
ORIGINAL 

ABSTRACT 

A process for the preparation of (25, 3aR, 7aiS)-octahydro-l//-indole-20carboxylic acid 
hydrochloride. 
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CLAIMS 

1. A process for preparing (2S,3aR,7aS)-Octahydro- lH-indole-2-carboxylic acid 

hydrochloride (5) comprising the steps of: 

H H 

r OH B r ^ COoEt f T OH 
(12) ^ " CH3SO2CI 

\ J > ^ NaHC03, L ^ N ^ ^ ^ s . EtjN, " 
^ ^ ^ ^ N H CH3CN ^ ^ £ N COjEt CH2CI2 

H3Ĉ ^̂ '̂ ' > h H3C^^^^^'^Ph 

(11) (13) 

H H 

"^"2^"3 /-BuONa r X ^ C O j E t 5o/„ pd/g 

/ \ THF I JL / ""/pj H2,EtOH 
^M ^ r n Ft ^ ^ ^ £ ^ N then 

= y "^"^Et H I EtOH-HCl 

H3C^^^""^Ph H3C^^^"'^Ph 

(14) (15, Major isomer) 

H H 

[ ^ ^ ^ ' ' \ ^COjEt „ p , ( ^ ^ - " ' ' ' ' X ^GOjH [5, (25,3a^,7a^-
V ; "'•-' » yZ^ Octahydro-l/f-

^ X^^ / '''w L ^A^tm / '''H indole-2-carboxylic 
^ ^ S H C I ^ ^ S H C I acid H Q salt] 

H H 

(16) 
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2. The process of claim 1, wherein the process of making (1 S,2S)-2-[(S)-1 -

phenylethyl amino] cyclohexyI)methanoI (11) comprises the steps of: 

NH2 

I 
(S)-(-)-7 Isobutyric acid 

\ ^ ^ ' ' ^ ^ Toluene ^ ^ ^^^~^ Enamine (8) 
O ^ ^ NH HBr-EtOAc 

(6) (8) 

H H H 

r-BuONa KBH4, Ljq 
\ ^ > ^ '-BuOH* L J^>^ THF *" \ / l > ^ 
^ ^ I ^ N H HBr THF ^ - ^ | ^ N H HCl ^ ^ I NH 

H I HCl-EtOH H i H i 

H3C^^^"""^Ph H3C^^^""^Ph H3e^^"'"^Ph 

(9) (10) (11) 

3. A process for preparing (2S,3aR,7aS)-Octahydro- lH-indole-2-carboxylic acid 

hydrochloride (5) comprising the steps of: 
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H H 

( ^ OH Br XOoEt r OH 
(12) ^ ^ ^ " CH3SO2CI 

\ ^ > w NajCOj, l \ J > ^ ^ ^ ^ EtjN, * 
^ ^ I ^ N H CH3CN ^ ^ I ^ N XOjEt CH2CI2 

Yi,<^^ ^ P h H3Ĉ ^̂ " ^ P h 

(11) (13) 

^ ^ • • • " ' ' ^ O S 0 2 C H 3 ,.BuONa ^ \ ^^X^CO^Et 50,, p ^ ^ 

\ J>̂  ^ \ THF L J L / "''H H2,EtOH 
^ ~ ^ £ N COjEt ^ ^ ^ T ^ N 

H3e^"^"'^Ph H3Ĉ "̂̂  ^ P h 

(14) 
(15, Major isomer) 

H H 

r ' ^ " ^ " " ' ' ' \ ^COjEt „p , r " ' ' ' ' ^ ••"'% ^C02H [5, (25,3a^,7aS)-
X ; "'•^' * X ; Octahydro-1/f-

\ ^ U i ^ / '''\{ L J - , ^ / '•'H indole-2-carboxylic 
^ ^ ^ 1 N ^ ^ 1 HHCl acid HCl salt] 

H H 
(16) 
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4. The process of claim 1, wherein the process of making (lS,2S)-2-[(S)-l-

phenylethyl amino] cyclohexyl)methanol (11) comprises the steps of: 

NH, 
I 

(S)-(-)-7 , CH.CN ^ 

' \ ^ A ^ Yb(0Tf)2, \ ^ ^ ^ Enamine(8) 
^ ^ 0 Heptane ^ NH 

(6) (8) 

H H ][ 

f-BuONa LiBH4^ 
\ ^ > w /-BuOH* L J > ^ THF \ ^ C * ^ 
^ ^ £ NH THF ^ - ^ I ^ N H ^ ~ ^ g NH 

H,C '" ' "^Ph HjC* ^ P h HjC* ^ P h 

(9, Major isomer) (10, Major isomer) (11) 

5. A process for preparing (2S,3aR,7aS)-Octahydro- lH-indole-2-carboxyIic acid 

hydrochloride (5) comprising the steps of: 
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1 ^ 5%Pd/C,H2 I I NaCN^ I 

^ ^ ^ ^ i ^ x j H MeOH \ , . / ^ = N , n L r HCHO* \ . ^ ^ / ^ \ 

H I H ij H 

( " ) _ (17) (18) 

H H 
/ ^ , . ^ ^ ^ ^ ^ \ /Si(Me)3 ^ ^ 

l.TMS-g I I O 1 HCl I \ 
2-PhCOCl - I 1 ZMeSO â I 1 / ^ ^ 

^ ^ I ^ N ^ C N 3.K0H ^ ^ ^ £ ^ N 
H J fi 

(1^) (20, Mixture, a:P = 30:70) 

H 

Aq. Mineral Acid V ^ C O H 

1 yHCI 

(5) " 

Dated this 16/01/2012 / ^ /n / 
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