&1(1.3. equiv.), C!H#$, 

r.t., 15 hr ; i) NaH (2 equiv.), DMF, r.t., 4.5 hr ; j) dioxane, aqueous HCl(2.65 equiv.), reflux, 1.5 hr then 

addition of 2.35 equiv. of cont. HCl, refhtx, lhr. 
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