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those skilled in the art that when-reprédsents a single bond between carbon
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60 from 7 to 24, preferably from 7 to 20, carbon atoms. and pharmaceutrcally acceptable salts thereof.
The group R'00C- depicted in general formulae |l and 1l is attached to the 5 or 8 position of the
indole or indoline ring system.
it will be understood by those skilled in the art that when~====represents a single bond between

carbon atoms and one of the symbols R? represents a hydrogen atom the compounds of general
65 formula | may exist in opticaily isomeric forms. It will be further understood by those skilled in the art
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that when the synbol represents a single bond between carbon atons and @
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react i on, wPRHFLFOE gyph f sent nyR EF'°Bet\Aq,e t.ons
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i soneri & forms ?dgggqf, ¥-1 5°V ﬁn tridecyl)indol e-6-carboxy i c acid

A 2-(n-hept adecyl( 8ol 5Qa,rb mycgcp acid
40 : 2- ( n2umdagyngdiadabmotylicadidboxyl i ¢ aci d

C 2-(n-pent adec ’r“)-hmmgll@t?@ %@Fﬁ?@%thé aC| d D
2-(n- hefﬁ adecyl rhg c;lr)#t% -6- ar oxyllc(:?:i& E
2- (n-undecyl )in ,l, ,&g cid F
2- (n- pent adecy! )mhmdqhem |&Fnb@¥§d—da€boﬁsﬂdtd G 45

2-(n-tridecyl)i admbeadicvmﬂbba@‘¢ar®xﬂcladd H
2- (n- peft adecyl T('FTH'Eﬂeé\L”Y"l-‘;@ FYgélg‘a'él d- I
(n- pent adecyl |d J
S dbﬁa y.g%f o y'. o )
( L
(n- deey| ) i ndoktby!2-{omefradegtllinciomei-chrboxylate M
(n-decyl)indol e- 6-carboxylic acid N
(n-nonyl )i ndol e-5-car boxylic acid 3 _ : _ 0
(n-octyl)-indol e-6-carboxylic acid ‘ : P
( Q
( R
( S
( T

ic acid
n-nonyl )i ndopen- ac@sam -Icf.‘rbtﬁ@llicdicnd

BPN<X2<CHu DO VO EH-

W P

n- heptyl )i ndol e-5-carboxylic acid
n- heptyl )i ndol e- 6- carboxylic acid
n- dodecyl )i ndol e- 6- carboxylic acid
n- octadecyl)lndole 5 carboxyllc aC|d

o,

2-
(
2-
2-
2-
2-
2-
2-
2-
2-
2-



60 2- (n-undecyl ) i ndol e- 4- carboxylic acid
W 2¢ (n¢ oct yl )i ndol e- 5- car boxyl i ¢ .aci d-

2- (n-dodecyl )i ndol e-5- car boxylic acid

2- gn-nonyl )i ndol e- 4- carboxylic aci@ 042 208

2- (n ei cosyl )| ndol e- 5 car boxyl ic acid

ethyl. 2-(n-p fP&i‘%’iﬁyl ate

00

)| '
42 298 et hg\z,l,y y' ,@1 gar boxyl ate
yl
ethyl 2- de Qi'd@!e ot L@a«

CcC
DD -et hyl 2 (rn-qnevltzaden c uumdml-aeeadcbaxaadaoxyl ate
EE et hyl 2- (rr?-%%]@d p '?tPR?GY'HEGlecﬁa'F??Rl’% yletat e

FF 5 ¥ | e- 6- car boxyl ate
GG n-butyl 2- i u'é%ﬁg/. %gegimz%g@r boxyl at e

HH et hyd 2- (nmd ewb gritatid O )¥hdbie Gadakmoxyiatat e

11 net hyl 2- (mbui@dep br)tadvdﬂlmo@Aewmwgtbate

f(f( T %E%%?ﬁ‘gﬁ;ﬁé% s;% "E%}:'%gé%/leagecar boxyl at e

LL n- b wtyl  2-2 @-thessi y8-3drstl Qmé car boxyl at e
2- (n-t et r adedy$)3- hdoéteyl&oclﬂmdol!xfy-barboxalm adid
2- (n- hexadecy&- rtﬁWP@J)B‘d@'msb‘GwyN"@a%l d

2-(n- nonadec@ Sl ’fvlhgacé.%l d

15 - 5 2- (reaé)rz ﬁqﬁa& EbHc aci d
QQ (RS) - 2- (12=(ﬂ9i:hmud6ﬂy7l drtfbdﬂic@c:& carboxylic acid
RR 2-(n- tetra?d(e H qvhdttﬂlee?ﬁarbw iC aC| d

SS 2-(n- hexa [eéé V ﬂ(‘ﬂ" ?x I’]‘VF'?:a% A
TT 2- (g ei co 0 A 1
uJ 20 # ( )2- ' tymfé@ g..‘é gé% 6- car boxylic aci dAﬁ’Q_

W 2- (n- nonyl )(mstdzalnede ylmﬂbhmefd:ambxﬂmadd
2-'(n-undec I)(Bﬁcpoinéwvtaémtb ihg-B-carbpgitic acid

(RS) - 2;(n-un rgeln 9% acid
(rQ-2 “(n- de?ﬁ%b got' mﬁiﬁé’éﬁ%}eﬂ ﬁ%?’éba d
RS) - 2- ( n- pentsiceny? )ri wnmeoiﬁexaadahfaxwdtec aci d

RS 2 (n - h l iy 2-(mblepitillingo!B-6ecartiorptaté i ¢ aci d
(R 2 PFVHled@e'éaGP'IS‘ ? c acid
(RS) 2 5( n- he[]’)"t' nggib Qxyl | c aC| d

(RS) - 2- (n- heRtny, {nﬂﬂ

(RS) 2- ( n- unceti a-l(mﬁkmlrada@nﬁda&sm»bywme aC| d
(RS)-2-(n- teterfubk eptadeylingnds- Gcerao s/l ic acid
(RS) - efhyl 2-0¢ Iﬁ% el ‘E"’E’é‘f’%ﬁxyl ate

hyl 2- % ? Al ‘él
:Efwly 2- <(n“hﬁm% m&%ﬁ o@’a'a ge

n b ureytiy! z{muﬁdecymmbble-rseba}bex\&te ar boxyl ate
AKK n-{futyl 2- UFVJ é‘dmgb ’m#el‘eﬁecaﬂme‘d?tboxyl ate

ALL et hyl 2 Wi ﬂ I '°§ CRithxyl ate
h
M net hyl 2- (nReté & EE&WMJ!@E@G- arboxylate
et hyl 2-(n- pedtiad mitm de-@-@&fobﬂm ate
n- but y4e 2 - ( ey ndelscfotacbadvietar boxyl at e

buty1 2 tr&’" ‘e"i P
2 bﬂtg;l 2- nggﬁ ctﬁ yl)uq&_le%ﬂ ag& e

‘met hyl  2-(n- Iﬂﬁtoﬁéhédylﬂwdﬂle%-'éarsﬁ& ul at e
net hyl s52- (n wﬁ(d@ccyl)l dowékerb&ytt@acimxyl ate -

45 ?Yl’ﬂ P’FYH‘E)?“@ 5- car boxyl at e
AUU net hyI 2 3C 0boxyl ate
AW net hyl -uésu n)ié sseafbmmcﬁyt e

80 {RS)-1 methyl—2 (n-undecylhndolme- ~carbaxylic acid

(RS)-methyl 3-{n-octadecyl)indoline-5-carboxylate

(RS)-methyl 3-(n-decyl)indoline-5-carboxylate -

(RS)-methyl 3-(n-octyllindoline-5-carboxylate

(RS)-methyl 3-{n-hexadecyl)indoline-5-carboxylate
65 (RS)-3-(n-octadecyl)indoline-5-carboxylic acid

4

ACC
ADD
- AEE
AFF
AGG
AHH
All
AJJ
AKK
ALL
AMM
ANN
AOQ
APP
AQQ

ARR .

ASS
ATT

AU

AVV
AWW
AXX
AYY
AZZ
BAA
BBB
8CC
BDD
BEE
BFF
BGG
BHH
Bl
BJJ
BKK
BLL
8MM
BNN
BOO

NN
00
PP

77 25

ABB
ACC
ADD
AEE 30
AFF
AGG
AHH

Al
AJJ

AM
ANN
AQO 40
APP
AQQ
ARR
ASS
ATT

AWV
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T e'gr/itar macol ogi cal properties of the conpounds of general forrmula | or \
| t s~t hereof were de- nonstrated in the following tests:- 40

pglipidaem c Activity in Rats Male Wstar rats each wei ghing between 120 @
d 150 g were caged in groups of eight and fed a powdered diet for 10

ys. For the last 7 days of .that per?&&%&cﬁgst conpound was admi ni st ered
ally by mxing the .conpound in the | lowng the aninmals to feed
rmal | y. Food consunption was neasured on day 9 for each group. 45 At

oon on day 10 the animals were killed by inhalation of carbon di oxide from

olid carbon dioxide. A sanple of bl oodTA®<F fenoved by cardiac puncture and

he serum chol esterol and serumtri- glycerides were anal ysed by neans of

O O QD

n aut o- anal yser [~ Control Jgroups (ré&c 1 ving onry fThe normal , —unne i cat ed
iet) were inclufled with dach test. T@{s erfcent age PRAURT] in tthe
concentrati ons Of and jser um-tiig )
cal cul ated by cofrp if mudtean
concentration of . 'shown in
Table | hereaftef. 5 parent) % change
i h serum dose cornpafewrouidt h contr dl )r m
di et chol esjerol Cjtrrglycerides, A par ent .2
. B. 2 -4
- 26 - 33 conpdun ound darent+5 0.2 +5
-4 conpound C ; pet-ah Oz , < -31
conpound 0.p ¢ - Egent 0.2 -6319. 1 =1 .28
-39 C spdi um cqmpgund 92 L4 -‘2‘3 :363946 salt D
par ent 0.2 - 26 ) - 40 "Conpound 0.2
-16 430 . odllurra2 0.2 3 _-4§_9 _
-63 salt o2 ® sodiy ' ‘5801 “10
-18 E arent Q.2 - 54 -65_conmpound
Oél -4 D ~ parenbd £ 0.2
- 387 73 conpoyndcompound0}1 0.2
par ent 0.2 ' =50 =
-8y -89®.1 sodium _ 43 02
-79 0.03 -7 satt 41 3€
- 48 -68 conpdund 9.1
ppr ent 0.2 E - 2Qarent 0.2 |33 cggrpound J _gg par ent
0; 2 -b compoand fOr@ound. K _42 parast 0.2
+5 -413 . : -
; F parent | 0.2 =37 ‘ -73
compound 0.1 -18 43
G parent 0.2 ~50 ' -87
, . compound Q.2 -69 . -89
0.1 -43 71
0.1 47 -79
0.03 -7 _ 41
S H parent 0.2. T 48 -68
compound 0.1° -15 -26
.I " parent 0.2 -26 33
compoynd
Y ~ parent 0.2 -9 -
compound :
K parent 0.2 +5 -43
compound 0.2 -17 -26
K sodium 0.2 -17 -60
salt 0.2 ~22 : ~42
6




conpound 0.2 -17 -26 K sodi um
0. » -17. -60 salt 0.2 -22
-42.6 -0 042 298 TABLE | (Contingeslga a9 w % change in serum
d&se conpared with control .I'n %orrpound Form diet
chol esterol triglycerides K HC | 0.2 -25 |
-52 sa It L par ent Q.2 _ -21 -25
conpound L sodi um TABHE,! (Continued) 35 -42 sa It U
par ent 0.2 -13 -39 conpound o par ent
0.2 -13 - 44 ound P ; ar ent 0.2
: %WAP % change in seruf!
-32 -37 cprmpound M| dese P adoptred with contebol 2 - 26
-65 conpound|R parent | . in 02 17 -18
conpound Q Compoundyaf entForm Qier cholesteral 1 | - triglycerides -14 conpound
Vv Tent U. Z +3 -21 corpound W
par ent 0.2 K '1‘;:53 0.2 %52 cofmpourd?X par ent
0.2 -18 -2b conmpolund Y par ent 0.1
-20 -51 cofmpound 2 -30 0 5 -80 zZ
par ent 0.2 : cxg‘ﬁn B2 Y compound™d par ent
0.2 -26 =8P conpopnd 7 0042 2908 TABIUFE | _
(Conti nued) Yo w w_ sodium?0 change i h serlag dose¢ ~42 cqdnpared with
control in Cgynpound salfor n di et chol est erol
triglyceridedq—F par-emt 62 =43 -67
conpound 0.9 parent45 | 0.2 -878 AR S0 parent -
0.2 -36 compound. 517 coppolind NN par ent 0.2
o 39 _ o'® parent 0.2 -13 -44
compound
P parent 0.2 32 37
compound
v M parent 0.2 -26 -85
compound .
R parent - 0.2 -12 -18
compound
d pérent _ 0.2 o100 -14
compound '
v parent 0.2 +3 -1
© compound
W parent 0.2 =3 +22
compound
X parent d.2 -18 =25
compound
Y parent 0.1 -20 =51
- compound 0.2 =30 -80
Z parent 0.2 -14 | -14
compound :
S parent 0.2 -26 -52
compound
7
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conmpound G sodi um 0.2 -50 -77 salt
Q0 o -, par ent 0.2 -52 -75 conpound PP

par ent 0.2 -13 - -41 conpound QQ
parsent 0.2 -16 0 042 298 - 36 conpound RR
par ent 0.2 - -7 . -88 compound N par ent
0.2 -20 TABLE L fftntived sodi um 0.2
-30 __-31 salt _SS par ent 0.2 -14
+3 conpound TT parent | g w/w 92 % change in serufh -6
conmpound UU _ par ent dobb 2 compared-wifx control -29
conpound W _ par ent in0. ZJ —46 -73
conpound BEE Compound par Epgm diet) 2 cholesterol _Jqdriglycerides -18
conpound BDD par ent 0.2 -2 -5
conpound BFF T pi\g‘gﬁﬁ@‘ 8.2 SR - -17
conpound 8 0 042 29$ ,& E ?L Con inlhedl T%W/W %hchange in
serum dose AA conpar ggeii t hfcaglprolf in Ggnpound s  Form d
i et chol edt er ol t rdopbauaer | des BGH par ent 0.2
-7 e M%rpnund AlL. PRt 02 -18
+24- conpound {Z NN pareetnt 02 02 -3¢ - 14-73 -14
compound W par ei9mpound 0.2 - +22 com
pound J . par ent V) W -9 -2 conpound
EE dar enf sgdigm 0.2 -5 50 =77 2 cdnpound MM
par ent - 10.2 s3Bg ~ -41 compound WV par ent
0.2 - +4p C oynd _ rent 0.2
-2 conpound BHH o cmmt%nt 2P . 2 "B -6% -10
PP parent 0.2 -13 -41
compound
QQ parent 0.2 =16 -36
o _ ' compound :
RR parent 0.2 -7 -88
: compound :
N parent 0.2 -20 i 45...
compound
s - sodium 0.2 -30 ) ~31
sah .
8S parent’ 0.2 -14 ' +3
compound :
TT parent 0.2 -8 -5
compound
uu - parent 0.2 - =15 ~29
compound :
\"AY parent 0.2 -40 ~73
compound
BEE parent 0.2 -19 -18
' compound
BDD parent 0.2 -2 -5
compound
BFF parent 0.2 W7 17 .
compound .




conpound BCC par ent 0.2 +2 +16
conpoumd Al | par ent 0.2 +7 +20
conpound AJJ parent - 0. 2 -8 +6
compound AKK par ent @ 942 2938 -3 -10
conpound FF par ent 0. 2. -13 -40
conpound GG par ent : 0.2 . -11 -35
conpound 9 0 042 298 TABLE | ( EORLF Ad&entinugiy w % change in -
serum dose conpared with control in Conpound Form
di et chol pst er ol triglycgrides qC 4 Padent 0.2
w/w change | r
-17 -57 corfpound AMM| “yoeq PRbiaFed with contidt 2 -4
-12 conpound ANN par ent in _2 +] -25
conpound APF Compound ar efibrm @ie2 cholesterol -{2 triglycerides -20
conpound AQQ THar et 02 G -12
conpound DD BGG pdr eneparent 0.22 -7 i -7 -25
compound ARR dar Egftpound 0.2 8 - +20
conpound ASS AZZ pdr enparent 0.22 -18 -2 24 -20
compound. ATT pacewpbund 0.2 - -|16 -70
conpound U parfert 62 =13 -39
conpound AUU Z ' (dare Zﬂ:'d 08. 2 -4 g - -57
conpound EE pdr e 0.2 - 28 -46
conpound 0.1y Tt 0.2 - KK 22 p4r ent
0.2 18 cop:;ouh34 conmpourld AWV +parent 0.2 .
-21 =80 _corpound 0.1 — -65 LL
par ent J 0.2 parent 0.26 -9 - 22 conpound 0.1
-13 -32 BB compound par ent 0.2 : -19
-39 conpound 1P
_ EE parent 0.2 -5 2
compound
. MM parent 0.2 +25 -41
—/ compound
ww parent 0.2 3 +456
...compound
XX parent - 0.2 -2 +8
compound -
B8HH ~ parent 0.2 -5 -10
: compound
BCC parent 0.2 +2 +16
compound
All parent 0.2 +7 +20
compound
AJd parent 0.2 -8 8
compound
AKK paredt 0.2 -3 -10
compound
FF parent 0.2. -13 -40
compound
GG parent 0.2 =11 -35
compound
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0 042 298 TABLE | (Continued) % w w-. : % change in serum dose

coRpaked with control in Conpound _ Form : di et chol est gri
triglycerides .HH par ent 0.2 . =24 - %
conpound 0.1 .25 0042298 _33 Aaw par ent |
0.2 -24 -16 conpound ABB par ent 0.2
-18 -34 conpound ABB HCI 0.2 -14
-25 salt ACC parent  TABLE( (Sontinued) - 26 -71
conmpound YY par ent . 0.2 -32 : . -64
conpound 0.1 -21 | owiw J % Rankd in serum pdrent
0.03 ~ - |-25 - - -4 @kepgund ¥dmpared with cantroi HC | | 0.2
-20 -49 dalt YY in  Sedi-u -17
-66 sa It AAl Compound palFé"r'ft diet 0 |2 “cholesterol | Itgglycendes -55
conmpound AAA 020 4 17 § AN -61 sa It
ADD par &t com%g . -6~ -40 ¢onpound AEE
par ent _ : - 37 _conpound AEE HCI
0.2 +amm parent - 2] Salt 4Z 4 par enka 0.2
-32 - 77 cqnp&dmpsindZ HCl 0.2 -38
-60 salt AFH pet-eft Srar: - 36 -58
conpound D 045NN2908 | TABbeFent ( Confi2nudd) % W w -25 9% change in serum
dose conpar ed WF¥RHngrol in |[Conpound Form - diet
chol ester ol | gl ce s fFF, il o9 U-2 - 54
“93 salt AFH AP i@%ﬁd 20. A -84 salt
AGG |-parent =8 23—¢onpound AGG
Ha - | 0. Za@a parentl 1 0.2 -Hl sallt 12 .
' compound
DD . parent 0.2 - -25
compound
' . ARR ' parent 0.2 +8 +20
— _ compound :
ASS parent 0.2 -2 -20
compound: :
ATT " parent ' |7 0.2 -18 ~70
. compound .
U parent 0.2 ~13 - 39
compound ' .
. AUU | pa'ren.t 0.2 : ~14 ~57
compound
EE parent | 0.2 -28 - 48
compound 0.1 =22 =39
KK ~ parent 0.2 | -18 34
compound '
AVV "~ parent 0.2 21 -80
compound 0.1 -16 . 65
LL . © parent 0.2 -16 . =22
compound . 0.1 -13 _ -32
BB parent 0.2 -19 =39
compound
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K par ent 0.2 +5 -43 cqnpound K
HCl O - 0.2 -22 -42 salt 0.2 - 7@
-60 K sodi um 0.2 -25 -52 salt BSS ‘
parfent 0.2 -9 0 042 29&1 conpound BTT par ent
0.2 0 -+l par ent 0.2
-15 . _41 ‘conpound Bl TABEEROKG: ‘"”e"i 0.2 0
-30 conpound CEE parent —x6 +10
conpound CEE ar ent % wWgw2 % change Ti§serum -16
-conpound BNN rent d;g?z compared wjth control -20
conpound -CCC ar 0. 2 -111 . . -28
conpound BYY Compound nareg dist cholesterol ) 27‘;[3tngly~::enc.1es 750
conpound CAA aren 2 -128 -46
conpound 12 | o W42 29’2';%5 (cg%tl npied) 7F& w w 59 %lchange in
serum dose - —Conp red withicontrollin (‘nn’pnu Eary d
i et chol es} er cAww trigdrenterifdes.2t o -24 BZzZ -16 par ent
0.2 . il - compa@d cgnpound {COD par ent 0.2
-19 - WUHO piar ent 0. 2. +2
-7 conpound BKX “éiﬁf’b 0.20. 5 -18 o —34 -39 20
conmpound BQQ darﬁni 0.2 +11 +31 conpound
25 BRRBs AT § 02 0.2 _14 +12.25 _ 0
salt BOO par ent salt 0})2 +3 +9130. _
conmpound BPP perett o2 3- 0 conpound
CNN pbar eMic Brept 02 .31 -2 - F2t conppund CWV
par ent 0.1 compgynd -56 40
conpound Aortfc sypoth |muscl e cefl protiferatypn 1qnibitLng ac ivity 45
: ' compound 0.1 ' =21 . -85 )
_ YY parent 0.03 ~25 =51
: compound
k/.
YY MCI 0.2 -20 49
salt '
. YY sodium 0.2 -17 88
sat | 1 v 7
AAA parent 0.2 -12 -55
compound _
AAA © HClI 0.2 20 61
sait
ADD parent - 0.2 -8 -40
compound
AEE parent 0.2 22 =37
compound )
AEE HCl 0.2 44 S
' salt _
ZZ parent 0.2 -32 =77
compound :
44 HCI 0.2 -38 -60
salt
AFF parent 0.2 -38 -58
compound



Snmoot h nuscle cells were grown in culture fromexplants of pig thoracic
-aorta, using Dul becco's Mdified Eagles (DME) Medi um contai ni ng 20% f oet a L

- caHf *serum (FCS) and antibiotics. The cells were incubated at 370C in an
: at mosphere of 95%air and 5% car bon @lio#2 @98 At confluency the cells were
routinely subcultured by trypsihising and replating at approxi mately one
third of their confluent density sofASREDMECatitkiedm cont ai ni ng 10% FCS and

i containing 10%

: cont rol

1 onger under goi

anti biotics.

100, 000- 200, 000

attached to the
cont ai ni ng° 1% F(

The snmooth nuscle cells were plated out at densities of

further three d;
control or test

10% FCS and anti

of 5 ug/m nediym The co

the final conce tra;‘éé)n
ed

medi um
and acet one at

celTs perf35 x I0 cop drs n.2 . Tlum
FCS and anti bi ot csrrﬁ }g“F P4 hoc}rrpn%gf:ﬁ%;&fgﬁﬁg ‘cel lfs had
di shes, the nedi um hasinr epjaced—w-th— i um
SCammbumint | bi dfdres. [Thaliedul [ urledesteesie | nuidhmeriddsf gr a
VS TOo_artpw The Cerf s tU DECOME 55 Ul ESCeNt (T~ g. no
g cAfF di i si ?aﬁ . The %%di hpm wa$*t hen| repl @ed byl 2 m
nedium The test neldium cohsisted of Medi um (fcont ai ni ng
bi oAFEs) pndsedhan qojmpoudd o bedvest el at #B4concgntration
hpoufrls re pre-Hdissolved i h acetone sych that

O] acerone grumwas p. 29 (7 V). |The

onsi Df C%MB t ai ni'ﬂg 1006 F nd anti bi otics)
o After thrke days incubation in

test or control [nmedj the ium resh gtest qr control
- medi um and the ¢ells I ncupat gd;f or four days. At the end
- of the six or s Hretbat—oh-- p—uwere-—daet-exm ned by
~trypsinising the celks and ceaeiti ng. t e cel | suspensi pn i n4a Couljt er
counter. Al results in Tpbbemppindher eaft er| represent |he nean valjue for
. four di shes of ) T o om—of —pro[TferatTom Yas
: cal cul ated using theKfol | bwi ﬁ?’f or %H &2 183 #2042 p98 T35 Perdent age
1inhibition of plaliferatibn 2160 - l- %2 1b0) c'5 5 where €% Medn cell
:nunmber per dish|at skart pf ﬁ}ﬁgﬁl‘ij‘enb‘z( uppn adgitionfof cggtrol jor test
~medium). T = Mean cel | nupber saue ish injest culturps at conpl gtion of
“experinment. C =HWwas—eetRurber—pa—ei-sh—-r—cortrol—butures—at—conpl et i on
of \-experi nment ThBLEBSS| Colrpouarent 0.2 | inhi bi +8 on QG -1 51, 36
15 compoyrg 45,130 YY 78,
76, 48 T 30, 35 20 ¢ o9, 6D 11T
61, 64 25 BTT 1 parent 02NN 0 745 78 Ass
| 36 30 Hypogl ycagnic Actiwv tj/°m|pﬁunf]' ghetic M ce D abetif mce (strdain C 57,
{ black, MR deriyed these/[Obese) of fei ther Isex each wef ghi ng between 45 and
: 70 g were given|the test cogﬁ%mgl dral”y at a dose of| 200 T/ kg tLody wei ght
" per day for 3 d - ler _the il ast _dose the apinnls wywere
. wei ghed, anaesthetised wifh gasdeon [di g% dg and hj ed by cargsac plincture. 35
i The serum gl ucoge | evel s wesampamseqsed by ft he gl ucose} oxi dase nmehod of
! God- Perid. Cont fot—groupsttytven—ddses—ofummetdicatedftragacarntir] muci | age)
“were included W{th @fth tlestrarefhe der 8@nt age reddicti oh in #te colficentrati on
of serum gl ucos¢ was cal cul 888"y |conparilson with the simltanegus
controls, for each e the| tegtoeomjouggs Used. _jhe repul ts pbtained are
shown in followng Table | |¢ompddd TABLE |11} % change iph serum gl u¢ose 45
conpar ed with C_mpnnnrl ' control
BNN parent 0.2 +7 ~20
compound
cccC . parent ' 0.2 -1 -28
_ compound o
BYY parent 0.2 -23 -50
compound :
CAA parent 0.2 ~28 -46
compound
12
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The utilit

y of the

conpunds i s enhanced by the fact that they are of only very lowtoxicity,

as denonstrated in the following test:- O al
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[ wherein -represents a doubl e

bond between $bofAhbRR BiiiEe gl iSWHIA! frofPexpiah @ 6h8igl tHoRicichBrz uBAS Db B0 Of
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ere

f or mul @: - mm Falcon dish in 2 mi DME Medium containing 10% FCS and antibiotics. After 24 hours, when the
. cells had attached to the dishes, the medium was replaced with 2 ml DME Medium containing 1% FCS
and antibiotics. The cultures were incubated for a further three days to allow the cells to become

55

quiescent {i.e. no longer undergoing cell division). The medium was then replaced by 2 ml control or

test medium. The test medium consisted of DME Medium (containing 10% FCS and antibiotics} and the
compound to be tested at a concentration of 5§ ug/mi medium. The compounds were pre-dissolved in
acetone such that the final concentration of acetone in the medium was 0.2% (v/v). The control
medium consisted of DME Medium {containing 10% FCS and antibiotics) and acetone at 0.2% (v/v)

60

concentration. After three days incubation in test or control medium, the medium was replaced with

~ fresh test or control medium and the cells incubated for a further three or four days. At the end of the
six or seven day incubation period cell numbers were determined by trypsinising the cells and counting

the cell suspension in a Couiter counter.

All resuits in Table i hereafter represent the mean value for four dishes of cells. Percentage

65 inhibition of proliferation was calculated using the following formula:—
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55 ' [err] [err] 60 (mherern
R2"be.presents a straight- or branched chain al kyl group containing 7 to 2X
. carbon atoms) in the presence of a base, e.g. an alkali netal alkoxide
costaining from1l to 6 carbon aton@, 043r2%8arrpl e potassiumtert-butoxide or
sodi um et hoxi de, or sodam de (a) at an e+ ated tenperature, for exanple
 between 240 pad, JE0GbRod of iR 2960 aplL 205y 11O wi thout sol vent or
~ preferably 5& at” an el evated tenperaturec_$or exanple at from 180 to 240C
(e.g. at the reflux tenperature of the reaction 65 m xture) in the resence
of an Fan%ﬁ qufcceﬂo‘llméﬂtpef@s it sigrtof %E%ﬁ?ﬂﬂ%@" adgigion of gpngygloor 2“38’“3‘?

ol o compogeilss Ml oy lahin £ Syt oTBERN SR ME bl o bond

bet ween car b0 anc resents an o naI stituted al kyl group

as herei nbef ore defl ned, the synbol TRngtlt ached to the 2-position of the
i ndol eteri ng system repres hed- chai n al kyl group
containing from7 to 24 dar bormoando tDﬁeinlsyImme RP attached to the
3-position represents a J—hydrogen olFUIH anu R3—TF as herei nbefore
defined, are prepared by jthe r8actidn of a Sh 8 kylt hio derivative of the
generais fornmula:- [err] 240 aygy 45, 30 [err] [err] 15
(wherein R2" and R3 are gs hereinbeflore defined, RL' represents an
optional |y substituted allkyl Yfoup gs hetteril#éf or el defi ned for R1, and R4
represents a straight- or| brangched-dhain al EVJ group containing froml to 6
car bomgat ons) wi th Raney |ni ckel in tlhe presence of{ an inert organic
sol vent, for exanple dioXan. 6¢ The |i ndol eequsi ndo] i ne conpounds of general
formula | wherein the syrnbol R2 in tlhe 3-position pf the indole ring system
represents a straight- orj braféhed-dhai n aflkff group containing from1 to
24- 20 garbon atons, the synbor, R2 attached 74.9s the R-position represents a
straight- or branched-chgdin a P grjoup cont arningl 7 to 24 carbon atons, or
a hydrogen atomor a str{i 'ghtAssor brjanched- claai n Kyl group containing 1
to 6 carbon atons when At e—3—Ho+i--R— I kyl ‘group contai ni ng
from7,tg 24 car boRctato 5
"9

oan St d nﬁc}e and R3 are as hereinbefore defined, are
preparSd gz Bl H i e é?ll/edcégegybgese)£§tt{e?§t.;x]ea({h%é;dhrr%%e{v$e@h]
(wher ei naiin readlﬁna:ﬁe dqrrary deh bR 200 mgAi tRIE WEZhtheh YA FOLGEN
atom or days.t'l'fhaiegrhurs after t&aaéjrdamhedwoﬂawnreareio}lbd @namsthetsed with narhen disddmahd t 0
23 car boPledhPy A¥diag penciiEni ct ed R2 re resents a hydrogen atom or an al kyl
group %s ap ?’F'Ht%”cf’ff leysls %@{ﬁe"’rﬁ éﬂ” $ gluggse %\iv lﬁfﬁ% car,bonyl

radical to ﬁﬁg rougs( |ven dose ufimedica Caér':%m%l h test.

obt ai n awj odwmurfaﬁe@ereeﬁtedts et af the Weke cEhpHuABY seaeprceallscgﬁts a {)Pe bond
. bet ween car Bbs restitneptainad aratsodvytndoltwy\dtgotpbhatll on using, for exarrpl e,

pal | adPum on charcoal, when it is desired to obtain a product of general
formula | 40 wherein [err] repr eS&E W si ngl e bond between carbon atons..
The reaction with borane| may be eff cte}g n an an ydrous organi c sol vent,
for exanple tetrahydrofufan or ethy} a |co an el evated tenperature,
e.g. & a tenperature be p ed Wit ux tenperature of the
reaction mxture. 7. Thej |r¢bmbmn¢o oundsonorﬁl gene al formula | wherein
[err] represents a doubl gt ons, R1L is as

her ei nbef ore .defined, thg sy&bal R2 attachﬁd to the 2-position of the

i ndol €°ring systemrepresents a.strpight- or bran¢hed-chain al kyl group
containing from?7 to 24 arb@?f ato i R2 attached to the
3-position represents a Nydroge g rept esents a hydrogen atom
are prepared by cycI isation of a corrpound of the general formula:- 50 [err]
X [ere§ [er F% vtﬁer eampoyedsria prhasesdtby tmfagtnthertheysare pberdibyeyy oM oxifitreas

br oni de GMMYH U™ e PIPMEL &3S an optional Iy substituted phenyl group, and
Rl and Rgry ﬁgxe,t)ag, hreei nbefore defined) in an inert organic solvent, e.g.

Groups of mice were dosed orally with graded doses of the test compound {in a 0.5% w/v
60 aqueous suspension of tragacanth mucilage) and observed for 3 days thereafter. The percentages of
animals which died during that period at each dose level were used to construct a graph, from which
the LD 50, that is to say the dose in mg/kg animal body weight necessary to kill 50% of the mice, was
calculated.
Compounds of the present invention were tested and the LD 50 of each compound was greater
65 than 1000 mg/kg animal body weight. .

arn
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toluene, in the presence of a base, e.g. an alkali netal al koxi de, (359
pre(drably at an elevated tenperature, e.g. between 80[err] and 150[err]C

8. The indol e compounds of general formula | wherein -represents a double
bowd between 60° carbon at ons, Rl i s0a042:2@8nbef ore defined, synbo

attpched to ;@ s B0l oPthe S a9t S BHER SRFRRE MR Y, 1 geagg-

16 0 042 ds eégaa.taaﬁ tfaaytdaeprépaaa%ytﬂe%ptc%mraﬁ%a;piatﬁ,n Rydloeaen
atom and rﬂshqﬂe reaemesaranohwdm eramatrrodsmeaérﬁrawee,parra simple omr@cmpwm@dﬁetﬁﬂdst he

gener al & dY'aR fT%f t'OﬂO erein RL and R2" are
her ei nbef gy, ¢ ﬁ? 'ﬁ% ‘15'0?“ % é?g?,at" hrresenys B §iRals begd E‘V\‘E’F?"s‘éfq%n
At er me al ne

of the amine T thc hydr ogenati on may be effected
using, for exanple, pal I ad| um on char coal asgmtalyst, optionally in the
presences of glacial acetic acid, in ap orgahic _golvent or m xtures of
organi ¢ solvents. 15 9. i S ds of general fornula I
wherein- represents a doubl e bond betyesn\eA4rbon atoms, Rl is as

her ei nbef ore defined, the synbol R2 attacted to the 3-position of the

i ndol e vd ng system repr esents a stral ght- R¥ br anched chain aI kyI gr oup
cont ai ni n from carqﬁ . tachn alefmnuI |

2- posi 1 0 %Ffé’iééﬁgﬁ RN ttaﬁt& v el sl A
are prepar ua_am oxycar ony erl vatives of the general formul a -
[err] [err] 25 [err] (wherein Rl, R2" R3 ap®2R4 are as hereinbefore o
defi ned) by decarboxylation wth he R0 _g2 10. The carboxylic acids
of general fornula | (wherei nRROG hydrogen atom and R2 and R3
are as hereinbefore defined) are preps By hydrol ysis of the v
correspgndi ng esters of fornula 1 wherei négZ and R3 are as hereinbefore
defined and Rl represents an optionally substituted strai ght- or

br anched- dhBerein aR'K W OB aORt derinbefofer G¢findd)t by Gredwariéro Nfoategample By edacahaibl y
the hydr olhy@'psenﬁ%oncwngl@detfftfmplq nlaamtk'ar;a"ttpgorcgﬁit@n"tm @ns;,haremﬁ exa lecl n, tofrtg

pr esencgv mxture o@f??{:ﬂ?l ace cpa%l ﬁi eﬁ&eale‘?g Frg;é:cmﬁ o] @fgna W\eqﬁ;grga%ﬁ: ggfngrﬁ’ftﬁ 1I\? tanol
system d ﬂﬁo ated t resence o 88

hydr oxi de i nzaquaamcmdaaduﬂfgaferaetoh&n@i reaeanaa btmefaefb}nwawwaba*ewﬁan *
11. The edndelise aimpg etdemabenb@tmmqalre fabroted by gﬂleral@pmebé%bscaaﬂvt@pthmmeh
substi tut éign §§'Q§ ‘t"'aeme'lepf{ﬁ" f ca-<k 2 ah'"aL gl; %‘fﬁ"h&ft%ﬁ’gﬁ"?}g j*g 58"’959
carbon #t

esterifi ca ion o?'It eglggarrr eg‘?ioh(rgt“qcfz€ 5 \%eét “d: Lﬁggl angra formul a |
40 wherein R represents a hydr ogen 3 and nd R3 are as herei nbefore
defined. The esterification mglgeces d out b>{ t he application or

adapt atfPon of known net hods, for exang Cichgn with an excessvbf the
appropri ate al cohol of the general f or mul a| [err]

[err] 45 (wherein Rl1' represents an option&ly substituted - as
‘herei nbefore specified - straight- or branched- chain al kyl group

cont ai nf®n 'fqremrﬁl R @né RE arelns heeginbefnie ds, t'qdbharelaytwawtm igerggram ecidydeti exampland
in the pr‘g Bcid suPRAIC ﬂ%p%f’t;qttgsph rigacidy Lewia afify forsxamele b g at

g eor an us zinc chiari elev tem e or ex le

.an el evat ggg rf'a fne:he%re nob OF %%@n hic! lvém lg I let olfeaC Ton 0
correspondi ng4 & YHdolB @bmpeunadek genbrhl fofmulaEwaedinl presentsaaaubneTtttﬁdtbefvtebary
am ne cenpatiordgons. tpewaballR? frached @ the vhesiton nf thh inddie png SyewmTetreegeR satioht- | S
al kyl at ed oapPranghpd "efﬁkvb opp ednfajning fragh? i 24 ¢aebop gramss eﬁmtt?gﬁzs?é@%a‘? e3ni ne
conpounds P33 fs'gqgrﬁrg ;n I{ﬁ?*o%“rfm o B LT PRSP S Y ARSI By

t he appli catl on or - ad nown rret hods. By the term "known net hods"

as usedssin this speC|f| cation is nean ds heretofore used or described
inthe literature. 55 1 'o% : ou © of general. fornula ey be
converted,” when applicable, to pharna ?_E#I }sgaccept able salts, and vice
versa, by the application or adaptation otN own net hods.

60 {wherein R?' represents a straight- or branched-chain.alkyl group containing 7 to 24 carbon atoms) in
the presence of a base, e.g. an alkali metal alkoxide containing from 1 to 6 carbon atoms, for example
potassxum tert-butoxide or sodium methoxide, or sodamide (a} at an elevated temperature, for example
between 240 and 350°C (e.g. between 290 and 305°C) without solvent or preferably (b) at an
elevated temperature, for example at from 180 to 240°C (e.g. at the reflux temperature of the reaction

65 - mixture) in the presence of an inert organic soivent, e.g. diethylaniline.
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purification of conpounds of general formula | and their salts by taking
advant age of differences in solubility in water and various organic
sol#vents of the conpounds and thei (O 942 29#hd of any inpurities present by
means of knog\!nrhg(?n t&%ﬁ nds 4 Qendrai %F‘Ml?g ?‘Nk\ér&ﬂm résl)u 9%961%'%9:% Oeftween
general fcareh ks, rS#eﬁTs%hro iHalCRBErSted alkyl AEHUE a?%ﬁnﬁ%rwﬁﬂg&?iﬁgj&%b@t orns
may be cdtaenthed td thet2qisitiop bbthateielatring aystem apaR@itad beaightd o bachahddicbain amlit S,
for exangrap doytaingdromop tal4 Rarbéreatapp rtbpsyimboeR‘aatachedrio shel 3tpesition aepresents a
suspendi diaPeena2iom; pad e is87 herpinbefore dlefingderd rRssparst tattie | restion Ph arbpikvithio

fol | owed °f an‘éeccéss?irgf/ eby ervgf)’(')_r'at ion of part _qr all of the solvent, and
collection of the solid salt. 65 (ii) On St her hand, the acid addition
salts may be converted to the, pare ngeRf general 17 0 042 298
formul # 1, for exanple by ngéﬁ% eous ammoni a in the prgggnce of
a suitable solvent, e.g. ethanol, foO d by treatnent with a weak acid,
for exanple glacial acetic acid. (iii) ﬁmounds of general fornula I .
wherein Rl represents a hydrogen atom (R2 and R3 being as hereinbefore
def i ned® (wieyeilpB* ‘crod REark @slhdreintiefee defined, RY rerfrespira poragtonally Selstitutaicieldradpl ae
bases, fbﬁrewbefrergég'}neéf% " %‘&Bf,fﬁ@’ﬁseﬂﬁ:tarzts’?'ﬁ'@%g%fﬁ r‘rqi'e'ea ﬂg;é;:fpmta'@%%@re
the appr dﬁ? P§Er e??\ lg? rviﬁ oli egdl@fm@f ginerar!fér RTI ﬁgihﬁé :l R? I\X%EP ~position
XV (whepeing ; :errﬁﬁg@s&mtearea&t edlidnt-T07 bhcheB-cBain SIRA ghb BEntAiRhARSH Y 2and
R6 r epie sarbbroatams, ahk Himbgr Rfgttadied 1€ Nat23pd3iting rebreddhitsla sttaight-oa blaatheaichd!® alk@. J.
met hyl omgrogp lepitainiog 7atohRAd raterhs 9y ajhydrageruitbmbir @ strelghte ot brarchgd-chain Alkviol

cashpOrAten vy -
t hangfoup 6Pnt3iaing ! tq BarBoRions WhentRida e\3-pasitiaq i g adyligryP GPnigiaing froim 74P of
the a”gg;caf 2%535_:_ PR, S RLPAB Y SPinet o' poca(py Bos copee e 2. B
(|

As well as being useful in itself, this procedure is useful for the

t he sol VEL{arai ( S

descried in (I above may be converted i the parent acids of general

formula I (wherein Rl represents a hydrogerf atom, for exanple by reaction

with a suitable acid, e.g. glacial 15 acetiCeRacid, in solution in suitable

solvent, e.g. water or et hano1l, fo e\ BEessary by evaporatign of

part og, all of the solvent, RARQCcT of the solid acid. Conpounds of

gegeral formula VI may be prepared e reaction of a conpound of the

general fornula:- 20 o R3 [err]

[err] [e(rr]r_25 {\Wherein R1 a?% f|§§e ar’ie as heer,ei nbef oyre dr?fi ned v;n t_g a_

' Corrp_ougsd ﬁciﬁ%m%&gﬁ T;Jdc}::n a nfan' _frirjtg qﬁo ?:pcgrr on@tr:t%ﬁmﬁ, dgﬁgédegsé}%- zgre Fg%se'a{sga as
_her ei nBep Aidehstoll o bh syl FupssipRloptath & REdeRbN formuts § by AdudtBR of @b ckRonyl
t'enper at wkRalab rhétRyldn@aRing Ofdr Brakiplel Borahdwiéh ItNE Hésired GABHIEIN SOprudIet of Gergral

. et hanol , formuld herhpreie serToepredenyy sadhuble baod beteeerc talbansatores. af yaalytiqivdfogerakip
under an4 "‘r?eif"E e’éﬁmﬂl?s ﬁgﬁ"éf‘f‘ .“g?’z "t"\'gﬁe dtris desiad RPN BProgesi @ sanerabiortial vi |
my be PO T e s 'zfeg,g;‘m bAoAl Ol e 35

[err] (VWRehRdRmRen dretiyPadafie b WL Rd thdenRit, Y. bl RMparedieXiehidinE@ed tndf

t he genethalreffuR néribeddtare [of the] reddioh \Wiaarel n R2h'; i's as herei nb;églr’e dng ned and

X1 represent’s The inddiocrerpoupdsedf @erendl Joraklad vhaeein srorepresents e ng) betwgyn

opt i on# R e B e e Bl ket e 2@5@*@‘2&?@" ekl

chl or of OFHpofH? astatHed K hg BLioGHIbE, a0 SIS BB, dn e e fabiits S RRRB LT e of

t he reacirk QrepBied by lc@siisdtioR fof b admpolhade thaageng@r Retulg:ondi Ti ons and optional |y

in the presence of an acid-binding agent, for exanple a trial kyl- am ne,

e.g. t ethylanmne or tributylam déa?@d)ab.yx@ydrol ysis of the ester to
the corresponding acid. 5®&'ooc—{Conmpounds of general fornula VIl Xay be
prepared by the reaction of a co g“_géatghe general fornula:- [err] [err]
(wherein RL and R3 are as herei nbefor F1ned) wi th a conpound of the

gener ats (nBeddinl X2 repfSedte b bnionMpedrably Bloricastomilie @ Godftfe, 1 @dpRdsBite bR lotighaly ned)
at a t enpbstivtted ehapdtaeenanddB[aed R} Girans hadbbetné defined) in an inert organic solvent, e.g.
- toluene, in the presence of a base, e.g. an alkali metai alkoxide, preferably at an elevated temperature,
e.g. between 80° and 150°C. ' _
8. The indole compounds of general formula | wherein —=represents a double bond between
60 carbon atoms, R' is as hereinbefore defined, symbol R? attached to the 2-position of the indole ring
system represents a straight- or branched-chain alkyl group containing from 7 to 24 carbon atoms, the

&5
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tenperature in an inert organic solvent e.g. nethylene chloride, in the
presegnse of tert.-butyl hypo-- 65 chlorite and of organic base e.qg.
triethylamne. 18 0 042 298 Comp ﬁﬁi f% general fornula I X may be
prepared by the reaction of a conpo 298¢ general formula:- R3 10 -
(wherei n Bimtsne? &tichddeo e H1pdsition AteabAs 8l8YdrdiRA a@Rald ¥® rélRdrbmit 8 fydrydeh atonX2

i s as her etendyedagadefrate commmaindoof thegaread fdrmulad-a | X) with a conpound of the
general formula;- O=C(R5)N(R4)2 *XI'l is (wherein
R4 and RS are as hereinbefore defined) in the ptésence of phosphorus

oxychl oride at an el evated tenperature cg-cﬁt a terrperature bet ween
S0[err]C and 90[err] C. Conpougtisn er al f?JNOyI a X may be prepar®d by
reacting a conpound of the general ey 20

[err] [grr] 2 . [err] [err] 25
(V\/nerel n 1 e

er e, gt s oo s Al ORI b
nitrating a. €atpytichetredenation rh;rej_ﬂectéd)psmd &r-ex&8ple, palladium on charcoal as catalyst
[err] [er ?ﬁt’° 'NW@F@?H%”RE °égfél°’¢'22°e @dasal {"ﬁE‘éYedfé" HEres @ 0'9

gener al’® f(g, %@Wé’me ?@&%ﬁ%&" 'a :gghe%“:o' _posmn  © bond, ?tﬁ’lee"‘
formul a: - sybdsiey e{eﬁtrsastr ht- or branched-chain alkyl group containing from7to 4 carb j’glo @g‘%e' n
Rl is as évebellFﬁIaeéahedatod&gi-besﬂt)on\mﬁr&keﬂts@a@@g&i&'td&f ar@dP Rra8 herbiBbdidH: Befimed! Are
[err] (wherersred fram 2iatkoxysathonvk deriyefives of thef generd)) foimmuigihe presence of an

organi @base at the reflux tenperature of the reaction mxture with.

conti nuous renoval of the water produced. 2" Conmpounds of general
formula XII nay be prepared from co of &hsgeener al fornula:- [err]
[err] [err] 60 (wherein Rl, Re*oosmre her ei nbef ore defi nedXiiby
reduct Bon either by chem cal means atal yti c hydrogenation, followed
I f necessary by N-al kylation of the resulga ng indole conpound by. known

met hods. Chemi cal reduction nmay be effected by zinc dust in acetic acid at
an el evat @le/eRNPERDL HY Bnd R04r8|aY thireinBafEhe QERALAS by BedAYxyRRio® Wi HehgUsi ng, for
exarrpl @ pal hadihe Garbokylidutide 0bdenaral fomiutd 1\ &heréin RERp@senty Lpeydiogersaibi cantl ROENd -
m xtur es R°rese eaf\erem@efore defir@dParR PspeXe mmv!rg'vsﬁ o @nspmsptbrtsirmswsxot\formum be

t
prepar ed m‘g.ci@d-cham ky grow;mfﬁng f:)élm 1 to% car n a Ejbﬁe}%ra tﬂ4?@8! gs Camf'%l

formul a: in alkatine conditions, for example in the presence of an alkah metal lﬂ'ﬁ? r] aqueous
-~XXV L1 3& ed'rlj%mc solvent system, and at an elevated temperature, e.g. in the presence of sodaum hydroxide, -in
aqueous methanol or ethanol and at the reflux temperature.
.+., 11, The esters of general formula | {wherein R’ represents an optionally substltuted straight- or
branched-chain alkyl group containing from 1 to 6 carbon atoms, and R? and R® are as hereinbefore
. defined) are prepared by esterification of the corresponding carboxylic acids of general formula |
40 wherein R' represents a hydrogen atom, and R? and R? are as hereinbefore defined. The esterification
. may be carried out by the application or adaptation of known methods, for example by reaction with an
excess of the appraopriate alcohol of the general formula:—

RYOH N X

(wherein R" represents an optionally substituted — as hereinbefore specified — straight- or branched-
chain aikyl group containing from 1 to 6 carbon atoms) optionally as the solvent medium, and in the
presence of an inorganic acid, e.g. hydrochloric acid, preferably at an elevated temperature, e.g.
between 60° and 100°C or by reaction of a corresponding alkyl halide and salt of the acid.

50 12. The tertiary amine compounds. of general formula | wherein the depucted nitrogen atom is
alkylated are prepared by N-alkylation of the corresponding secondary amine compounds of general
formula i (whereln R3 represents a hydrogen atom) by the apphcatlon or adaptation of known methods.

By the term “known methods” as used in this specuflcatlon is meant methods heretofore used or

. described in the literature.

55 13. The compounds of general formula | may be converted, when applicable, to pharmaceutically
acceptable salts, and vice versa, by the application or adaptation of known methods.

As well as being useful in itself, this procedure is useful for the purification of compounds of
general formula | and their salts by taking advantage of differences in solubility in water and various
organic solvents of the compounds and their salts and of any impurities present by means of known

60 methods, such as crystallisation.

' {i} Compounds of general formula | wherein====represents a single bond between carbon atoms may be
converted ta their pharmaceutically acceptable acid addition salts, for example, by reaction with the
appropriate acid in solution or suspension in a suitable solvent, e.g. acetoneg, methanol or ethanol,
followed if necessary by evaporation of part or all of the solvent, and collection of the solid salt.

65 (ii) On the other hand, the acid addition saits may be converted to the parent compounds of general
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10 (wherein Rl and R4 are as herei nbefore defined) by the application or
adapt ati on of known net hods. Conpounds of general formula XXVIII may be
prgp(a ed by reacting a conpound of the general formula: [err] [err] [err]
(vrperel n Rl is as hereinbefore def PriRé ?”Fh oxalic acid dialkyl ester in
the presenfeiaqf roPbitple mé’dtlogqntﬁlaﬁ%hggmmbﬁlaw ihk pRRerép @€k SiiRBR sBiverithdge

ski |l ed igthahdlSfoldwedt dyadeatrientt Mth REWEAXN SERIN &R eRdmpld) glapaiceeksetl, descrl bed above
of the prigis@stbpdundscoft geperal tormtagllb@er@msiﬁriab‘leeenzsoa hvrtﬂrasddece" dﬂfeam‘id being as
prot ect i mereipbeforesdefinedh THe bg senve '}?"(frat!%rff para Wﬁ‘f’ an@ %ﬁﬁﬁfons
Ak ngé pich nef?;g,%sgge_rgr R ot R B 8 S B P

derivati vesg%erel n ore described hydg@gy substituent(s) on an aXiyl group
R1 as defined in 26 relation to general formula | rra have been converted

i nt 0 bentyheosty rremmntb@ﬁm"@h r*@éﬁttq o sodigm des%tﬁﬁsb'@d a ) ?I'e i)
of t hewprc'entee'm § garb ﬂ@?« TR 6f ¢ % @%ﬁﬁﬁ, ':‘ & g@s‘ ,@e;t
pr eparat eatdgn ‘;ff gg% ° Eha-iy Venti on. arrp e
Conpound gy gibesh -HéoeasQies édlim mﬁmdﬁecuast,awe dbayerdd KRB phrbenzios of mcerd fc(r@tu@ 1g)

and pot asehedin RE Fdprdserito A ihdroged2atémly Yorvaamplé de eahciion witthp shitallecasidegdglaqit al
bat h (»tsemlpacldnresqhang@ s4eblo & B e ate éth Reinllowed ¥ RecgIsaqy R SYPRPA YU
rapidly Pat §(§aanltl ouncFé?ge Irgglﬁul m;\ga r@?c%omargoﬁip&ﬁﬂ ofttlelyemerdiNi s
region fesn, it "Phie mx ure to cool to room
tenperature. Water (100 m) was 35 added to the m xture and the resultant
suspengi on was treated with dilute h hloric acid (100 m of stgength
.2N) and the m xture was extraa!‘eocvvr@;t hyl ether (3 x 100 ml). The
organi c-extract was washed with water NIO¥Hal ), dried over nmagnesi um
sul phate and was evaporated in vacuo to gi gfg a solid. The solid was
recrysigal i sed fromglacial acetic acid and then toluene to give

2- ( n- pentvadedny R) and Ridok @s Gereinbdfone \defimedhwithl a(@nPBuny) of thengeneel fasnweof an
off-white solid, mp. 140-142[err]C, 4Q z(|) The

3-(n- hexadecanam do) - 4- net hyl benzor%‘%ﬁ:r c?H* sed as starting mat eer\

prepar gd (vﬂ*l%rJu‘PMe%‘Qﬁtbols A2 Slel 45" HRfbinbeiord ddied)fat 3n AIVAIES fbﬁﬁsﬁam{é RENZOIhE ré¥fik d
(15. 1 Q) tdmpefditfe 61 thetdaytichonixeadd) id @n (nkrtabgafic solvard g bthandy it thie etelsgdcanf glaciql 20. 2

g) “as t aesit @dd\es tchtalysth preteckblyaumd archbt@ratmplﬁﬂe?@ ifrogem i ng 30 ni nutes. The

t enper at ur e G@mpewnss pbgarefabiarmdia|may Rersensrd by e %‘t°f2‘5’°ﬁ'8f‘é‘r’r°f e generdlg
the addi {3"BWeHy water 45 cooling. The mixture was then stirred for a
furthe¥ hour and was poured into water m). The m xture was adj ust ed
to pH 1 by the:-addition of cog@% ' ydrochloric acid (strength 36%
w V). The solid was collected g vk ith water and was recg%'t-al i sed
from et hanol (1500 m) to give.3: (n-hexadecanani do)-4-net hyl benzoi ¢ aci d
(22.09 gvHeFe irf ﬁe.sfaerhme%efarevuvnt&n wchlaq aciltihg 238 4R GérletaCrordlla:—
Exanpl e Compound G A m xture of 4- exagecanam do) - 3- et hyl benzoi ¢ aci d
(6.3 g) and potassiumtert-but oxi de (IYSC@)‘ was treat ed in a sim R nanner
to that descri bed herer nbef ore
secy s bipAeR Erl e E e LG B s
110- 112] e‘rtsi,é:rat betwe BrrA QB aaﬂaadﬂtdo)rea&dmemmutdoearﬂmmv anded,
used as Sril'@ﬂrbu{lgmﬂ‘ﬁibﬁ‘arﬂlqptrmﬂy rnrte@areeed\cagf droddidohinding #tvestt fqr PW%# Htalkdn of
4- am no- 8mimetergy trigthwi2oing oatributy B'OtleOB’ANGdlbYlh ysigiofie 1§ P g@ f I)
cont ai®fi ng ¢ t@f"t?&‘t"jf’F&fﬁer‘?é'a'(fSE“ Vil ¥ o¢ prangr V\ftﬁ‘etrﬁacﬁm E%W of cﬁfndaral de
(61.0 g) AMYESi il ar manner to that described in Exarrple 1(i) to give
4- (n- hexadecanam do) - 3- net hyl benzoi cgredid (21 g), in the 60 formof white
needl es, mp. 194- 196[err]C rtxeopte-3 {onpound J 65 A mixture of
3-(n- exadecanani do) - 2- met hyl benzoi c~&efONGBHO g) and pot assi um XX
tert-but oxi de 20 0 042 298 (23 g) was tggated in a simlar manner to
t hat described hereinbefore in Exanple 1 to give 2-(n-penta-
decyl ) i ndeetsidtRC ARDBX Ytel &3 HREdiMbefore defigdd) with 4 Eengdooidiviothe gemtd dormsak-~d, m p.
114-1%¥q[err]C. (ii The 3-(n- hexadecanam do -2 nmet hyl benzoi ¢ aci d, )&sed as
starting material, was prepared asOrbhi ovsh

(wherein R?” and R?® are as hereinbefore defined) at a temperature between —65°C and ambient

temperature in an inert organic solvent e.g. methylene chloride, in the presence of tert.-butyl hypo-

65 chlorite and of organic base e.g. triethylamine. _
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6 A stirred solution of ethyl 3-am no-2-nethyl benzoate (1 7.9 g) in
chloygform (150 m ), containing triethylamne (15 m), was treated with &
sol ution of n-hexadecanoyl chloride (28 g).in chloroform (50 m), during
m#utes. The tenperature of the reacOi@A2n2RBure was mai nt ai ned at

0-10[ err] C durg b ' o0l 1.0a. e_I,.Xx e was th

refl uxed f Mrmﬁ%%ogﬁtﬁeog,g‘m\fgé %ggm\{d% rﬁgywlgat rg%da?% b% I’%S'S&]tﬁf '§ ‘!’%ﬁa m\R/%us"d(? ?P‘é&e%‘vﬁér
magnesi um sul phate. The sol vent was renoved in vacuo to give a to white
solid, which was crystallised from et NThegol id was dissolved in warm
et hanol £500 nl) and the sol ut H@@m@%th sodi um hydr oxi deX{¥h0 g)
in water (50 m). The mxture was the Ndxed for one hour and was poured
onto a m xture of crushed ice and dilute hygirochloric acid (1 50 m of
strength 2N). The solid was collected and was recrystallised from ethanol
(1000 ni’y (e "\/%‘ as'd@‘%agﬁéwa@@éanmeﬁmyand thetdepicied swrtiot Ryie asihqrél@befpre défined he
form of a WRPFELIITY? M W™ 253mpeusd &f thegengsabiprdaia- Conpound | A mi xture
of 2-(n-hexadecanani do) - 3- net hyl benzo@,gc(ﬁ%(ﬁ.‘)g& 0 g) and potassi umyy,,
tert-butoxide (20 g) was treated in a simlar”mnner to that descri)ioed in
Exanpl e 76 twhetgin/B8* andsti #rd as\tiereirtyefneesdefiBed) d ithes prasents efdpHosmorusrixihele hDan

gi ve 2-(n- P& o%‘éggjg’i@gn&& ?{-WleE‘ﬁF;l?M%P?%’e% QF Egandquf’ ), in the formof a
white soligmanp 03 SOPEITY Emile® M9 hRRERE BN S57°H) @ SOMRAUAY 1o dhe eaneral
acid, used as starting material, was prepared as follows:- A stirred
sol uti oseof 2-am no- 3-net hyl benzoic agcid Q%ﬂp@(g% Jd¥Rdry di met hyl f or mam de
(300 m), 25 containing tribgigdaun 60 ) waS treated in asinw(lﬂr
manner to that described in Exanpl & ) to give '
2- (n- hexadecanam do) - 3- et hyl benzoi ¢ aci (5"'(28. 7 g), inthe formof a white
solid, msp. 106-1 13[err]C. Exanple 5 Conpound L 3a A m xture of
3-(n- decan‘éﬁff@tgf 71X em%%%mrq" ke defmeeig h asampeynd of igeneral dormulg ik de
(23.5 g) Wasndiheated ndggr MTar ee BEPaachby BUEe b eempRYPS o Hiergsreral n
Exanple 1 to give a solid which was recrystallised fromethanol to give
2- (n-nogy! )i ndol e- 6-carboxylic acid (4.1 g), ingehe formof col ourless
crystals, mp. 166-169[err]C (i) The 3 ( Aegdnam do) - 4- net hyl benzoi c
aclid, used as starting materi 1?0 pr gpar ed age35 fol lows: - A sofdi¥ion of
.19
)

3- am no- 4- et hyl benzoi ¢c 'acid ( g- n- decan®yl chloride (19.4g) in
dry dingfhylformamde (1 50 mM) was heated on a steambath for 90 m nutes.
The sol ut iv#reimB’ prsuRechre as bereiphiefare defihed.he sol id was col | ected, and
~.recrystall] se! a"_f‘?"b‘ﬁﬁ“‘e?%%{a' fsmala NIV treavgbey aregared) byl sesgtingrd doippound of general

4- et hyl benzoir'¢ acid (22.5g), in the formof a white powder, mp.
1246-250[err] C. 40 Exanpl e 6 Conpound A pr@t@eding in a similar nmanner to
t hat herei nbefore described i n Rlgsplg or the preparation of XXV

2- (n- pent adecyl )i ndol e- 6- carboxyl i c ackg HBut repl aci ng -

3- (n-hexadecanani do) - 4- met hyl benzoi ¢ acid 45 by

3-(n-tegr dWberein &riisies) heseinhefamy Hefapd) ovith acerdgoundhef geneees fopnelpar ed
2-(n-tridecyl)indol e- 6-carboxylic aci ‘Azdﬂuc} he form of col ourless plates,
m p. 151-153[err]C. By proceeding in a simi?ar manner to that her Hbef or e
.descri bed (wher&ix atpé & HerdirbpfofedefibddfinRhERadendd d?Bn Bfganic base at the reflux temperature of
3- ( n- hexades eeaction dgg’tuw-vmiﬂt toplifbeng cinovaiodf dhdwhter potaed.Ng n- hexadecanoyl
chlori d®@ by nSteroragsed apnsyal fempla Pl dray e dreppied famp| camiperndp yf the igneray Faamrilae-
there was prepared 3-(n-tetra- so decanam do)-4-net hyl benzoic acid, in the
formof a colorless solid, mp. 233-235[eR?[’'C, used in the preparation

above. Exanple 7 Conpound B By proceedinglin a sinjlar manner to that
her ei nb®f ore described in Exanple 1 E-HPEPBRat i on 55 of Xxvil
2- (n- pent adecyl )i ndol e- 6- car b®Xogdd but repl aci ng

3- (n- hexadecanam do) - 4- net hyl benzoi C NQY

3-(n-oct adecanam do) - 4- net hyl benzoi ¢ aci d, t_her'e was prepared
2- (n- hept W’* Rl rRﬂ'Olaﬁ.} A4 6raras heXpbiofe dﬂﬁh&lﬂbl/ %&J%nf%@ @fchgﬂlcgl%lea%g dr by
crystal s, Cifgiptic hBIpgeBRpefpl|o@ed Bynqsesseme i Nrglkylation of ithed teaultingRing®d codrfpduRd@by
her ei nbef 5?%“&'@5@?‘?% n ExanplLe 1(j) for the preparation of

Sihbd e RIRLE L L) st b
3- (n- hexadecghamaar Ry #rGdyshin gc8 AlAmelpystesdemagiatte.
chiori de br)’ogéfi?;gg ggemmyiﬁgg?ﬁzriﬁ%ﬂusgﬁﬁg?"f@?'ﬁqﬁ%ﬁqﬁ? b A PPIFIETP Y he,
t here was prepared 3-(n-octadecanani do)- 4-nethyl benzoic acid, in the form

of a white powder, mp. 228-231[err]C, jgsed in the preparation above.
Exanpl e 8 Conpound C ' '



65. By proceeding in a simlar nmanner to that hereinbefore descrl bed i
Exanple .1 for the preparation 21 0042 298 of-

2- (\n’ pent adecyl )i ndol e- 6- car boxyl i ¢c aci d _but repI aci ng

3-4 n- hexadecanam do) - 4- net hyl benzo@cO4& 39&/

3-(n- dOdeC&“@Jﬁ&Q).as“offE%mM'fb.%?@k)@wﬁﬁaw be bRBEBd BARY WIWB@& the corresponding

2- (n- uUNdes}bIUnBEIof e Genail lreesyula:c- aci d, in the formof colourless plates,

m p. 156-1590C. By proceeding in a simlar manner to that herei nbefore
described in Exanple 3(i) for the s _ prepgeeadant of

3-(n- h&xadecanani do) - 2- et t}_‘yb gnz cid but replacing ethyl XXVl
3-am no- 2- net hyl - benzoic acrd by | 3-am no-4-net hyl benzoi c acid,
-n-hexadecanoyl chloride by n- dodecanoyl NPa| ori de and tr| et hyI am ne by
tri butyl am ne, Rt her e, was re are - n) cillotdecan m dof- - gﬁnevr\l’zo ghogc
r €
;:)pet)g.(l’aa‘."[ f‘g?: gﬁ CB??E%?Q%§§3|§F:21§{%§ llrﬁgme gr% ?8’?»10 %ﬁ’ t ? 2'4%:% nd rg%eneral
f

E By proceeal ng in a simlar manner to that herei nbefore descrl bed in

Exanple 1 for the preparation of 2-( &‘H'écyl )i ndol e- 6- car boxylic acid
but reffl aci ng 3-(n- hexadecanargigp yl benzoi c acid by XXIX
4- (n-oct adecanam do) - 3- net hyl benzoi c ~Nbbere was prepar ed

-2- (n- hept adecyl )i ndol e-5- 15 carboxylic acid, in the formof a white solid,

m p. 108+lickeiR@" iBys Puraifteé Befined) \ittsoxaiid adid malnwestet o théatesdnae of #ilalif oetel

descrlbectllqonddzxa le 2( | for the preparat on descri

& (- nexagechyd ef§° St R ugzﬂih%ﬁimpﬁtm%ﬁaé st

chlori de ct:r;ﬁ %re ?éa(fﬁonst ﬁﬂhe methods of preparation

. 4-(n-oc %@@%@h Bﬁmb&hﬁﬁd ,subsﬂtubﬁl&) HOBMBIR! gBoUBiR’ e dgfioedi®r

L mp. 1%2-r61916{neforde6¢raus:erdulan rudvehape dpen a@nvefmedabm/eenzv’_’@(vEg(mI@fﬂﬂfmoﬁfnd F

By proceatdsaiiged it salispduent remavat of thegpretggtinarhepsy| e dese Qs%gt in Exanple

1 for the pr Sfolgvinsh Bxgmpiss dlystrate the ReRArtion #5 cé’mgg 'b(s»?yl | cpr Eet '

repl acing 3-(n-hexadecanam do) - 4- net ixhhggzoi c acid 25 by

4- (n- desleeapaimiacdp) - 3- met hyl benzoi c acid, there was prepared

2-(n- undecyl)‘mﬁxkoteeef&-mmebam namldabmethvlbem@ MW}Q}I’ apgl htas émékc};%
ore

mp7 124-328pkmep @lacss ra ere opds; Msj ire 13ng

descri bedem ?erﬁg)f’m ut g ﬁﬁmiﬁ temper::t?rseern\%&ﬁmo mi) was
4-(n- h%X jﬁ@rﬂ%@ép@nﬁ&i s #ébteﬂwa aité BydfochiNASHRTA 00 Y of
chloride sl&yngah zrslpdmaaawmrs IwaaextdeteamthtmetmbmhMmmoayn {The etghnit extiapewas
t her e waswgshebaitredatdr (2nc tRSIR driethdwdonagnesign SH*E'M ?WGVQW?&‘? n vqcy 0 %‘;)
of @ col aﬁz"%gg g}’f.'.“““ ol Wﬁﬁgﬂf TR cBcere ) Lrsedtle
Exanpl ¢ 17 ?é :I_é OEX Hggw bgnzﬁlcsa'cig1 ag@tgﬂﬁ n'tafbntalﬁ%s prepared as
herein effgroevsd.escrl bed I n for the preparatlon 35 of

2- (n- pent adexydur)eldrhdmhmﬁ-&mab@)@yﬁetmlmmﬂc dxirt (1600 incdrm dimethylformamide (150 ml),
3 (n hexadre,te-aname@m merfg@ ﬁﬁgw@&eg%nd:e ecanoyl Ch|0|'l e {27.5 g) during 30 minutes.

th ition by water
I‘Ta w‘ﬁ tu wasﬁiﬁf ;F;%ﬂ% gﬁt ur £« %rﬂrgﬂﬁgtéﬂdmoo nY\I) The
2 (n tﬁ )\J dnt o$ﬁ1 Ne ddmitig bitondeRtrd b FUcﬂib acld'(ﬁmng I38WW/v). The
crystal S,solm Was cb. abewhsh wBy wated @aE G @crystaltised ifnainl egiranotd h$R0 Ml  divead-
her ei. nbef(mhaadlssmndx&d -methibeargi¢ ele(ZZ)O dloin mﬁ@rrpmépavfatﬁlsew @f-p. 238—240°C.
4- (n- hexadecanam do) - 3- net hyl benzoi c q 2 repl aci ng n- hexadecanoyl
chl ori e&% 40 ) Jetet radecanoyl chlori 5%"“??1 re was- prepared
4- (n-tet radegs amﬁmedd?)zr @: Hmdgyénbﬁﬂém-%eﬁﬁlbdnzoicrbcfdh(e 3f P raRd @btassivih ikdrSbypsxider ,
m p. 197-(2@@[msrtﬂe€1ed us£€Imilar nidnserps Gjaadetiten herbmbefore Exfaqapble 13@ g&SZ(Ga)n‘pMnd M
By pr oceeadtyigdpla-Secagionlic acid i3fgbiin the foimef o gﬁ"' i | Exanpl e
1 for fh gr e dripdixagpecasapifolsk RENYBRIPY iBRGo1sed 82 itﬁ'? B%)Tﬂfe"ﬁ %s 'He%a"i as
repl aci ng KQU%QQG@WLHQAB%WML@@MBQ 23§ 'uddrb)ﬂnmethylformamde {300 ml),
4- (n--undegAam BAkE AleSted GAth n-heXH@B GNPV Bhigde [0ET.@6) in a similar manner
2- (n-decyb )tn:dneheéoeb& i0 Bxioply |1iictoagived4-(ri-hexedegarfagride)-Sfmeahyiegtvic idhide). dokied,
m p. 187-farB0pfewhileeedies. mp. WFpWeEeding in a simlar manner to that
her ei nbefore described in Exanple 2(i) for the preparation of
4- (n- hexadecanam do) - 3- net hyl benzoi c eemgleldut repl aci ng n- hexadecanoyl
chl ori de Qumpeaunshdecanoyl chloride, there was: prepare
4- ( n- usmlec anArmidgle- &f- Iripcheyadseanseide)-Aneghyibepzoicrasi @rorﬁ)c?f‘d ROWRTYR 1BPyteridey
.197-200[err] C, used in the preparat|on above. 55 Exanple 13 Conpound N



1 for whe preparation of 2-(n-pentadecyl)indol e-6-carboxylic acid but

repl aci ng 3-(n-hexadecanam do) - 4- net h Iben20| c acid 60 by -

3- (M- undecanani do) - 4- net hyl benzoi ¢ ac was prepared

2- (n-decyl ) {23dplas Gedidd iR @sMhilaF masefito thét dteétebé&{em.mefoee iR ERAMBIS Pld dive 2Tinfbenth-
60- 164[ er r ] GecyBydope-dearbakyligadich(3al )i i thé fortiedf REdrediO sdiiiad.ph @1 S+-mbEfcor e
described in E)(laﬂfpi &-{nthexadecanamidoird-mathyirenzeid asid, gfed as starting material, was prepared as

3(nh_exaf? %(4} henzai c,acid ; adecanoyl. .
CIRRRO L Ll g S i e
was prepar ebonI, ukiiyd waﬂnm 4bLion ﬁ‘\l)&lﬁ'b as'nﬁhlr{t Red &0V Gi
whi t e sol i ddurimgphe Mzmﬁbﬁ[celcoqhﬁ?g 'ﬂbeerﬂktmra wial ¢hep Ireffuggdafbl SN minlotes.cvasA@t with Qa9 2

298 Exanpl e (7-’1»?41 G‘éﬂm E\; ﬁuh?h%te Thﬁhsp'a?"t ﬁrﬁﬁm"%"t ga to give a

1 ro rm ethanol (500 mi) and
her ei nbef 8!‘ “ﬁ%&% % T 31 ngé? T e r:Ixtuere w::%then refl,uxed
2- (n- pent adf"o?ﬁ a%nﬁtﬁ*e &d ditlte hydrochloric acid (150 mi of
3- ( n- hexadeseangtvi IN).) The- sobd laeiRzeY Gndovad r&:rysb}hsed from ethanol (1000 mi) to give 3-(n-
4-.(n- decanamxwramm-HW@Mm:m 2oid (28 gi.Hertle faes obHa ayhite eofid, m.p. 163—165°C.
2- (n-nonyP)i ndol e-5-carboxylic acid, i n the f{)rm of a light brown solid,
mp. 137-144f6 Eégal(],gf By proceeding in a manner to that hereinbefore
described in ARkee 3 2)(n-m5déchenm@paﬁaﬁwmzm acid (5.0 g) and potassium tert-butoxide
4-(n- hexadetzamamaslm)ea@d ire b Bimilee n@anet tachatl dbmtibedeipIEamhmgtrtemweaajsnﬁd, th was
chl ori de szreﬁwgél nr%ﬁhqéw o teg give gﬂg-p@tm§yl)pip%7@@rboxyhc acid (4.25 g), in the form of a
4-(n- decanaffl Gy t fQ 1 I our |
powder, m pfoll 'B%L |9$)3) %Qhﬁﬁenz&c a lgr a ?Orgrs] stabrf’f}\\? gatéﬁaq \9%15 r%iasred as
Oorrpound P By prswe«eebmgnlonzanmom hamylm&eracuammmgtm b@rd&hd’tbﬂfBﬁrﬁa@mdBS(SOO mned
i n Exanpl2é dontaining tibutppmipa(8Q md wad Fregpd - ﬂmga!mnmdedyltljant debotiedGn Barrpexifil t
aci d but re %meﬁd(’??“ﬁ'@%a’d%ﬁ‘&ﬂ‘dﬁ?’&e'f aciddB Al bien #18i foraceid apyhite solid,"m.p.
3- (n-nonana *Crret hyl benzoi ¢ aci d &gﬁé ghas pr epar ed
2-(n-octyl) poRsdupg ©- carboxylic acid, in form of colourless crystals,
mp. 166-5269] ew&lﬁureﬁj3-@rﬁ-6éiﬁ&dﬂnﬂtg-4l-lﬂetayiﬁdrﬁblé &did (BRY) 8dd dotastitvaterNButeNideli2d Bl
descri bed i waixeargdliwa $iMmilyr hannet th ghay degsdbedthedinbefbre in Example 1 to give a solid which was
3-(n- hexade@‘afh%fﬂ'i':ggéfm ﬂ 1’B'é?l26“'E°'B{H'Fﬂ°'?5§t°a’|b@m"a€q' @ e He shederpgt g9Jpurtess
chl ori de by r
3-(n- nonaaam. f T CB%Z( h enggl%ﬂgg\?, %Q&Eﬁ \t@E’(Se c()jre ?n@%t?gmgv%t?rg' swﬂs %‘eparedpas
247-250[ err] C, Ausmuhon rof Bkmuprr-epmtampmucad@wes1|‘@xanqulneiedﬁoﬁcmpomdlsx@d35n dry -
. By._proceedi fﬁ eqhwfoamsm'ﬁWéP "P‘r*et‘?'ﬂ?é\ea@@)mb ha@a'hé?te‘fﬂﬁﬁm'-ée @P'P ISNOPRAIHA e
“Lfor the. p LY ARy cg'ﬁctﬁﬁs F; Yo dmmeetiene PRI vg;é%. "dsgfermidcl-

enz |c acid (22 er 0 C g

repl aci ngg 3- | exa ecanam enzo dmﬁ
4- (n-octanam do) 3- net hyl ben20| c aci d txBRpe a/vas pr epar ed
2-(n- heptylt)‘ammhaéAS carboxyllc aC|d |n the formof a | i ght brown solid,

mp. 152- YP ”‘hfha 'ntﬁba'g 1 for e @reppraigsy e -

descri beq ec i ol id %LP? sﬁ— ecanamido)- -methylbenzo:c aci

3. (n decah hﬁgiJ@@xv@.C reg 2- (n-trndecxl)mdoleha-c%r %%Ql c
e

By p_r'oeeedi ng in a sinilar manner to that hereinbefore described in Exanpl (@

acid by 4-am n(By &rméd‘iyj tmeanzsowtar am!nderamdthﬁt- Heeualm:yé dedtribed the ExXaynhple- OBt fanane
chl ori de, tmprepagatian of wamanl'n :ﬁrﬁdﬂ%@ﬂ:ﬁo m@;wrt‘eqmlnbeﬂm@cmvld:h'orw he
];E)C();.mplmce %Ol Eﬁ“la%%c 03;1 rrﬁfq hzonc Cldég% Ef\grlrlneq E‘# Is; g‘«')hf,:gﬁe of a&?%get% use%b {{he
herei nbefore descrl bed in Exanpl el forExa,hgepr epar ation of

2- ((n- pent ademydokhandol e- 6- car boxyl i c acid but replaci ng

3-(n- hexadecangwp@ggedmgm fldp enaprsr ¢o et hereinpefore descrlbed in Example 1 for the preparation

3-(n-oct 545 CP}Y'Q@F'& but rqpiaci ido)-4-methylbenzoic acid
2- (n- hept yﬁt‘g?p% ﬁ%ﬁ -4 (r:r!:)e :\% i\z&ystgm:ﬁ E%re iwa_s reéjrﬁeac?r?? -he tadefyl) dndole -6- -car-

169- 172[ err roceednﬁ)/mpi QFERAIMAGndrNtoathsd RarbiRbefdiBIBEFibéOInt Batmple 1(i) for the
her ei nbef ormembesion bh2¢h-hexadecanaplide)-8( m@thvﬂbanzcmmqmepmiaamg mmem‘decanovi chioride bv

3-(n-decéh ecanophehig '('fit'b" ePY3iiRu YAy PERE -ogtpfespnag

n- oct anoyl d{rpﬁ\eB‘?’ Pefzoic o ;gﬁ mﬁfaﬂ%fee"(?wge' APy W&o‘j Wiﬂabaé'ﬂ%

acid, inthe formof a white solid, m mxa£6|§-8250c used in the preparation
above 45  Compound C Exanpl e 18 Conpound K

2- n- Pent @decyl| By n'dgdeémautﬁemrbdaxwan@ramhet heteBbgfory)devmibedin Sxaminlectifor e arepdrrtianr e
of tetrahydrofuran (400 nml) and ethanol (100 m ), containing agueous
fluoroboric acird (100 m, of strength 4084w v). The ' _



N

- i

i_colourless s
: was prepared as foI I ovvs - A solution adkample 9

cag‘ol ned filtratres were concentrat@lom\mo until a solid separated. The

ilm xture was adj USted '510 pH 7 gg”treat rrent wrt an aaagous sol utlon of

sodi um hy 35 qﬁ,d)gm%fmaﬂ? _4,me

gl aci al ac d

|c acrd er%bwe@ wpta g(_gn fcml (cgrboxyy_‘bo

Ies

iimM), and the ey hﬁcﬁce&diﬂldﬂnl ﬁl’kuﬂiﬁs miinhéd toOtth hERigPasE w&&mbcphalsﬁanam 3(iOfor the
evapor atsl omenaratmamﬂcs (n%x ceaataldsbzmmvlﬁhaosodadjbwaspla@u:g yla3-bmine@-mhetbyht a

“mxtu qungﬂr %n@yxaggqaﬂ% higrisle y y-dodecanoyl chioride

1R ey r;g%rygﬁg P e T erbrern e

r he corresp |ng hy rochl oride salt

(RS) - 2- (n-qymwpadbléyl)lndollne 6- car boxylic acrd' 3. in ethanol (30 nl),

was so tre

Chanol (e SRR
ito the m &Embﬁ,r.m&.a in ahesra

P washed wi t h dBebtugéediighiera sihinir i@3bnenitd thar lepraitbefore described in Example 2(|) for the
- (RS) - 2- ( n-preatetioeei4 ?:\rfredaﬂepmm@Ob enmlmrdcbdhmragoblndrem#eca(nﬁvl ?hl%blqe yn
. the form cs‘;°°aa€:‘e|;eﬂnarirg

. sodi um gal% 2oV CRS)TY: W p

‘I‘"a fded

are ec d ole

j{g&t@ﬁn@omﬂr%ﬁr ey 'éﬁi o ﬁram Efopthe prenaraﬂon
ﬁgh@:as-ohlrdc S CO'

8 GWie ab

laride. thare; (0-09tederengmife) rB-ReRYRYBF 85id ir) the form
%19% 88%%/ £ 8P REePET ‘%%n e i

¥ i c acid was prepared

~as follows:- 65 (RS) - 2-(n-pent adeg,;gl,,),,.enm)l | ne- 6-carboxylic acid (10.0
i g) in hot CotpamadF (250 m ) was treated with 23 0 042 298 an aqueous

_ described In

i sodi um hydr o@ﬂ@@ej‘m H“(?Ir?' nfiromamner Mthgthpeg\gtfn;em%wqﬁ E’;:I'm? hbkwapepm@g
4. U -n= 1 Ci
i {Ngf Leéozf g d4-apﬁ;d%5a§§lr g §¢|qog\r ggagrdg Ein;%s M r??g -unzcﬁ]r%?lse-?c%xmc
_ 8in'th

- mixture of etagredecdingl rnWBéirﬁrlar 95):0 ihet rwrérrﬂ;e&@&ldrédmb(e&%ﬁ)aanmazmemtae prepara-

Ras” Fetryst

decyl ) i ndaibn roé- tELnd-&xalu@aaplaatde) mewy@ynzorcnammbutf @pmlosi ndtekarngcdneﬂschdnnyestbal B,

.mp. greatded ec?'FPa{hc'S‘E@Féﬂﬁ‘ Jrébuprginting f[fsﬁ?g?mﬁg V"Pﬁe S, Drepg {n-doge@ppmidoirdt S

. By pr oc ety
ST T the preparation of 2-(n-pentadegyhpiendol e-6-carboxylic acid but

BepRole aidnp FgTorr ASPIo 8?—6 O 4594 P PISRRIAYAT RSl e
repl aci ng Cmpsungexadecanam do) - 4- met hyl benzoic acid 10 by
3-(n-tri decarﬁarmr@@ diag img tsiryilatyeanner to s hersinbédfere desselsedpim anrpbd forthe preparation

2- (n- dod® écw'"e (opic aeid gut orrrsé Pdiexadesanam oic g
15gn15g[ egg aﬂ%fﬁf 4 z% jh g;zgf 'F W@ppﬁ dglzl'”fa't" g\fj)&dﬂ'ﬁ grgrrbé;xvlfg
efin a Sifh

n- tri deq;aﬁgtyqdegﬁmpyjphlgedqmgpevmgp & Admn-teyradecanamido)-3-methylbenzoic acid, in the form

3- (n-tri dGEANAYE dOYder. et HYT DA wsercindhe PrePRRECTY KT of a 15 white solid,
mp. 243-247[err]C, used in, the preparation above. Exanple 20 Conpound T By
proceeding in a simlar rranner to thagxahgraalznbefore described in Exanple 1
for the¢qa€epm:mlm®n 20 of 2-(n-pent adecyl I ndol e- 6-carboxylic acid but

repl aci ng f?‘ 5_1 ilar (plamper nlzngrgd%gépt@d Example 1 for the preparation
o e e R e

5 (n- ot af o, araﬁeer In¢ 1@?3-1— i 815 & p.
116- 118%er-r] @y ;Bycqédrﬂgeredl sn.g.rarnnannsr It kf&li m&maerbret fostrhRb .hemahmbafnpm the
descri bedpiepar@icn |4én-5 %a eq‘ammrﬂﬁe’s- pthplherabic @cid bfit replacing n-hexadecanoyl chioride by

3-(n- decaﬂ#ﬁﬁ'?ﬁ ovhe ‘grgery %rfepaaes%%[) ppdesapgmide)r higetviasnzeip 2did iethRjarBOhZ o ¢

acid by 28" 30 P beﬁ'%ﬁ GPYRYP P8 anoyl chl or | de by
n- nonadscanoyl chl or| de there was prepared

4I ({1 nonadecanam do) 3 met hyI ben20| c Euemnle 1|3n the form of coI ourI ess
plat es, in ar S f ep
b "ot R £ S

tha de&dnb r?qldB) Jﬂ-ﬁxeﬂnyﬁ;@ lcla@id, @ér l’pFéG d 8 -Qédy RddBa6-chBoxli
0 m ofn wéfengifha Sddh wbi) mv;assoeﬁlsaxced for 3 hours. The solution was

pour ed ont o ®yniradegdieg df acyimitdneranngre top that Ware@befaneddqsw@erbr"e@rmmtaﬂéufq;othrad
was col | eReaation h{% gyeppca 'B‘H “rahylesnsain arid bytgepiaging 4 %"9 i figride by
reg

Tear ot AR U LD e e e

f or m of vvhlte crystas 76-7 [err] 22 Conpound
22

stirred m xture was hydrogenated over platinumoxide (2.0 g) at room @
jitenpegature and atnospheric 50 pressure. After 6 hours the m xture was
fi IYered the residue was washed with diethyl ether (100 nl) and the

flart &nridf Qcpa-ﬁa% HeRhb@fore described in Example 2(i) for the -.-:- -
3-(n- decanamrdmjrrémratrhgddb@nmwe) Biethylerizoic apliant Rglatingl @aanaydanan tiéridé @y by



By proceeding in a simlar manner to that hereinbefore described in Exanpl e
1 fQJ é¢he preparation of 2-(n-pentadecyl)indole-6-carboxylic acid but

. repl aci ng 3-(n-hexadecanam do) - 4- met hyl benzoi ¢ acid 40 by

4- (#- henei cosanan do) - 3- net hyl benzo@O42i 298t here was prepared
2-(n-eicosyl)indol e-5-carboxylic acidg ln.tfae formof a buff solid, mp.
110- 112[ @pkbbuna®y Proceeding in a siml 8P "Tanner to that hereinbefore
descri bed I n" dppadiRédingdih b bindiiar miraer tp ke Béraihbeddte Bdscribed in Example 1 for the preparation

3- (n- decanb2drdegntatiesniin v@b—b‘@n@@xmc aqid buthertacing S-ade e@ﬂ%ﬂ‘vﬂwcﬂrwsw@wwbeﬁém c

acid byMb&ﬁ;‘fws nﬁ@# HeH reo'igégjﬁgﬁ Q{@@ém'c?y -NoAY!idplgzs-gagpoxylic acid. in
n-henei Cog}f 'Lg 'E%Q@fn%gfore described in Example 2(i) for the

4- n- henei G%ﬁ'ﬂ@gf\‘ E%E ﬁﬂ@h@th@lﬁér&'onc labid b€Erepiading @hexaddtbndyl &Mridé by

m p. 189- ﬁ%{:&hbﬂ]dﬁlon% abikre lvab Ipe=ppred pathatecamamizob¥-enethiylbamepiceacRi3 i e Gompouad V
By pr ocwedbloyglesnpayvdst. m-p-at96matRASE. vsed trmthe Aepetighabyee descri bed in Exanpl e
1 for the preparatlon of 2-(n-pent ad FJné (gol e- 6- car boxylic acid but

repl aci ng &ans(adecanam do) - 4- met hyl'benzoi ¢ acid by

3-(n-nona ecasﬁmcdajingétn ARty ASIREQh Chat RérBinbdié Beseltied it BXp@pled for the preparation

2- (\n- octsadeZ4i-pantededyingole-Grcaric ecidiitdgplacing SHe-hexadegapdmigo)fhinethylberizejguacid
solid, m gy34pgo s%r;E@ +Jgghwsgﬂo'c acid.perp Bt eEerTery2 fmocdylindapiearartingylin afid.y

t hat her elr}? rgﬂg‘gce i i ﬁnﬂﬂm&fﬁ h)are Efo&hgesmﬁ@% Eﬁ(érﬂﬂe qu for the

3- (n-decapapi Q%H@&Héfrﬂib&-@ﬁwb sHzoft GBI 3Gt fQadingliefiekagthndyhtridriasl ey by
a n- nonf- nd\ema dhldBlbé ahdrelavab h:ﬁperewas(npfoe mixtth)-4-methyibenzoic acid, in the form of a

3-(n- nonadlétstan@llm o) 247-m3B030. lyeasizipi the prepafationrabeYre form of a buff solid mp.
233-236[err]C, used in the prepar atlo& aqo . 60
Exanpl e 24, g¢gnd W By proceeding it S| m | ar manner .to that

her ei nbgf or e syerdeeddiRdn b BimiiXargaher td tHaORerdiltRiddé @g3adbat iMBXa@ple 1 for the preparation

2- (n- pent afcmw;ie)'\tanehyl)nedcﬂe-aaarb j¢ 200 g ireblaoing 3rlepadecagamido)-4-methylbenzoic acid
3- (n- hexaletn ide th s pippared 2- (n-heptyllindole-5-carboxylic acid, in

3- (n- dodeargH Qg ”P\%m% T b S50 i xample 50 for the

2- (n- ungdegxbdrd ﬁbd CF dé‘caﬁdfamee A P TR U
m ., 108- u&ﬁr@m—]neﬁiylbaﬁouc acifl afd! 2-deQBoyByhiprida & @chcrgoyl Bhiaride| thikleavas Espared 4t O
that her elnrisednemigod@gethylhenroicraciBxa thelfermB(f cglodrigss nehdlespmap? at-2 24 Cotised in the

- 3-(n- hexaﬂ'ée%#mﬁ%‘)ed met hyl benzoi ¢ aci dmggt repl aci ng n- hexadecanoyl
chlorid r{pug‘?g;g.ecanoyl chl ori de, t Regeet pr epar ed

3-(n-dodeca @%Q@éed%gf’@é BMhQ%%I’QO fHat l%renﬁﬂ&f&%sérﬁ'émn(ﬁ(arﬂplwF&%e%ﬁg@ﬁen

m p. 162- dfG6{negehiabiacyisdik-6-0arb&@liddcitai adpiating alloexaddratmatitigHdematbylisapgioaid X.
! By proceebl w-mnaramsimﬁnmthvrbam@racuotherhatas hep@em%éf bape/”d!églmGrqgévxwhﬂa@mml e

1 for t hethﬁrf pfat P ?f“GP"dZ ﬁ@m‘gae"é ‘ }{:‘f § ylic acid
xample b{i) %r the
repI aC' ngpr§p %?; :%faet %gh ca(i; | chioride by n-octanoyl
e‘r W@? c@an@ﬁﬂ yﬁ)e%& aQ Qﬁ)@'ree m of a white solid, m.p.
2 (n oct ytéa—nelsﬂ%:— bsedd hw(gtbmacatiamaﬁovel n the formof a creamsolid, mp.

.136-138[err] C. By proceeding in a simlar manner to that herei nbefore

descri b8d.jn OEX?EpI e 5(i) for the pr &Pt i'8n of

3-(n-decand eAadaamw&:p%t&mofyna%.&' (’Péié of G @6oRed B ARRRs 4r RELIMIRREROI C
. acid by 4ta0inama =tkekd Yi00eny, Gdrkaimed shuasud filordisuzia REY L1000t IsBlérgya0% RaNROY |

chl ori de stired enixtars vyis cpdrnghatéd oldy anmmorc:ainam Qo) at?oecmet empe@agme endcateosdierid n

t he forsh @'ﬁssare\mm;@ 'a,qu fbammtwe wgg 'itﬁe% b es@@@ﬂ F'@ digtl cfthen“toﬁ@'i

preparati Hit %f&? 7 3 @eﬁi e ¥ F@% ng ofi dﬁf

to that hﬁé@ih@b@ QJté‘d th | @cn 9m| uh@ vd% %Q?arct% hy? kther

2- ( n- pent @decgd i), rad@ kre?&xeeambmx 5 Gneﬂ('blv nitighesidPduiighiate@nd, on evaporatlon in vacuo,
3- ( n- her agkve ansolith '&@)soh‘;i mrhgﬁstg@lng@fr@n a_a}’pnclurlgx7 toluene and hexane (equal parts by volume)

4-(n-trid® f%?gi jr-eenide )N eRing Sraarogudie 2ot e @ Relbe B 9hp ggfourtess solid, m.p.

2-(n-dodec e@po%dﬁarhp&éeahanee 36t flas bRpdrbifad RIGALL @ creamsolid, mp.
114-117[ err] & sdidioR'dP GRSM-MChehiddetyHhdBliher6-cHBENERE ai® (3.081 inheh@ionhed @ was
descr i bedtréaedbxianplserulatdd) sofution bhieydpiged aliledideqjas @f ethanol {50 mi of strength 34% w/v).

3- (n- decamtwﬂ%eﬁ) ‘;]'%!hérﬁtﬂq WM??}E’&@@%&? rg})Jﬁ;hfF E zaféq;qd e@gr{?é% ﬁﬁ?%gi?rgmoi c
acid by 28 gﬁg‘gﬁ: e | g % oot
n-tri decaﬁ £ i 1 of %PI (n%ﬁtaﬁ ourgszi:%l—carboxyhc acid was prepared as fo?liv:lzn—

4-(n-t g decamsnzda,\;e ade{i o EH—&HrSox'v’!féladid(10‘0§)h1€hcftQEH"a’h&f(2@ Wb Etreated with
crystalline solid, mp. 201-203[err]C, used in the preparation above.

Exarrpl e 27 23



Compound Z 30 By proceeding in a simlar nmanner to that hereinbefore
descrj®ed in Exanple 1 for the preparation of o

2- (n- pent adecyl )i ndol e- 6- carboxylic_acid_h repl aci ng
3- (#- hexadecanani do) - 4- net hyl benzmQa&? 9%

3-(n- decam% sEdid R hydrdxR18 R8I0k SN (86 kil of $tRAGH 10RW/D THRMiRUre was left to cool and a

2- ( N- NONYso)idl PAsGibatéd arar kaaxiplldctedathetkolid Wat WasHeo Withaif litge watbeandahéroave®od
mp. 92- 9\4{sere|c Sallifdgd froro e mikityrg of rethandi aridl watemiBfldr tot giver $nsfurh fiBi2rheraiee
descri beddeicypl -gar ylytef(ﬁp Wéthggorm t@‘ﬁalpalqu%ﬁygyls, m.p. greater than 320°C (with

- (n- hexX¥ad®E3RRH"4) - 2- net hy!l benzoi ¢ ?m d but replaci ng n- hexadecanoyl
chl ori de dq,yn Banggcanoyl chloride t heF8 \K’és“%repar ed

3-(n- decanamsri@f ceddiA® Inhbydi iR A@hifer @Cthst hetefhbbfoR deSdriBeddh EduntplLRidt O bieParationp.
160- 164[ exf2 (ﬁlpemwdvlimﬂotekﬁecqntmmdwaaiu|bonreelb¢iuge3 -(rEbeadekaha BBiok §-nEchviretmoit aCC A

sol uti &h baf 'ﬁeqa ﬁ"ﬁfde@Zﬂac @ F’bé‘k wes atepered ZdﬂﬂO@FV'?'WOI?rﬁraﬁﬂ’éﬂxv'(WO
m) cont &°H | M? el eb%;

|§Jé foqé%g ot R0l 80 1 1
strengt h ;5% ofvm 08 Aa%%si ki, oo RASHY sc'.d' Wi i%kv&h @ijbl&e d
on cool i nfdecavg! chtdride eteeslwas\prpared m(ﬁ-hldbcagbmrdpm-mtr@mamehhaeia (hlxh@ form of a

40[err]s EYO{terSP']Q)'nrar?d3wa2547f’@ctrsy@urathle|p$@dratmmnbceehanol to give ethyl
2-(n- dodecyl)lndole 6- car boxyl ate 45 tlf , inthe formof a pale pink
solid, mgq C Exanpl e 29 ConpoEr‘r‘i’H'p A sol ution of

2-(n- heptyms S¢eRding M MY hbfnef ol tHat(hdrefhbdfo@)desdibif iR 8xdipie Bdr tkb hreparation
cont ai = g 2dn-paitateclindsie-6tarivyylic age butrpladingl(ngigadetana tniviaRéimefHyb@nawic, aciaf
strength b$4%(wm adamam@ﬁrsmetmvipmzoe H@Jérr éhefel' ga% olrapeted n 2viergctadagyiintioler-o

vat er and:arlbﬂ '%gq:‘ee%t‘%foe% 'ﬁ‘4 anner ffdqu herei %e crrt?e%dmf oy Igeé( QL'!}Q

gi ve et h)blrepgra(r e%fbb a B%u -amin hyl t%rnfﬂr

cryst aks .4-amipo-3 ﬁﬁet Ol d2h & n-ABcanby! ClIGHMR b H-nbladecan 6y IUﬂilerﬁ tidfre was prepared
2-(n- penthﬂevyé@cardmlde%aﬂwwthemlqacldaurtmb ferirbofgylouriesetlaten ol.p. 0&06—139‘)0 used
cont ai ni rigythe RregAtige @BsYeof hydr ogen chl ori de gas in ethanol (100 m, of

strengthCSS%\NLvL), was refluxed for 6PHBWIE2! After cool i ng, the solution was
pour-ed ) i M@L@ao@eﬂ zirh-ﬁn(?eQ{/ljerro}é@éicé?Sﬂx{llf‘éCéc%d(@Wg)Wﬁ%tKaﬁGlr %3l bdredislnd GOM
metbanol sbiotigh vEnREdYEh cRlorde-gas mtakkacyh 00 miled stredgts 389 Ay vdseeflulstl #r § hour.N
t he for mTbé selutiml wasy eddremprﬁé) asroixtucb ofrmr hedlibe@@ walforcampg [ the Brecititatgsbentid WA A
sol ut i on cgjfec d cpy fa@g‘yg @fanet E&’xg ghazgep gla%mat g25) ethvh 2riaAdeqyl-
(200 i) "@8ﬁtaaﬁ°ﬁ atg AT Po¥ o Toli of strength 36.5%
wv) was refluxed for 8 hours The sglahbleCiy Was 25 0 042 298
- concent r gbegodnd Aacuo t'o~about one half of its volunme, diluted wth diethyl
. et her (300 rﬁv)prme@hlmslaemw ménngatodhat h?f‘nebderleaescowdwa&adrpleédomewem ieesi um
sul phate h delg ;‘.ar? eaﬁdawcre midglet f*;agﬁr @dc‘:f’rom
- e e| ﬁrzr §) §%|(2ng8‘% ére w%s pé%{:rabeg aircgsstl og a 0K ct he

met han&{ by s
f or m of an CEyf e Hdg O @ﬁwrlar”h@nneg% t HeFdrfbefoR Ees&mhan&&amamwn& K A

- solution p&barﬂt-rc(nrnfdddﬂ hrhidaled-eethylberrzhio xyidl bar reptacthg (31dmitgH- nnamyibebmiwanulby( 100
m) cont éram'mg ¢ !5’8%20 aridh e or-flesanpy| ghlerdy By no‘feng*rqse‘ﬁgt ghigr! \Y’fswas

heat ed*bArge" gaEg;a%ngar el RGP sen il 5% TP T S8 ST BT A8

vacuo to about one” fof%ts vol une, diethyl ether (300 m) was added,

and the solution was vvashed with vvatEr and _was dried over magnesium

sul phage.. Evaparation of the sol vent FRPGLuo gave a residue which was

recrys af f" S@(iréc@mdmragﬁﬂgrl mirfheto et RerBiHbofbre dadeRbed AIBGWbiL 1 for the preparation

i ndol e- 5oc2qMshyddatyinbiQe-8-cgiboxylid adid Butfr@iidting f3-@meddbcankrhid6)-p olath@ibenztic Acid

74-76[ er by E(n—ﬁ@adecanamrdo) 4-methylbenzoic acid there was prepared 2- (n-@taﬁep,{l)@d@lg 6@@,1:19wp|d 11

A sol uti éﬂd ﬁl‘d’baé’éw vy e9lid- 5‘*&‘: 9 (80
) coftgg ar%gm i g igé i S e
strengthd r.aéfaﬁeré we%slre Uéa%am try e ds.arw fb’hﬁ Fon
cool i ng hﬂfﬁszﬂi dnacz mﬂﬁdrrecﬁeyab;airdtiosedo\ier om et hanol to give ethyl
2-(n- 20 dodecyl)lndole 5-carboxylate (11.2 g), in the formof a buff

60 Example 24
powder? 'E'o)% und &9[ err]C. Exanple 34
By proceeding in a similar manner to that hereinbefore descnbed in Example 1 for the preparatron
of 2-(n-pentadecyllindole-6-carboxylic acid but replacing 3-(n-hexadecanamida}-4-methylbenzoic acid

by 3-(n-dodecanamidol-2-methylbenzoic acid, there was prepared 2-(n-undécyl)indole-4-carboxylic
65 acid, in the form of a cream solid, m.p. 108—111°C.

‘24



Conmpound HH A sol ution of 2-(n-pentadecyl)indol e-5-carboxylic acid (1.7.4
g) in:inebutanol (100 ml) containing 25 aqueous hydrochloric acid (10 M o
strength 36.5% w v) was heated in a steambath for 18 hours. The sol ution
was &concentrated in vacuo to- about €hO@42RP&f its volume and the residue

was di ssol vedag| Restebdidly n §dHalar mAferSoNREE Alreiodth IAELABERP i VBRRRR Wil 3 W T
(2 x50 m p)reﬁﬁib l?%ﬁ 31(1'{%1/ y dé;iiﬁ’rar:ldm-gng&hmgr\ﬁtﬂ ﬂJe |tﬁ§ftﬁ redﬁé&@@ﬂé&éd@rgg@@l dl’\hbﬂde by
sol vent i nn-derdecanogahioride, thefd wiis prdpacH 3viaslodesanagidodi2mesiadbehzaimacid. ghbe form of a

pet r ol eum hitpepowdsr. J-p-4$2601687 ¢ WBpd imthe torrpaAratieppRAYRt hanol to gi ve n-butyl

2- (n- perft adecyl )i ndol e-5- 30 car boxy! m:fﬁelg 2 g), inthe formof a white
powder, m ¢ompodnadR err]C. Exanple 35 und GG A sol ution of

2- (n- undecyl ) By froterding (hea ddaitdy Imabnen @ Hat hbteidbefd)e deberibedid Erdiiple { fbOfhe Bleparation
cont ai ni ngef35inzg ure@ﬁsrslh deétwvhcc#cuchuwe l2@ngyB-(n-befxadscaramirolr4 I tHenroic) acida s
heated &h B &fin é%%’;? %0 g{? eg%’f 12?? RS RRARESA 2piaectiiAdalarBrearbenliG 36idy e uo
to appr oxinatg J Yordi80dincOln & tepmt4P  4er tB Wb for sl OBl 1Y B0l 561%cP e
cool i ng Wasregapatibe 6t Bh- c&BﬁaHﬁtﬁ:h@dnéMyw%nioi TdbDEa‘fTebl lﬁbnzocc acid by
40- 60[ er r | Spmino-3gnetaylvenkni¢ gdid dhd(mdegamtytghior ndﬂdﬁheen&noﬂmhﬂom;plth&rew@iﬁ:eﬂarg:) 4-in
t he for#§ de-nopanamidel- H1Y§’°"zﬁ\°;9°'d733“P6?fé‘rqf F@’h'tﬂre"yﬂi'ﬁml!d 36°- (8PP d AL, BsedA
sol ution df 8 PRPUHEBAIPY ndol e- 6- car Roxyld sgacid (11.9 g) in ethanol (50
n) cont ai@yRusy 0! Ution of hydrogenc por| de gas in ethanol (75 m, of
strengt h 39% B¢ prbcedding inef dirdixae chahrid tofth 5t HaceiHbefore/daschibed is @kdatpieONfor\the p&ﬁﬂ'hﬁﬁln
and a se¢id 2v(a$iemgdlelceimdet§ &n#ﬁrmwms'd@MSGUBMMB{mh@aMWhﬂ@t-ﬁemethvdhedm!ckﬁsld

et hereal <] #fn-t5d e%gfm m rﬁmg\@qg tl’pez Eéyasﬂ_egp?ﬁacj Zdnﬂoﬁcylwo@v%parboxyhc
mgnesi um STt gt foé "‘?ﬂa % i TR erbiFbet RS WRschBecin Bxafhple®St) I the
whi ch was gr&fakai Sﬁ !nsd% Fnﬁﬂl- ﬂﬁhzotc(hcﬁlb\lﬂ'eﬂ 3-8minB-4-methylbenzoic acid by

undecyl s n@mheeﬁ-mahﬂmpdm acici@idch-@ezamylghloride by heridecanoyiahiovds, yhepalvas yredareaw
needl es, -m-{y-trigeramyidg 3 thdEnmiamsl. & BT fanmp 8 iie crystallinotolid.iop 2<9ﬂ—203°c

2- (n- pent et in Y Refpat ?%’P’?Joxyl ic agid (150 g) in nethanol (100 m)

cont ai ni ng., APUSOHS hydrochl oric acid g’ﬁ?ﬁ‘ 27 of strength 36.5% w v) was
refluxedgefor évﬁ'@éé‘é&n il hilaf MBhreP & thétm@raﬁigefme)ﬁﬁé&@ed’\rﬁﬁxamp&ﬁ%Vtﬂg prePartion

m xt ur e ofof due:pbntbdee;tl bleadgAchrioRfiic abiy u0kpladny I-(b-hekadeddh@miio)-dHmetHylbansicvsaihed
with wat erébgq@ﬂnﬂemamﬂd )-211‘rer'utberazoeramgdu$ramas gvlepmst %—(n -eonajodade-ddarbexylicesidoln
and the r

2 (v pens g LT, wl:%:t:éh‘m%og“ il cadh .36 30 L e

powder, Mdaean repared 3-(n-decanamido)-2-methylbenzoic acid, in the form of
38 Conpoursdiid3gh. pB}ﬂBpF—(-)KBGeCl,I usgd inntha pedpaiatiar abse&iner to t hat her ei nbef or e

~descri bed i.n Exarrpl e 33 for the preparatlon of ethyl

2-(n- dodeccyria { £+5=carboxyl ate but BxagpleAd ng

2- (n- dodécy u?n 51’ CZ‘QE-QQ&%\Q/IMQOQQ EhebDeylic acid (1409) in ethanol (70 mt) containing a

2- ((n- pent adlataH 9finyarober dhiorad §aa lethandd ¢10D mif GREstrendiR S 5 i) aWak GefRkeiyfbr 5 hours.

2- (n- pent ddecplid, iwhikhl eyHallised opagobiingy Mat eplldctedt ivashied rwitholigho fpbtraifrint ether Ys.al s
.m p. 88-971OC—695C) andywgs pecny "'Bda@m tgg e rethyD2An-gedeqyllinsiglect-carboxylate

2- (n- pedf A48y M MdBILo%e B%{?BW?P' MR %85 0g) in hot ethanol (100 m)
was treated with a solution of sodi unphydied de (2.0 g) in water (50 nl),
.and a whi tcempbeeigotate was 5 obtained. The precipitate was recrystallised
from aqueous & sditiop jof 2-1n- Ijgpt )B@@Je-rﬁ-cprbpyh peid(18ddd) u\mtl@,n {80 mi) contammgaso!utlon
pentadesy S IS S AP LR, S"F'W't jeiias e g@gﬁ S
mp. greatg A@?‘aﬂ (‘:?# r?dl)lc ét "j)l@ ermdgai%f crystal 3”6 tng In-
a simlar rranner to hat herel nbe ore escr ed 1n Exanple t
preparation of SOdI um 2- (n- pent adecylsnamdlel:m6 car boxyl at e but repl aC| ng
2-(n- peM&'d -6- carboxyl i c aci

2- (n-undecy ‘i' s gﬁvvﬂ"d{éﬁ 3 @?/l!écfw& @gg% g pbEnal (IR0 Pl containing a
2-(n-unde %Y:E ?:331@% e t,°" eQ YA K A O AR IV N 21 e
mp. great@m héthdho3dQfveethl -(nlgﬁntadecyl)mdole— 4-carboxylate {12.4 g), in the form of a pale yellow
Exanpl. eso4 50i@o nyamo 42 &-4GLC.

Example 31
Compound JJ
A solution of 2-(n- undecy|)mdole-6-carboxyhc acid (15.0 g} in methanol {200 ml} containing
65 aqueous hydrochloric acid (10 ml) of strength 36.5% w/v) was refluxed for 8 hours. The solution was
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-By proceeding in a simlar' manner to that hereinbefore described in ;
\rspl e 35 for the preparation of n-butyl 2-(n-undecyl)indol e-6-carboxyl t@j

but™>Tepl aci ng 2-(n-undecyl )i ndol e-6- carboxylic acid by

2- §n- pent adecyl)l ndol e- 4- carboxyl i @ 842429%here was prepared n-butyl 2-(n-

20 pent aggg tQ?%'v%c@Séﬁ&%Xi_&ﬁ tGrnﬁdﬁtﬂéJQvﬂf iRyl Qber R0 H8ladned™ P-

40-42[ er rch 561y yunﬁ"sﬁlﬁ 1 kHaf eVdpordtedlinlVak@d andatidvesiddeo

t hat her e;uaaba:wafaausw inbahdl t giveamguye2-in- ﬁntC\ﬂ)Fmdolp-lﬁeqaalO&ﬂate)ﬁ 0Ztg) .o the form

2- ( n- pentodide efftvtita dhoivders mamBBox8@°€c aci d but repl acing '

3- (n- héxadecanam do) - 4- net hyl benzoi Ce aC| dbé/
4- (n- pent&) g do) - 3- net hyl benzoi c XUETC there was pr epar ed
2-(n-tetra kbl ot @-(dodeayiitassle-caritsyid , acidn{16/0e) fird hibutahola 1001fl) @6lainthg

mp. 11 7aq&®0953/drd3ylopc addd 0innl @f strength<Si6IE% wiv) waa’metedbmatsiham bpferiSiteufsothe
descri bedmium'E% nesng i{hﬂwr-*umébw %qf i vgjgme, disthyl ether (3033ggrwa:nag;’§d

re
o (0 sec AP (NI S A TR b
n- pent a- i e&@gﬁg@y teQ Is(yjl Ghelfd f 8o phzalgeec d
4- am no- 3- net hyl benzoic acid, there was prep ared
4- (n- pest adecanani do) 3- net hyI benzoi E,xaatpleoB3 in the form of a white solid,

mp. 198-Cpapp¢nd sed i the pre rrac')i(tll on.a E}%Véa thg%ole %?hlp%qgﬁ poynd
506, ot qopil T b i ARty SR R
Exanpl e Lo mh.tm ﬁeaﬁa&dnﬁ@m@ edtéd RV Rae)sta) rﬂet@ar&:ﬁifd)ﬁ\)e thyC2-&6i d
but repd &adetgl)aﬂdo(aqs-bsh@dﬂtednamgdcbr) the- foen b;/b lbeﬁfnpmmieramlpd 7hy-78°C.
4- (n- hept adecanam do) - 3- net hyl benzoi %@ | t here was prepared
2- (n- hex%dec I,)dlfr,}Qol e-5- carboxylic e:H'I the formof a buff solid, mp.
108-1 10 Esolutlon PY-RIBREER ISHoleD5 -BarBdxite! Rld (TRARE R -utardadt Obﬂﬂ)a:loﬁﬁﬁtfr@r e
descri bgdqiddubairaehridddid (10 el of I@ngth 8P BYaL/)Grasdbated in a steam bath for 18 hours. The
3-(n- decantamrd\agsdbnmmgeﬂbemmmeboudortsmalfloe ¢ endirmega ndtble@alpl wagcdissolvediie by
n- hept a- dtfefwhﬁb |Tft9mh9reta uaﬁrpwss WRRhpHWith weteh >1o%91'2 Ard er magnesium
gul n of :ﬂetﬁ vaﬁgﬁg which was recrystal ised from light
4-am no- Jgh %lk\g) n-butyl 2- (n-pentadec l)lndole 5-
4- (n- hgp )-. SrE rt,zmecpoweé SEorm of fan of { - whi t e
solid, 97 200[err]C used in the preparatlon above. 45 Exarrpl e 44
Coh'ﬁound PP By roceedl ng |n a siml &tamnwﬁﬁer to that hereinbefore '

descri be&emgo parati
=C n n-butanol (100 mi) containin
2-(n- pgpt %’%yﬁ@ %? B‘gfgsﬁ %ﬁgt ggvé l%j/‘%) \ﬁ%& H%g a steam bath for 16 hoursg
3- (n- hexaHecatan c cEﬂi /{Q%Z&U fo éﬁ:t infeely RIf of its volume and the solid which
4- (n-ei CQB/aﬂamﬁﬂdCBn)co&mgﬁﬁde:blbeﬁa@hd:washledlyvltb light @etraiaunpetbedb.e.H0°—60°C) to give
. 2- (n- nonacwey Ry(hnoddcdlislolscf-brskaxviate (AER@). it Hhetfaen powhiteotrysialaiim -’ 5ol m p.
110- 11%%err]c By proceeding in a simlar manner to that hereinbefore
descri bed in Exanple 5(i) for the pr§p ‘atéon of
3-(n-decgay Hiﬂ’g) - met hyl benzoi ¢ aci ity repI aci ng n- decanoyl chl ori de by
n- ei cosanoyA selish bde-(ReHedylidoR®-dritRiiYdcheN2® &) iRGHANEIY(50 ml) containing a
4 amn no- 3slamintvf hixirogeeicblodds ghs int értbare! (T&3NnIST strp1gdp3d%e di/v) was refluxed for 4.5 hours.

4- (n- er‘%agenelnﬁoao%zsgcq@w H sospfidveas ellgsted) whighway élﬁtﬁ've# "adwm/t eth P'?ddthem

193 196[ é}hﬂree;nz?le In vacug o |V$ﬁ&%ﬁéﬁd§&p Csi?a Ivﬁ‘\b
By pr ocegfadiyindeleis-sirbaxyit rfz rsg y egl4.L
1 for the preparatlon of 2-(n- pent adecyl )i ndo e- 6 car boxyI ic acid but

repl acéthg 3- (n- hexadecanam do) 4- met Qél b 33770| c acid by _

4- (n- tetrg do) - 3- net hyl benzoi € 28°d,” there was pr epar ed

2-(n-tri COSgE%'o@?E(n-%@ﬁtEEEéWIdoGleaBlbéﬂboxwm dcidd1$.0 gNinGhetivanblift D0 81t} codkainmg p. :
112- 1140Gquddys pydezeiedd agd (10 nd, cs‘lsmdgaf 36183 Ively) wag réfluzed fhieh bourh éfter eooligs Bei bed
in Exaaqglnext@r@n:\)asﬁ@;oh{en)@a ggtur qaf raétfl thgﬁn@)fetrahydrofuran(1a;éé'|2t;eer%%utlon wafe\::vrz;st;ie.}é
'3-(n-dec WAGE ?d" dé@ %, by
n- tetra-?m rﬁg;nw e‘ﬁ pﬂg emﬁég‘{;ﬂ PERTSr egg% g%t%g R ereran & act d
by 4- am no- § enzoi c aC| d there was prepared

4-(n-ted racosanam do) 3- et hyI ben20| éxaatpteoss in the formof a buff solid,

mp. 184 Cljw % used isn r m repart%t gerelapqgrs de?cnbed in Exa Ie 33 for the
Exanpl e 46 z(ﬁgéo ca @garb&y@tesﬁumjpﬁbm [Iﬁuabd:.}c RL5-carboxylic
her ei nbefagilgéby ﬁ.Cd’eh?aG v)iRddre 8-&prb hdid, thdrewps prapdred &ty 2cth- pentadecyl)lndole 5=

2- ( n- pgntcaabesydy, iim chal ferrrﬁetaﬂ—MKg/bwstalamm 8:8u-t—91r°§pl acing
3- (n- hexadecanam do) - 4- net hyl benzoi c acid
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~

by (‘RS)-4-(2-net hyl undecanam do) - 3- net hyl benzoi ¢ acid, there was prepared,

(R9) -4 (1-methyl - 10 decyl)i ndol e-5-carboxylic acid, in the formof a cr agﬂ»f

soltd, mp. 103-106[err]C. By proceeding in a simlar manner to t hat

henei nbef ore described in Exanple 5(i® 942 3% preparation of

3- (n-decanam do) - 4- net hyl benzoic acid b,y(tam gRjgaci ng n-decanoyl chloride by

(RS) - 2- et yhmpaseeanoyl chloride and 3- am no- 4- met hyl benzoi c aci d by

4- am no- 3- net hyd kenga of &m-dertdwcyﬂmWS-Gp:a siedicid (15.0g) in hot ethanol (100 mi) was

(RS) - 4- (2- mepdtgd withec s §)SO jy Rzbaldn usitag (59 ke m@gﬁg .Jffntfzw(if

of - whi t&# sy #dﬁﬁg@s R N TR ) pa%mr

Exanpl e 47 &% hd'g ceedin |n a simlar manner

her ei nbef ore descrl bed in Exanpl e 1 forexalpleptoeparation 20 of

:2)) ER Egg;ggf;ﬂ%nggbel_eemgégar boxyl L Cacid EUt herreel ble%re dgscrlbed in Example 39 for the
n f, so |u %neéq é a ate but replacm 2-(n-pentadecyl)indole-6-

3-(n-pent adg? ﬁ, @cﬁgdx |c {h ere"\® @3?&{ ium 2-{n-undecyl)-

2- (n-tetradeey ﬁat -in QI@J cSlodHebsIneetis, trp. eréﬂ thdn ag0°af f -whit e

solid, mp. 147- 150[err]C By proceedi 5?1 in a simlar manner to that

her ei nbefiere descri bed I n Exanmpl e 5(i) G‘PP‘?HFJ preparation of

3- (n- decanafPaegra i By PSnERg, RSk, B AR DadRGRnAYbafiliosd 4 B

n-penta- 25,deg AV Tof nheays.nmmwaﬁraeﬁ but replacing 2-(n-undecyllindole-6-

3- (n pent ade&e&am dagy- ¥ rze(h y t vibnddlead>taiboxiiit héi@ fherenwat @epaoddf nvaiv 2-(n-

sol i d, mazp. p&B8ieddindblerdrda@oxvidedn it fofre of prepHimdiite selidaboy 40—E8fpl e 48

Corrpound TT 30 By proceeding in a %m Ilar 2manner to that hereinbefore

described ip 1 for the preparatT8HP8f .

2- (n- pent adecyfi d?&/\ﬁ@‘\id’?ngan 6 BB HarinGr 1Bt hEtbihbdt &P Lidseiited in Example 1 for the preparatlon

3- ( n- hex adeepnarrpahtaded dimad gl amandic scidbutdedieing 3-(n-hexadecanamido)-4-methylbenzoic acid

3- (n- hept adéta‘hmedl echnamidblyd -b’e?ﬁ‘xb&@o'&cmﬁ theeer evaﬁ/aefemf?fbaﬂ"@detfadec\/”'"d°'e'5'

2-(n- hexadeéVP‘) "B‘hecfa’t"'b ft solig @0 i h7 T 03Gy vello i.d,
TR AR T N
descri beq;o ISmﬁ{‘é @hinblaem yISH'nQ&@-'%& |b9m-§lf\|no-3-methylbenzmc acid, there was

3 n- decanamedﬂ)d 44-frepdmyddbeanroid)- aimmybenzoucepéxdacimghm fdet aofoy| woitd osolidle may
pt a- ded&%y?m‘&zlue?d iethe pigparationaaboys: epar ed

_3 (n- heptadecanam do) - 4- met hyl benzoi c afllgl ijy the formof a white solid,

m p. 238- %49[1;;, SdnSrogised in the prepara |oﬁ above. Exanple 49 40 Corrpound

UJU By proc eedi I‘E} prétedtify ik kittilan FRAHAGH to ttiat hdraihbdiare @esaliel o Exadiple d rfmrhmbre:nratlon e

Exanpl e 1 fofz-(dqﬁaenpudemma«nle-ﬁfcambxms éoid pe m&néa!te‘gﬁl- ihihexhdpean@nidelr4y iR V'Penza'eri
i but replacihy %li'(‘rlf-phaégm lgﬁ)aihfj'r@ lqu O?% aereeprfﬂ/ 2- (n-hex}zecyl)mdole
1Y

3- (n-henej c&% ﬂ:ﬂ% ing Im a ar ?&;’n'pﬂ’t h esBitel 3h %Qample 5{i) for the
2-(n-eico ygieb;% ot iﬁ%ﬁ@%%f‘bm—%k Ibehzdiclddid tuPFeBladl gﬂ-‘ae&f‘ié‘ﬂ brid® byQl-he@ta-
m p. 133- 133bkhéy Ghiodde and 3-Biinpr4omeglbdtgoit Acia by 4varhiasc-3restindirentalc bdiditthere was
her ei nbef or ered@sd rd-ingupiadecEneamind) S-B¢thylbdnegic tanid. i dwafasmi ofawfoff-white solid, m.p. -
3-(n- decanar’rﬁb'ojmw%ﬁwntféﬁfwﬁ'a%‘l‘ﬂ’°1fﬁ1t repl aci ng n-decanoyl chloride by
- n-henei cd® sanoyl chloride there was prggapgta

3- (n-henei CegRAPAHFP) - 4-met hyl benzoic acid, in the formof a white solid,
m p. 230- 234[ ersy]pyceeddn b Rintilaempmepa izt heracnwmrveescst&dﬁxlaﬁpbb15®tW' ign
W By procegtﬁ%( pem\adacv@%'éﬂfégi-g{;arﬁggn%gFC'%%U‘%;%Q%’%@HE?F{?% F‘@Png:%g‘g@g\gg} ¥ ?c;, “ﬁﬂ
Exanpl e Fof 8Y “'AEC . e

but repl aci A ﬁ GBEFEH 3aNg sogfoa‘la;f eﬁ% h}y;t BaRFBbforedGdsthiva@ iR YExample 5(i) for the
(RS)-3-(2-ng ecatraiab&%m.éo)namawybmalel #eicdR6itd replabieg en-t@snayt eplandedby n-
(RS)-2-(1- rretc hevl diglonyde andde#@nwmhdbeytqma%b\m aininotheethybenzejs agid. ghg‘ggﬁas
solid, msp. pepargd éﬁﬁge,sa" rHEEEYPIEOF Acid, 18t TP of @ MAEP SRS FiPar®

her ei nbef oré“ﬂ’e‘gé 5 B& '?tf‘l’"lé? ffple 5(i) for the preparation of

3- (n-decanam do) - 4- net hyl benzoi ¢ aci d estmpigRlsaci ng n-decanoyl chl oride by
(RS)-2- net bympowdeaan! yl chl oride, there was prepared

(RS) - 3- ( 26 et hyBywrdestngdm & |ar4ﬂm§ﬁyﬁfbehqanwfqeﬁﬁcﬂt89 in ﬁ’fa’P lé‘ff‘ljrt ?Pa'aéP”

= i d ic acid
Conpound VEt RisEE s 'c"a‘g Bttt Mo o DF%???Q?%FH LS bomic
descri bed in H%, ﬁi Qulé}hﬁ&%ﬂ&d Qﬁt 6:5re€h5efore described in Example 5(i} for the

2-(n- pentsadeeyér)mdmdﬁlamﬁiemlm&mynﬁmtlam&obmmdmpIrmcmg n-decanoyl chioride by n-tetra-
3- (n- hexadecanami do) - 4- net hyl benzoi c acid 28 0 042 298 by

2- (n-decanam do) - 3- net hyl benzoi ¢ acid, tlegre was prepared

2- (n-nonyl )i ndol e-7-carboxylic acid, in '



: the formof a white solid, mp. 152-155[err]C. By proceeding in a simlar
manner, to that herei nbefore descri bed in Exanpl e 5(|) for the preparatlon
of & (n decananmi do) - 4- net hyl benzoi ¢ acid but replacing

3- am no- 4- net hyl benzoic acid by 5 é@?:gg -rret hyl benzoi ¢ acid, there was
prepared 2-(n-decanani do) - 3- et hyl b in the formof a white
solid, m Resardyt-chibhdesrd @amﬂﬁﬂﬂmbﬂﬁylbéﬁo@l’a&ﬂ&fyai-brﬁiﬂoabﬁétﬁylbdﬁwm&l@ thete was
Corrpound ¥¥epd@d 4-(n-tetBgogananide) ci-mgthylbenaois ae¢id, limtherfermefra Huf sbivhim.ladB&i+11887Gr e
descri bed used iBxherplepardtidnogboydae preparati on of

2-(n- pent adecyl )i ndol e- 6- car boxyl i c agxaprl‘ pu”;6 repl aci ng
3-(n- hexac&%%g | g}0) - 4- met hyl benzoi c aclg
2-(n- dOdeCanaEV @eeeanémtahyﬁlhemimieﬁtoaﬁdtderehbﬁér@ d¥ikfbdancpampR 1 for the preparatlon
2-(n- undecoytz -ndnécteev7)+r1@|ale{ﬁeoayﬁox\dlc add byt replacinge3- hdremd9¢anammh+@esmlberc¥0'cWFIP

155- 159 eer %{v ":q?)- -f%qtfnl)heaw%aﬂﬁ Fheteoma;n#egigﬁeinﬁbéﬁbmmv
descri bed in ' fa\ f, ; ; i
3-(n- decaraaaa;h aqu'{tuqnawl nmht adic® ?&s;fﬁnﬂf;rcﬁ-ﬂfﬁewgmﬂéb%r{ﬁayby

n- dodec am@yﬂymbéoenoydamaiﬂd adk Zainimo-44menyIbynizdie atdbycs-aroind-byethylbenzoic acid there
2-am no- 3waep arg@Wd2thlungMp@|M§-mgt§ﬁg§nwc acid, in the form of an off-white solid,

2- (n- dotfeEahal#tao) 03 neseRA B8 PERAREUGRERPYEi n the formof a white solid, mp.
114-116[err]C, used in the preparati og.abeVe 20

g Exanpl e 53cmpsmwss S By proceeding in a simlar manner to that

8 herei nbefore Bﬂ/exmeedxmjnlarsmﬁna ner@gh#tberembﬂo desseibegtin Bxamele 1fonthepreparation

- I (n- pefft 8f2 mmwl)@gge@%g g@btﬁdgpl (rihg §adecanamndo)—4-methylbenzonc acid

2. (n D ent g‘ 6’2 re was"® prepared 2-(n-tetradecyl)indole-6-
g 2- (n- dodecy gqar

147—150°C.
A Fna%}‘do tﬁah eRinbRRred B8 Gn SRGHHIEN5(i) for the
4 2- (n- dOde(ﬁbdp)ratl&EoflaqﬁCHe&rﬁmﬁﬁ)‘-bme yeezoltyadidaiu€ reiplacibd) 8-deainoy! @flotdz! kyun-pedss
§ need| ess deqanoyhclderider ther aves BrbOfred %@pemmpemmwm@emm@cwn thederaeatiang
¥ in a sini PHWHIRSREY MR 23Rar24et-cisph &Y BF @eRe@ton #Ro¥%i n Exanpl e 39 for the 30
i preparation of sodi um 2-(n-pent adecyléb,qg,gl,@ 6- car boxyl at e but repl acing
§ 2- (n- pent gg@gatnyimrdol e- 6- carboxylic acid by 2-(n-nonyl)indol e-6-carboxylic
aci d, there \Bypreeaivayied sigdidi ramngr to than beryihdeforel dbserited wc%xainplxylftatthg prepardtioe :
| o of  cof DinpestasesydindoleS-carpoyylic gcr"émte?plqcmﬁ (sze{?@eca&ra'ﬁ% mS‘EFV'B@Z%ﬁ?j@)und
i G By proc8ed thﬁg@dggﬁ 'Pgdm);o‘f"\‘?g?flow ol a‘i"ha1f Sy pBerPie s'l?f‘?dﬁ‘é‘/é? ndple-6- |
Exanpl e 35 g‘ eding ik A2 £aﬁ\tlér6ﬂar91tar %&5% "Hereinbefore described in Example 5(i) for the
2- (n- pepy grépsritigni 01 BOhlememidbR& HetiyDemrdic atid [DufiiebREing n-decanoyl chioride by n-hepta- = - . ...
2- (n- pent detdoagyl Fhioritiel the®-was ardpene Bdb-dae;aadedartayudo)-‘l-—methylbenzmc acid, in the form of a
2- (n- pent #hise59Hi Mo Ra852487%hessd nctheypregaratind abeyranol by acetone, there was
“prepared sodi um 2- (n- pent adecyl )i ndolq% gr boxyl ate, in the form of '
-col ourlg,sgo §% Leg, mp. greater 40t amPI838c. Exanpl e 56 Conpound YY
2- (n- Undecy")gy Relfab&iing ik 8 5iRMXthdnReras kit ﬁé&ntﬂa}oré’\@écﬂédﬁﬂtﬁrﬂpla1I?armeLHr@)annon
t et rahydr fournafén(aaE@l)'ﬁﬂdie 6ghdoiyad acidCit irgplaging G-(0-bexatécananido) glemethyibenzaic add d
(25 m of ;;sgﬂrehgtehosmwg?ﬁ -membemmaglﬂethwagvamrm@d 3dewizpeytingele-f-catbivieli um
on char id. (i K spheri c
: in |m|| r r |n ore esgr% &) in” Exam ls ethe
Wen hy?fOBQ CBat*&lg) % %@:ﬁs‘ﬁ@tﬁa Ztﬂflﬁé?\rio%lga |ee lacﬁx Iﬁoﬂé f &e%ed
thr OUgh dban rﬂhfbﬂ@él&e%aﬁvﬁbpreaﬂ Bhe-hewdo leﬁaﬁ4%&hlbdnzﬁlcté&|dt G\tiha Hyreh of aIr an
(2 x 50 m/v)mte ddie, menR80ed349d, useit ie sharpreparatinebbved to pH 4 by treatnment with
an aquegus sol ution of sodium hydroxide (strengt h 50% w/ v). The mi xture was
diluted with water (200 m) and was @g;cﬁ@rﬁ;gd with diethyl ether (3 x 200
so m). Tbemglue# vyl ether sol ution was ed over mmgnesi um sul phate and,

on evapor at | rqqeekﬂa\sugl% E'U@! n@ﬂsﬂlﬂp that "Hﬂ%ﬂ@tﬂfq @Psv@sd m Eswlelétpr F"r? pehpeltah
et her (
i c e s sl S S L e

diluted with asil ;ﬁa y&.n@tmers.ré 1P Qhlankikr) 102 thlt aersaabéf&evaﬁ&raesu |u€€iaﬂ¢le Bnefos Ghd d
was recr ygteaarhtnoserﬂ #(n@mansmho)eﬁ}}aﬂmlylbéram iagig but replacing n-decanoyl chioride by (RS)-2-
(RS)-2-(n; V\Eg ﬂ'wﬁeﬂ?rldﬁéhge was prerareq @ h%ﬁj mghmlﬁ@@mr@mi'deé4mv@egaow &H. t he
form of *a' Iai‘ﬁh'fﬁ il 5’%"1273@1 °Gr YR I WPt ReRIREB APt i on) . The
correspondi ng par ent indoline was prepanggsas follows: -

(RS) - 2- (nCummylvyWndol I ne-5-carboxylic- aC| d hydrochl oride (32. 9 g) in
ethanol (150 i?“é?ﬂ'ﬂs in aslmlﬂ%nwodltmﬂﬁhwmefmd dribed fp)Examule védr the P(@Bra%n&
was sti Pt 86 HIRFtadeqvlindrle-Prsarbaxylic acist hus repiapiag B-An-hexagacaramigq) ¢-athybeqpaic

added to the hot solution and the m xture was cooled to OC and then dil uted
with 60 water (600 m ). The solid was e2#&llected and was recrystallised from
met hanol to give (RS)-2-(n- undecyl)indoline-5- carboxylic acid (25.7.g), in
the formof a white solid, mp. 99-103C.- By proceeding in a sinlar manner
to that hereinbefore described in Exanpl e 18 for thé prepara- tion of

_SOdI um (RS) 2- (n pent adecyl )i ndol i ne- 6-car boxyl at e but replacing

T Y |



I ndol i ne- 6-carboxylic acid by (RS)-2-(n-undecyl)indoline-5-carboxylic acid /
t hefe, was prepared sodi um 65 (RS)-2-(n-undecyl )i ndoline-5-carboxylate, in @
_thekf/ormof a buff solid, mp. greater than 300[err]C 29 0 042 298

ExaPrpI e 57 Compound ZZ A m xture of 9?ﬂzd38§l)| ndol e- 6- car boxylic acid
(62.5 g), RFCRILEINEmRLI- §Ln{e‘ﬂ'9|b%zoﬁfacr§ttﬁ§9%9pl%ga'{%&"é-‘(d—n@\?ﬁtn@l@ﬁké’rbo@%w‘:m
aci d (400 nhg fomaree ahwiitecsgid) at.ech 52wersspel | adi um on charcoal (5% ww, 8.0 Q)
at 5 80-90[ er r?xcpemebdanm) lsignilac manres Joirthat Naheinbefoye) e!nedurpt BxRepla i) cfetay‘@d

o s o mgjfdag:’é?%a‘%wfggﬁ?? el g tgff; g@@fﬁ%‘bﬁ%ﬁ&d e

‘concentrat ed |n vacuo wer e pouﬁfr?ar onto 1ce (1000 g). The
m xture was adjusted to pH 9 by treat nBxatplei 82h an aqueous sol utlon of

sodi um h er?ﬂP dﬁ;@fre th SO(V\M’V advvast en ad usted to p

f00° ) C%tf '2(in b;gamt 'g.f%rg h! dﬁ@aiggagih gg%ﬁfgﬁ@p qé%ﬁlgmﬁ ”? ?%Hi%?é;;ﬁg

100 m)
w th charcaaxld inaRél fdrieof A0MMItel DId, Wap, 55t |trate was treate

an excess of aB\sotongdm lofa htyd# mechb Ghatdteralnbet@mdmtlbe@% Exbmdlf-' 'iéil) rf@'ntgleh

37% w V) ’%rﬁ’ﬁ“ﬁ'ﬁ&?f‘ t"ﬁé3 ﬁﬁbg@zog EF' WUVW%
(750 m). ; n ; lcald v:as
Ee&:ydn)the bfd gé%memevecar %°m gﬂﬁ, H—WS C.

(RS) - 2-(n- oxyli1c aC| , ' the formo
buff solid, mp. 123-125[err]C 15 - By proceed| ng inasimlar rranner to
t hat hered nbefore described in Exarrpl eExagpted?3 t he prepar atlon of

. (RS)-2-(n-f& lndol | ne-.6- car box ljc Crl d Qrdr sc" Exap‘ 5@9&&&@9
(RS) ‘-2‘ (n- cip ?)g% 3?&6 ﬁsﬁnérﬁ :‘f"nﬁa% hat?bo%salﬂbe g’ re:lacmg 2 (n—pentiﬁecy!)mdole-s—
(RS) - 2- ( n- da®¥iyli¢ B bl/'le(n Sty NAYe $-Gar6&|yﬁi AdNE KR re\VAGs Prep§rad Sdliium 2-(n-dodecyl)-
(RS) - 2- ( 25 deiys-§-tarblixyiatechyBrateain ise §orm of admdlekg/mhedlehlrmplqieﬁterlthart 31@°Dor m of a
white solid, mp. 247-250[err]C with d onpgftlon _
Exanpl e 58 o), ou£ AAA Perchloric aC| € J) was added to a hot solution
of 2-(n-penta 206 Hh & | &- 2 smHaP MeKhdr Ctodthhd hérBinkHid6 | dRScriB&EL In Exatipied3d GE} k)
and the ga &@aﬁumsf O @ i-pérasheaf!)inaolk f6adartokeas UL repating 2Hedpeaadeayiirante-6-
char coal ( ‘s¥tbwesvis add By 2yjn-rewyllindolet-8rearboxplfctaeid, tBers wiae pregared redkimt2- i neniiinsolgefs
filTered arfarbpriats. &% thafermakeoiyrigrdisediesnm offdter 1Al Cacetic acid (30
m ). The pH of the conbined filtrates ga ,a usted to 6 with 10% w v sodi um
hydr oxi- dgs%g éyde Nz The mixture was ex TRFd with di ethyl ether (2 .x.75
m ) and the etsgyeprossldingiidn Wafadmadtbr QY GhatNRGaRREFoddeseHipEdaih eExarhpie :m)lfcutthen
was t r eit edrepiratioracfsativma2-édpestddatyilipdole®-darpd mgfehumdqbl@mmgjéf(rga@tadqcsdtnhdﬁ@- =t
} to precipi carbexy F‘Peaygn% Vo'fbh‘l' Nt @Y"'nyﬁéﬁéb P'P?J‘VW%I ci dﬂ"ﬂefé‘!aéa' ¥hacstene, there was
" crystalli p?r I’('bB wdal ~5-carboxylate, in the orm colourless needles, m.p. greater
(RS)-2-(n- penta ecyl)l ndol i ne- 5-car boxy(g,lnge%@l d hydrochloride (5.6 30 g) as
a white sokbépousyy 165-170C wi t h deconpositi on.
(RS) - 2- ( n- pentzadiedyllindaé- Bﬂenbﬁvaaadybw Igi wyasa@ﬁd@h mgm & fqrare(élﬁc

[£

stirred su 'B@Ffs?“@ﬂc av*d Er'd HP‘bPF"&E’W wéa st'FWt Jﬁ'g*“"wh
so ut oot AR AT TR S Dl AR -

extracted Wa déda& ¥rith, analdﬁe edidle wsﬂw hed @i temy@rbdnah (5Q|5mtmmﬂl'h‘él&3mdihéced
over rragneslnrawswr epduiitsed té-pl @obyatdaomens fvith e aetehes sobtibu bf aonlumrhvvla&d@(s enseh
(RS) - 2- (n eB%lrzmn@dﬁsﬁéutsdw wetaf B6Q y1iapd wes extragted w ggg: f ;H'V: €9
solid m¥ f’ffo.. %ﬁ@ﬁ‘%‘ ﬁ‘@% %"W miéefa
manner to ?‘w‘é’ h a,g REiad6s i fhet.hat w9£ eimeéda&,&mn
of (RS)-2- Exthyd Ohi) 4hd-aGo Ecm/ ycteﬂ ‘H:@Isdudbtuﬁs récey3tadieédTepm isopropanol to give
2- (n decyl ) Hsr?rddhen@cvjhrrdg -parbcat&hcolacwyhvﬁﬁo(:morwed%'yﬁ pl. indtyk dor®-of arvgutesplidcm.p-

acid, tHsra7 Pitely %“%’L’i ?) dol.i e 5-carboxylic acid, in
the formof a m@s'fé L%‘%SL{Y ngwfféf Fﬁ? Posey & H% 4Raip A
By pr oceedidiing dddidmHyliokidd (108NEHAIMW é?(ééhﬁb mlaestﬁ.leabm‘ @fi&ediRS C5Inb@sl GidtiaceP| e
57 for theapd eFanhivadnddad 1 Reheolsofutionl eadythy imidob wae céietiap I90R whd thea diludedowith
repl aci rf§ af n_(@QQC |) Ttnad%qhé v@scga}{qg@;éanpmgcrpqy y3flised from methanol to gw(-:\> (RS)-2-(n-

2- (n decyl H\ ﬂﬁﬂ proc e;zjzl’fr? in a a@nd (EPatot apléwe .?z@@f%@ ? in E):n pp'989—103th%
(RS)-2-(n- qgrp ) fi %ﬁ ('ncpér\g I;Iﬁ&lu‘;"egﬁ arbéxOla{e FHp(EEﬂ (ﬁSbﬁ'—fffpe% dk l)—
m p. 110- 1kkefne- é&rboxyhc ably bp(mﬁﬂﬁl-luﬁu}c*lrhdahr&l-mdrlﬁd’xylmﬂﬁQﬁeré Wad grédared sodium
her ei nbe# orRS)ddswndebﬂmdotmeESeearmxwa@ B theforinivé apuépalidatm.@rgrater than 300°C.

(RS) - 2- (n- pent adecyl )i ndol i ne-6-carboxylic acid hydrochl oride but replacing
(RS)-2-(n- pentadecyl)indoline-6-carboxg#ic acid by '
(RS)-2-(n-decyl)indoline-5-carboxylic acid, there was prepared -

(RS) - 2- (n-decyl)indoline- 5 carboxylic acid hydrochloride, in.the formof a
white solid, mp. _



l

. _ _ — . _‘_.

, mp. greajer 25 than 3000C Exanpl e
- sinmilar nmanngy,

182 184[err]C with deconposition. 55 Exanple 61 Conpound ADD By proceedifig _
in.a sjmlar manner to that hereinbefore described in Exanple 56 for tlHe 2
pre\pér ation of (RS)-2-(n-undecyl)indoline-5-carboxylic acid hydrochloride
buts repl aci ng 2-(n-undecyl)) - 60 indg @42 998boxylic acid by

2-(n- hept yl decyl )i ndol e-5-carboxylic acid there was prepared (RS)-2-(n-
hept adecylp)l ndoI i ne-5-carboxylic aci cExatnplet§fe form of a tan solid, m p. '
101- 103[ eFpTE2NESE ok @EeeH IWnl & ste ol
mmer Lo g;g@ggg ok 8“H‘°aéb°az‘:“zs°;%me@.s§* Rl e s

prepar akl @f ndecnfés)smrad%érnayoeogéar axy lhhd c&@écd (douait 4rrep.isame

2-(n- decylnixtmdMae-ﬂ&ereambd)xtyel residuacwat \lmqshézi itk hetp( 10) ighadie| acetic acid U] d'h aci d
there was coniipes @uateRa '92” st 'ie% oa@ i'ox|de ttgren tﬁ m
of a Crea%ﬁg’/‘“ﬁ;iﬂ"" e 5?&‘#‘2@% :.bg h°s'$‘ﬁ iy

t hat heje vdv?é? I)rbn sbiffwds o8 iPRAInG bth@bl, Geated wnth

- (RY)-2- (ncmwaadﬁ:mé)dmmalwaaen&emaﬁ émmmmh withcin@edebsfiadeluiiutof heiddgaei ng

(RS)-2-( nchlmmtxadma $1)(26 o [of ﬁ@enethc% land thac |t|v-‘ 'D ture was cooled and diluted with

- (RS) - 2- ndh Ijﬂ) T,]gs 9| WasSR e ﬁigr q%gsﬁg dBS)-2-(n-decyl)-

(RS) - 2- ,(5n"'ﬂ8 L ag g p\§ qr & t QFlbéélem Eﬁmﬁ:‘aeﬁ%rmh@f a

- white SO' Qpar 2'2 Riall c@)lﬁ\ddllh’le d%ﬁrﬁﬂﬂi)mﬁhdid Mrocﬂtﬁnde but replacing (RS)-2-(n-

. Exanpl e Imél-_d:c@()xﬂitoeeddbﬂ (RSh2dn-geayllihdaiinerbieamboxytie adirhtthere was
her ei nbef oreeard@ﬁﬁhzlﬂet!’ew*imwm rearbogylie GF'dt'MéfO‘fi‘r"E'ﬁ&r'&tth%W pfof a white solid, m.p.
(RS) - 2- ( n28fc@€979 mith Grrampost rboxyl 59 hydr ochl ori de but replacing
2-(n-un e&/l)’- |Q‘Q‘Q‘I e-5-carboxylic ac Elm%y (n-undecyl )i ndol e- 6- carboxylic

acid theré Wa»%rc%ﬁ@a&@é\&iﬁ%)as gddeBto 4 RotBRIBEY éf)2-Mbehtadey!findoRr Heatydxie aatiiinl,
i n the fogEtigifacéichilde60 naNga tho mixtlire Waphydidyenadt@Bitarorm E(L‘prewr vsingemtiadingn pm a
simlar malwmaal (5?6 vv/ha@ 7 lgbasciateivst. dfter 31%9@% Iﬁ'edM A ue Was :

. prepar affi i3].ap¥| tagg @% rafes W a%uste to 6 with
o@% e R

acid by ( g el Cg\éls il é ﬂaq:r pttafebMdehlaﬂdedmmmcewmsmpcueqbandaub—
(RS) 2- (ncmﬁdmylfr)amndmhpw &-ghar ke lnrpanadecdl)Ihr;ndnea&-h#rbwvbreamqh!dfpﬁéﬂffdeﬁﬁ of

|te3059)| qua Vwmt SO'@Om@BZS%ﬂ erq sjti
RpGR s>t i ﬁ%ﬁ}z bk g
prepar at ' )'a'ﬂ@‘tt@ didr aana&a% wd over
repl aci- ng atﬁeﬁﬁgﬂﬁeﬁﬁbﬂo ih@dfhlef $oRution makbudgald (@SBZ(rdpdmyadecyl)indoline-5-
(RS) - 2- .(5neamdeln:yéc)d neal gires- aﬁwmaHMdedOac-r“tP‘H"ﬁere was prepared sodi um
(RS) - 2- (n-undecyl ) i ndol.i-ne-.6- car bOXYLQ @ the formof a white powder,
e nim ik Fq? und AGG By proceeding in a
frgc Bad i ar ginihehenrer de andti HinshbemrdEnasited ihExbmple 18T fdBChe
pr epar ajl mapﬂét.oﬁql%%)(ﬁg 1--dediz@ylinet Gachebdxylie-dbiddat plaging @-(acea/lingele-Gecatborviicie
but repl astinty 2-r(-nentwiiihdelgiSycarbiondio eid, Bh%awmyﬁqw {B®)r&t(nHipptyllindoline-5-carboxylic
2- (n-t et r atkbdy M fﬁﬂﬁpéaﬁlhéarsﬂti'xwlq dO8ct'd2°¢here was prepared (RS)-2-(n-
t et radecyl )i ndol i ne- 6- car boxyl i c aci qixa,lnaetsbe formof a pale yellow solid,
M p. 1l,7cdHhBbandBecproceeding in a simlar manner to that hereinbefore
descri bed i n ByxgniHeding 8n faosnmlldrrempmre do abatorereifbefore described in Example 57 for the

RS) - 2- et )%@(ﬂep\ﬁ yicaciduy h(péip dgj ¥,
ERS; 2- Engc'eﬁg y/f?érpg%?; Vll é‘mg‘%? Bléiwep%re%%% -decy §olme -cag@ y‘H@' ng

(RS) - 2-50n a%létm t Eln\ﬁar mQﬁH’e Q¥ MthdtChergihtidford B&¥cRbANEM %ﬁhﬁl&rmjfor the
(RS)-2- (npﬁesﬁrétﬁﬂ&ﬁyhé)mﬁqiehﬁee&ﬂnsw.b@wh.bexymacﬁh hydskicbiohdeotiit deplacing (R$I2-fnor m
of a whit ee:sa:iec\db;ndmrp-e @Aabx A6 BECONIRSh2 de-denviodnling-brearb@ylingride thes wrg PEgABGUNd

" AHH By pr &Eg‘g"S15rﬁarb&¥v"?ra?ﬁ'FbrhVE"6°*t'?ﬂ9P frertge nBER offe 208K i VG MP

Exanpl %53115 BEMRPF B of et hyl 2-(n- dodecyl ) i ndol e- 5- car boxyl at e
but repl aci ng 2 (n- dodecyl)l ndol e- 5- cixadopix \6l1i C aC| d by

(RS) - 2- ( nComese ndol | ne carbox I|c aC|d eﬁs dEescr ;
her.ei nbef ore qyn y'f‘ xample 56 for the

|m|I
2-(n- u%e&remr rba@ohn a% 33 Im fﬁe-c-l)ﬁ 5I "?Bt%%ﬁ‘ @amhrlhér Gva %%L@it@én(l%g? npa| e

pi nk soli E‘eptéﬂe@ﬂ)m -353& oxylic acid, in the form of a tan sohd m.p. 101—103°C.
Example 62

Compound AEE _
65 By proceeding in a similar manner to that hereinbefore described in Example 57 for the

30.



Exanpl e 66 Conpound All 8y proceeding in a simlar manner to that

her ei pbef ore described in Exanple 31 for the preparation of nethyl

Z-H- undecyl )i ndol e- 6- car boxyl ate but repl aci ng 2-(n-undecyl) - 6-car boxyl
acid 50 by 2-(n-heptyl)indol e 6- car b@(phjgczgraf d, there was prepared met hyl

2- (n- heptyl)indal e-6- 5 t of an of f- m D
-f- li ox lc ac ~ YIC

86-89[ err] €0 ?ng_”R LS ﬁ Y ié_? %S T

manner to ftj agﬁ.% (é @f?ﬂ aOcrr& ﬁ ere&dﬂ;p 81’ % Qﬁ éfpr e[;lar at | Onv“(():f

et hyl 2-(n- dodex ptoxestihgl ie- 5smbcmeyrhatte o hérﬁﬂbem’re rigscribed in Example 18 for the

2- (n- dodécyr Laden et(BSt:%n(rb Idpwnaéﬂplde-lﬁ a@t(:(vmc lacithihyd Ir ydrydhiedde eutaemjagrtgdﬂ I-Hﬂ-
—~ [ ach, O -Ca i

?glr(rjn gpe;egg%tgr g%—g% E; °§e- gﬁgé’@ﬁ 3&1? dro¢ londe@larl the Wpaﬁﬁhrte sohg mp

Exanpl e 68 Oorrpound AKKeBy proceedr ng in a simlar manner to that

her ei nbefaore described in Exarrpl e 35 fEnamble@QDrepar ation of n-butyl

2-(n- undec %dﬂm f6 car box ate lt1)utr tre aci n&%ﬁ n- undec n(gol -car -
boxylic aci FL ; trgn %gfﬂ ng rn Q:grr g b glgi;n( % ‘8%3- '
n-butyl 2- epw i reiady raaar cenbo,kync i fherem,v paaaa.eé R
solid, msp un&é&ylﬁrﬂ{o&rﬁd‘ §-Carbdlic acrcO ifDthe faraBofExX pa1P ban@dsdionmpeu nZh-A

pr oceedi ng i n By piopdeding 'mamnmlart maUMtto rﬂaatehemeﬁemfe ddegibed l.meEkarmleEk& | the 35

for the pr@FRPaLe ?f‘?’ { A gpigeing JRS)-2-(n-
o et e A e T if?i?’farrri.frz
2- (n- odscyei? m@a @ whth .d,,p "acid, 'th ere was prepare "Bt

2- (n-dodecyl) |Brdodoesedﬁgoarabsl jlaratr@nner Mo tthe Fepsinhetrie aascﬂlf»e‘d- WnEn‘aerplaom dor the p.
72-74[err] efepm | & wed_'ea rw(nma e:vﬂmdohg proonali bt Cwlevmsr dﬂi’ak(;-
manner X zng !@"n SR R R
2-(n- dodecyl)lndole 5-carboxylic aC|d by 2-(n- trldecyl)lndole 6- carboxylic

acid, there was e red ethyl 2- (n t rEx@®el918%4 ndol e- 6- car- boxylate, in the

formof a annpoug | E §§1nl§ erel Qo tﬂ'ali heremla efore described in Example 56 for the
Exanpl e g1, Qﬂﬂ'ﬁ n@Jc?lﬂﬁd%ahéjg-ceroﬁhcsécm yafochiBitia Bt feBlatifgR-(n-undecyl)-
her ei nbef ornerordéssmb id dcid tEb(a-r(i’ple&a&'bylflﬁolet-m&rlph’xa[i:aa‘ca:t, itigne ®fas medphned (RS)-2-(n-

2-¥n- undecydtr)admwh@lﬁe-ﬁaafbw atuta it thte fp bﬁatpﬂ%\rfﬂb sqmdee 1A b°e- 6= car -

th
boxylic aci d %Pﬁ%r é_OG }?}:dro |de but%rﬁea \ﬁ%HBRS)-Z (n?
pr epar ed |, (?155 @arbokﬂi da, a
white so ;epéPe@{R -’Eet a@EJ oli r&}bexyl prrae:eedvng sbl'H A

simlar rranrxerzme-zsloac mhmrdeccrﬂmﬁmore descri bed In Exarrpl e 33 for the 25
preparation of et hyI 2- (n-dodecyl )i ndal e- 5 car boxyl ate but repl acing

2-(n- dodec§ )el ndgl e- 5- car boxyl i ¢ aci-d, Bygmple

2- (n-perifad® E 6 brﬁg G GRLIRRAY hhdneR Qhattﬂ%?é’rrﬁ)em d&'&m@rrﬁ@xgﬁa¥|33 for the
2- (n- pent agre D donTEI @IHGE B e BDMb|B B sarbioRy|dtd) Butl fIH6iE 2-r-didbdyRinGé-earbaryfic
90- 92[ er r] &xid 60 (RBMH2F(d-uAdRieyl)indoline-6-carboxylic acid (prepared as desEsitedyilersiripgfo@Qn ExamplBy
pr oceedi n963)nthafes'v€mp|f@|ﬁfeﬁréﬁﬁ1\éfhyt FinryndecviisddinpiSer o' e bidrchiadde ip tsdofprka 35
for the ‘préﬂ%Pﬁi‘FS’H‘ g¥0- 3BT VRE°2- (n- u%;@/ )gbndol e- 6- car boxyl ate but .

repIaC|ng ? cyl)lndole 6- car - acid by.
2-(n- penta ecse Br e& @1 QaLiRMFYrhirneAtd Ghat tHIRSMBMRS JRALARAI IR EximBE | for the
2- ( n- pent agkepathtjon of A OB dYOSYdIa B &arbbxylatd it frepiaaing 2-(a-undkcyib 6 Sadbbxdlic mid.

76-79[ emse ] & 2-36heptyl)mdole—G-carboxyhc acid, there was prepared methyl 2~(n-hepliindpip-6- @zpom@md
AQQ By protederrmef amefiwtitasqlidrmaaffreB®tG t hat herei nbefore described in
Exanple 35 for the preparation of n-byyle 6

2- (n- undecybnpdd®lags 6- car boxyl ate. but repT aci ng 2-(n-undecyl)i ndoI e- 6-car -
boxylicsaci d IBy itedendieg ¢roayiinilandobrmet 1 atrval deyeinbefoc dadgritiet 6n eﬁxwam Sefvarted

n-butyl 2- ernpert@o |e hyh2ré1-gadgeylindole-Srogipexmatg But repladinge2-nofogeqyflingo Nk goxylic
solid, m pacr xndole 6-carboxylic acid tWere- was prepared ethyl 2-(n- heptyl)m -6 -car-

boxylate rn t e f rm "of a yellow solid, m.p. 83—86°C.

Exampie €8
Compound AKK
By proceeding in a similar manner to that hereinbefore described in Example 35 for the
preparation of n-butyl 2-(n-undecyl)indole-6-carboxylate but replacing 2-(n-undecyllindole-6-car-
_ boxylic acid by 2-(n-heptyllindole-6-carboxylic acid, there was prepared n-butyl 2-{n-heptyllindole-6-
65 carboxylate, in the form of an off-white solid, m.p. 79—83°C. .

31



§£Exanple 75 Conpound ARR By proceeding in a simlar manner to that

a8 ‘herei nbefore described in Exanple 35 for the 45 preparation of n-butyl
. 2- (%ﬁundecyl)|ndole 6- car boxyl at e but repl aci ng 2-(n-undecyl)i ndol e-6-ca\ -
fl boxylic acid by 2-(n-heptyl)indol e-§-¢g44 lic acid, there was prepared

B n-butyl 2-(n-heptyl)indol e-5- carboxylate, 1n the formof an off-white
solid, mp. 71- 74&err]C Exanpl e 76 Hﬁa@maﬁwund ASS By proceeding in a

simlar at her ei before descri §ﬁ66%’2:€$§ﬂb E?«%ﬁﬁ%%ﬂg::

| %
| ot S A

aci d, theﬁear\t\a;e/lamar e&pmreefd-mmdhydaff—ﬁhn(msdﬁephpl J2-hdet®@- 5- car boxyl ate In the’
form of an off-white solid, mp. 85-88[err]C. 55 Exanple 77 Conpound ATT By
pr oceedi nga SiyNy ! ar manner to t h&@RR? dPnbef ore described in Exanple 31
for theepr e aygrbéegdl ifT&t f%harZnddhieH B Q6 | RetebOloR gcigr%egqudx%ae% for the

r epl aci ngprgpdrﬂroulwefhy 2-Idbak &1 R dEIe-5-cafpox D Wikt répl#SgtR -BYdodecylindole-5-carboxylic
2- (n- undeayd py ridottadesyllindolseficydrbaxylizcad, théve veas\mepaprdeqibyl € (nAEiddeyllindole-6-car-

" 2- ( n- unde®QFyptenindhe form_of B pdfisplichiep 5311—%”& formof an off-white solid, mop.
78-81C.,;Exanpl e 78 Conpound AUU 65 groceedl ng in a simlar manner

to that h@{,,gjonmafmne described in Exarrpl e é for the 32 0 042 298
preparati on 8§ procheding in2a (simitan dheanyibr) tanchat de@inbefblaodestribe@ i Ekarhie|3aCionghe
2-(n- undec‘gﬂa ygtingl oif emethya 2-(n-bege Urrtglolatﬁ-@r tyyyldte (hut uepledind PimdodesylBrdortency| i ¢
aci d, % “'5€Lcar§ éna Péf&aﬁ'fgﬂm e-ﬁzcag dé'eyg*grﬁgqggevafsd Bgtiodclrertadesyh t he
formo Ve N e 8 S ep 5m'.p' —e :
i Exanple 79 Conmpound AW By proceedi ngxdnmami m | ar manner to that-
i herei nbemewoaMsA@Obed in Exanple 31 for the preparatlon of net hyl

o S M e by ?ZZEQ“““QZZ’TZT:EJ?%E‘%&'

29/

met hyl 2- eqy 3 vrrr&e AT,
solid, mp. 80 83[err] C. Exanple 80 wgg A WV By proceeding in a
d

sim | ar rRemmpeund APR hat herer nbef ore i n Exanpl e 31 for the 15
' prepar d%i on B pﬁ’é $iyiia ﬁ dﬁ'th B@B?f%’eﬁrls 'tbed l?'u 38 fag the
5. -und &T?E@ d_(n- 68 ate but replacing 2 undec( )mdole- -car-
i ec ~ca th d n-b 2 decyi)-

5. (n hept. rbd}a Gie ere was pre%are n ut&l n- pﬁnﬁa ecyl

S@Jr oar% Jvﬁteaébh
2-(n- heptadecyl) |ndole - car boxyl at e, |n the formof an off- whrte solid,

-mp. 98897[err]C Exarrpl e 81 20 Corrpé’uimle,@@( Sodi um hydr| de (0.32 g of a
50% oi | &°8K, a stil

é Qtﬁﬁdl S|m SO rﬁ;}

deoyl) el Eul i S s%gr ?ggﬁ fabdelp e

I N Exanplooxyid hcid Byﬂ-ﬂrVerSUsVIﬁﬁ -@é’rﬁ@dﬂcﬁ@é relWak -pre rédsg nddfeSe-
conpl eke catbbeyland, i thecomvasf avswhhedolidnmtph@1st9dam bat h f or 1 hour wth
stirring, and 3-chloro-1, 2- propanedi ol (0 8 g) was added. The m xture was .
war med 25, g & eam bath for 20 hB@Me'ed% h stirring. The sol vent was
then evapor ggyﬁ‘ ro &dﬂ@%ﬂeés%rrﬁlgld riaPiar tg%ﬁuﬁer&ﬁtﬁefﬂé HeQit&in Bample, 35 for the
di chl ceppRblratd of Meous0| 24inkudbedylingbie-BleaboxyRd B rapRIinY/OB-HEkhd¥eyl)IRdNE 6 Qs
dri ed ovépxviimagicby &in-Bentybiralble-Sagacbokylictacidettiere avad prepered otbuivh 2-leteqpdliraiblecs-t o
dryness €¥ogvite. inthgiferm,pfi aorefkwviig ?P"éd'PPdYT‘réﬂt C.This solid was washed with
petrol eum et her (b.p. 60-8000), f||t g and dried in air to give
(RS) (R&) cémdoshatied oxypropyl -1-yl  2- ecy )i ndol i ne- 6-car boxylate (1.5
g), in-the fay modédinf iam Sr‘f'rﬂar\/\hiahr&r powﬂarhm.qmefowzes'lcnﬂ&{ B EafpleEXRAR| e 82
Conpound peaam f meghve|2- 4(f15m cvkna@'ea@lﬂerdowbteabetorantamom Hfn-undkayllindole-6-car-

2-(n- penta L9 Do b et seiciacomevpane g e (25
m) N Edon egrﬁ or 1 hour. The
Example 77 .
Compound ATT
By proceeding in a similar manner to that hereinbefore described in Example 31 for the
preparation of methyl 2-(n-undecyl)indole-6-carboxylate but replacing 2-(n-undecyl)indole-6-car-
60 boxylic acid by 2-(n-undecyl)indole-5-carboxylic acid, there was prepared methyl 2-{n- undecyl)mdole—
5-carboxylate, in the form of an off-white solid, m.p. 78—81°C.

, E_xample 78

Compound AUU
65 By proceeding in a similar manner to that hereinbefore described in Example 35 for the
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m xture was filtered hot and the filtrate was evaporated in vacuo to giv
‘Wwhite solid. This solid was re- crystallised from petrol eum ether (b.p. @?
6Q-80[err]C) to give ethyl 2-(n-pentadecyl)indol e-5-carboxylate (0.35 g)\

mp. 89-91 C. Ethyl 2-(n-pent adecyl)o?gxrﬁt#?éthr oi ndol e- 5- car boxyl ate used

as starting material was prepared 40 ws:- A solution of tert-butyl
hypochl ori tpespésatieh @f ri-ButyTe?- nylrda®yliabdi©bicd®oydte mlY replsingdZHrcurdegpimicie6ioar-a
stirred solbaxiioacidby etmhyndeadlindoladarbondic acig.ghze gr)as prapared mythtelr?e(nchbwi)ld@'e-
(100 nl) atP-capmeyiatasin dhe foam of g HUE solidy MRy |68+ 7R Cof

1- met hyl hi ohept adecan-2-one (1 5 g) i Hiﬁfehi@ ene chloride (60 m) was

added. The @;nlpb,mdng/\,at -65C was conti nued for 1 hour and a solution of
triethylanine Qﬁp@):eerdhng nintd"l imdlare mébnet b athatdigeréididfard )desuzibed imeExamgedl forhwe
reaction mpf@tpafra % neeqx@rr'%'t 'CP'G %ﬁ%’efﬁa@ﬂ@ 2- Wétt"é?cV iggp! w};{

dod, and o ﬁm;yggﬁff R R e g prer= g o ke

and evaporate I'n vacuo. e resr e was ssol ved in chloroform (20 m)
and chromat ographed on a silica col urmEx(aBupﬁanm di ameter x 45 cm using
chl or of or mCa@potme'@leant The crude eth I - n- ent adec I -3-
met hyl t hi oi_nddiePBeesd F‘Q a" 21‘32“ the
m 55. 60@ er;Er“Btron o hy, -n— n E::S‘éa “car-.
. p. acid by 2- -ﬁ e cyl)-
foll ows: - (ddbles-EdrbokyIfd, iHtXd fd;i'rﬁo@ nJ;ffrmtb p a ecan 2 one
g), water (100 m ), sodium neta- bisul hate (50 g) and di oxan (50 m) was
heat ed on a steam hbat h for 18 hour s. é'“h‘?)@ﬂure was cooled to room

t enper at¥r org@ld AGhL Or J66% 0! SL B8 Wt 2K50dLD ke LHG: et‘;} Rs)-2-(n-
extract waaeetr).hséi Q’E‘csrw;w@ %r" ; Lﬂrsyaaﬂe's' e IR 3 A dry
1- net hyl t huedeepifeeaaar-(80 amem&-&\ gardrﬁtsm ﬁas\/b'ambﬁte5ﬁre$r€blnhrd ,waawrarm R stedmh 1)
A sol uti onbath fctrrtrhbbmttwcreu,rapd anl ’%dﬂ 2o anedEvB(Og!)g) was &ltled- Ghem) xﬁxrentv;s wased

added to?saoespfrerttead" H?tiat ursrw EHy %J Iﬁ‘P' t'&a@gmra%edow @5%%2
and sodi unfiHE 4 £1. §§‘ el tvrle e »
&-%uaeorrat H@Jdt

M xt ure Wasionly!sbi s s’élu NSJ &%ﬁe@ﬁr
m) was addiedo tg@et(he)(mmlmmmabmﬁerm 2t(maa:ymadbueeesrcmb>edtervntm gplruetrhyform

et her (Zoxofign pff-whitq pewder mep. WRt+HOCCH0 was washed with a sol ution of
sodvum t hi osul phate (3 g) in water (5%{ % 2“ ed over magnesi um sul phate
and evaporgg,glglwt,gﬁgr ve 1-met hyl t hi ohefT4BR28A-2-one (1.3 g), mp. 40[err]C
Exanpl e 83 Cormamdynsickel (5 g) was addeit 1ol §:86lutinXdiLdteyt @Lin-pentadecyl)-3-methyithicindole-5-

4- ( n- hexadexoxgiated0.5- 43 -imaiokepl (bErmJbartd the imdktrd weps hegted ars 8 isteamt ket fob Utroui. dke (4
33 0 042"*298W f"@rﬁé hdt@td t¢ yvpgeet S‘mat?ﬂ'l’ veRys tq?q Mt splisk This SOl e -
The fracti s‘ 'ﬁ P&fm‘ﬁ § rP 5807587 ¢ e sy et h 2 TR gy indgle-Regarooxviate

', col I ected. %tﬁy? bé’?\l?ad%mldlﬁu@th indofel5-LPodxARNe ub&y ARURINEAREAAWHE Brepdteh
was therxoaes fldwsed W th 10% w v hydrochloric acid. The solid was filtered

of f, dried anch sobdipy efttallt-lbuwetdpéqh@mettéhwemenﬂ gwuonde (30 mi)- was added droDW'SE to

2-(n-pent aerét'f )SP‘H nrtetea(é ) fromet de (i A efte
UL, L o oA e
(4 9), pet aﬁ&rderm ﬁﬁ)thE}Xb eg ac@dHm meaapérsteat ed
in asiml Watermamen wae atidealf artdethebngb:eé aye vdaesseusarherd dried Ebéaﬁhpd]f@SlB@ stiphdlt® and

gi ve 2- (n- enyaesetpt 1 vackst Bleee%eaebm [spatved éni ahlofgforen (§9 ml)rmpchrg%toafs Sfedop p Gllica
Exanpl e 85 s_&g_ca wg&rro frae et e 8Py sseerl S o

st rengt hy 105 B bk 2 _o wﬁffy Qe asﬁ@rﬂgﬂg‘ﬁ ngP20° es (o a
stirred sol ut I(.ons edmi‘& yaof3 Et@lﬁébyé tdacDb s (0 grarvb@xryrbatrm £039m9m@)a in
a nixture bbulghase rsegmuyrebmﬂaom v(aeaeamd 9n asrehntipath fot h/houss: Beatistu(e3B:6 codléd

t he terrperH’t'B?"é tyrPeraiere 2pd extragtqd Me iptivh perd? e °at'” g EE“H{XE%WEQPE" over
war ni ng. 55@39'}‘?; T, BNYBE"SIET PEAGOAIRd TP a1 l])(E’tfh‘f' Pheptaglepasica-BnealRd PfsF white
et hanol Y () soltaén GratRErcR & Behyirdel(HES Bidn Metdnb (Emilied RRled £ TRt @&turel NE
m xt ure wasf r-ebihyix@ghidytieptaddcan-2ivas (1388 ghandlscaitunaibaldenatead) in &tord )1 Owsiscoadd @d.
The m xt urenmaéatur'f@e rrd'xtedvrats stmdattrwds ﬂOcm regsmrtenevpperﬁvaa@htiooml basd

?OI VrGﬂn§ S&'f ﬁ ésé,g‘ ﬁ“??or nqrbs iy hélh'mj g:&‘;@ \feé[maerieégﬂ
50 o
m). The so |§ was recrystagﬁrse rom rret ano %‘%B vvrth t r eat ment
wi th charcoal) and then fromtol uene tE@ang:ﬂa/BSrret hyI
3- (n- dodec¥4a%iabGe- 6- carbox | at e in the formof a white solid,
m p. 85%89[ er AtTeq Mixtugpl4 rt%‘%ﬁWe"S“a("Hd‘gMEtQHWFT? i al 8°t€%§r“6b‘;€91bat°é'de #sed
as starting material, was prepared as 25 foll ows: -
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stiirrad N, N di met hyl dodecanam de (84.9 g) at roomtenperature. The
tenperature of the nmixture rose during the addition to 500C. The m xture
was stirred and heated at 90[err](9f@3213 98i nut es and then methyl indol e-
6- car boxy) adRidtRAarflind]10V5 waslAckeR ®irial mé%etfgcagﬂeooﬁrhb L6 thgn%ig %’W I ng
10 m nut e, reddtien vaspelleated Te 28actidn hiRfurdTivad eft @ Bl BroBRI tirhgdrtgrd g

duri ng t laddifieivith 39% WivehvarochloniceacidhisThe Iselid whs fiteel bihrdridd haad recnatallRECrramd
was t hen '9i¢aTe 9 9y 2olnipertadepylindplecR-earoxpicxaciss @ Angls e t1 PBct1d@°Gi t h chl or of or m
(3 x 360 m ) and the extract was drr% Br‘éeq’ magnesi um sul phate and was
evapor at edmpsur@icve a red brown oil e oil was dissolved in boiling

met hanol ( 100mirtyre ot Jrén-dakesnaoidovbrmethylberizeid avitl i gic parasal rerbdtoking (£S5l aalii on
was filt ére@'%aalmp (égml)ega @ d ] Cjimilay refinger torghahhdreinbefore described in Example 83 to

3- (n- dBa8¥aRaHTHTeRYEIde: baxgie Acist @-§ Pemp- JP6—1188%%5 the form of a buff
solid, mp.167-169[erriC. Exanple 86, Erg%nd AZZ By proceeding in a
simlar owhpghdtaryt hat hereinbefore -described in Exanple 85 for the 40

pr epar at i on P0$°ltmet' lof/ borgne(in tettiedryflran 1R ok 6f seenitoXiy) i BortioHs (1 2RI ACMI Gras

| 7832q% o C?é’rf@‘iz TE%‘W iged gl wmulg g lnpcaraeiyaoie 6 caronate (159
m f
5 octgbfrzrtta s et el %zr,e e S
octyl)in rid-thel P380 milwds &B@&Eﬂ d&in t@re fgdto #Hin tes i\gdx By
pr oceedi wes refluxed Soma FL&ﬁemmmutés)aﬁdhﬁiteMGD&hm Qﬂdbd BCinixiRd whdl deiRERk €
85(1) *o?t"PPFé‘em egam FQ)nermvertbQ latdani8 -spimerde the gine @y Ye)low dediddie 5 Ti=a rebidixey Mas e
2 e R
was prepg, ADY))d é‘i é,,l, %\a g} _
white sol 0 tepmet ﬂfma aéytnaaors"-e%aas S ds ARk il Gl ke

aci d, asswetbwsr—t he preparati on above. Exanpl e 87 Corrpound BAA 5 y

pr oceedl |Ph°5ah@ﬂ1$n°¥\t§h'°n®nﬁér5 mﬂ Wﬂataddvdrd!ombsﬁ‘ duringd2(® orindiesdtd sririedaiNt e 85

for the Ry ° éa-t'ﬁee%ﬁhﬁﬁk rafese gufing the
o SR S
3- ( n- hexstdeLniRtuyd l)dr é-maiﬁed:étr he AddRioR. THE Sniskdl

hex adecydtz)ﬁoﬁﬁ @hdweés than bmxsd ateice. rThe Iaa:ebax mixfe \aas/ditricmemlth dt,lordi'fbrlﬂ'l (3893(9340C
after r \ sg%’é ﬁd'f' hﬁﬂm emsulﬁ"fate and wid\evpp qrm%cem A lredalros\rnmrll ar

. | raa 1 i
ranner ¢ .uggi I §tf LA Bt s TR e on
N, N- di rret hyl dodecanam de y N, N-di rret hyI hexadecanam de there was prepared

Phosphorus oxychloride (27.5 ml) was added dropw se during 20 minutes to @

(I!

nmet hyl 3 he canoyl)lndole 6- c§¥amﬂ@yﬁ%te in the formof a vvhlte SO|Id
mp. 15 Csf %h oI tht hyJesca}%gé %kan!ilp (35' or

pr eDar@tdréfb@ragiHﬁnet ij Qhindole ('ﬂgiol:lﬂ:aﬁ’o ?n%l
manner tﬁaca‘rth&ilathebyelm’djmﬁ 03-h- dﬁ!ﬁ?l)rd&ﬁt&—& aarl:‘marm aasr pted erea)r.aa:avratar(mn of

met hyl 3ctyhindaletBgibp wh@halneth@ fo,var blox ha% eolldutnpré @P&

e
3- (n-dod sﬁ: |nﬂ w Géa &‘? Example85(|) orthepreparatron
do n do rho by N,N-
3-(n- Qgt E% ed: v@a ;ﬁ r:[r W3- (IFI ﬁ@%ﬁa‘g or‘{n of a
3- ( n- OCtwhite 34tid, m;QZ R4 tRn Brofagi )éiéiit:%crl:irhsta ﬁ\tﬁ@ﬁﬂb&gtlcﬁﬁ
white sa@box@; mp. 92- 94OC after recryst al lisation from net hanol. By

pr oceedi ng | n a simlar: rranner to tE:aiInphaeBZer nbefore described in Exanpl e

85(i) g4 ar ation o %brﬁ nhdodecang‘%/ﬁér ndol e- 6- car boxyl ate
but replp%l -(ﬁ)a!) =6~ gl tgi;a g eﬁgﬁr% ?g:eég: Y md?
there vascd rwd( PoQ! teRr Tty 130 ﬁte
f or m of rﬂxaﬂbﬁtamiudlelsl-ddqbomaﬁe m fo .& sBﬁH nf;ﬁ39¥$f4 b clnafantsartramfreh yl
acet ate mq]ls@dl | n the prepar at | on above npl e 89 npound BCC 10 By
proceddi n %mﬂ }ﬁdﬁ‘ﬁ fanngr €’!atﬁewbﬁfb@f@ﬁ:€'bdé3%ﬁkﬁj‘%# BRI ERathsl e 85
for t he ﬁm?ﬂg %? % h 8 egarl\bﬂw -g:i ar%niylate
repl aci ng tl‘fé%hybf a3w 5! etby sed m the
3-(n- heMe@anyboyendol e-5-car boxyl ate there was - prepar ed met hyl 3-(n-
hexad®&cyl )i ndol e- 5- car boxyl ate in the formof a wHite solid, mp.
85-87[ ercro]m(,;og,jctggg recrystallisation BMBIR ¥kt hanol .

By proceeding in a similar manner to that hereinbefore described in Example 85 for the

preparation of methyl 3-(n-dodecyl)indole-6-carboxylate but replacingmethyl 3-(n-dodecanoyl)indole-
65 G-carboxylate by methyl 3-(n-octadecanoyl)indole-6-carboxylate, there was prepared methyl! 3-(n-octa-
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15 By proceeding in a simlar manner to that hereinbefore described in .
Exappl ¢ 85(i) for the preparation of nethyl _ _ L](),
3- (n=dodecanoyl ).i ndol e- 6- car boxyl at e but reﬁﬁam ng met hyl .

i ndel e- 6- car boxyl ate by net hyl i ndol & yl ate and

NN- di et hyl dadmﬁémaalcd%owxé\ln%d mtéwal RRAsRG anabslegsid ghs rmtarsaw%

met hyl 3- ( nmaéasiecanoyl ) |ndo e-5-carboxylate in the formof a creamsolid,

mp. 1 58-1 602 prbteeding drc ysimidar Imanaer onthay bmteltdfgw daspeb@te Exn@eld 856 fchéhe

prepar at i gn%&iﬁf g%g erneyd) ﬁdcaaqswt d WUV IRSPY
(15 ) i n Wil &0 1%%%@ it 29@ u; i “ 3 g use:::r:::
ref | uxi ng sa}ebirhm odec |nd e- 6 car boxy ate .

prepared as herei nbefore 25 descrl bed |Bxan’6marspl e 85). in net hanoI (800 m).

The mxturecmeo@#lﬁcﬁ'ed and refluxed for 12 hou , The m X ture vas

concent r af ed t SYERIECHing 4 naimisy o ¢ 1’“’% 9t
to O[err] C greEJ rai ethy ggn?odaggd%ﬁal;b%ﬁa&l teﬁl re in ls%b'(rn godP @qg oge
acid (300 nhéxadéEhmn -El—t:arﬂdkyM&Snt aErm{d d fndy elsdﬁtinnmas-lﬁ-s &ryamisaeoref m
was col | ect edthapgished with wat er (4 x 100 and dried at 60

r]C
Recr yst al {5| sat IBdnpraqee | j er re described in Example 85(i) for the
o (0 Gy EPRERY R i %ft%@t%?‘é Uy ?;;5' gﬁ'ﬁf T L
solid, mp. thbiblwdeih ;sarer rhethyF-3aARe:Rdéts .nnme%me d&redrhl sélid, m.p.
sim | ar manmgs—il 60ithalter hmtanubafoorfuendaaﬂrachmd msad Iﬁxaﬁpﬂr@a&ﬂoﬁ aove.ne 35
preparati®¥n of 3-(n-dodecyl)indol e-6-car box%/l ic acid but...replacing nethyl
3-(n- dodecybgl ndol‘g B car boxyl ate by

3-(n-octyl)rn (ﬁﬁﬂ o&atéaeasaﬁlr@&.%x.dé 81gfinWRRerRi PRI s §drfe8d95 I hiitd AosniRites
carboxylic ®Ca ebfluxing $oRutib® bfim@ihylaB-IdodecyBiaddi&l6-cambpxylalddf 2 By brépdrddastiekdiibefore
recryst al#5i gextiitsd irf E:@mplte@ﬁblemthaﬁqla reI) Jhe thixt Do wpos! mddBFFr e iood::ebrdqrsqghq n

a simlar nﬁ‘ ?Wﬁ)‘ ’h%ﬁ"cﬂ‘éﬁa@ s 1’ Iétf’ W’? ?A °Ct:"ﬁ%"s’°
prenaratl e *f%.. e ttsh‘ts el
3-(n- dOdeCyg I'sat%% )hem%ﬁ ve 3- (n-dodecyl)mdoIe-6—carboxyl|c acid (9.0 g),

3-(n- hexaademyrh& mcbodf&ﬁmreanb@xybataa—tmce was prepared
3- (n-hexadecyl )i ndol e- 6-carboxylic acid in the formof a white solid, mp.
174=178[ err }.C aftg Eecrystal i sation FFWR'%?PWI 45 acetate. Exanple 93

Conpound B B0 al é‘mﬁar%JﬂnLﬁEo FRP MeFeinbSrole@scribl §h @Qﬁf];ﬁé Q0 for the
- descri bedsi ﬂre@ﬁﬁﬁiﬁ' tﬁ‘ -Hétecyl)MBol6-8-daFRIAE AdcidOButOfeplacing methyl 3-(n-dodecyllindole-6-
3- ( n- dodecytarbasglate ebyt- mm#bo&ﬁ—:»mﬂmmdsbaatmnmb adiersg waet prgpared 3-(n-octyl)indole-6-
3- ( n- dodecyfarhordis| asidgo dher torm ok ¢ |veite sglgd freR: H§§—197°C after recrystallisation from toluene.
. 3-(n-octadecyl )i ndol e- 6-car boxyl at e, vv?% pr epar ed
3- (n-oct’ ‘36 eBdthdduhglBEL- 6- carboxylic aC| M e formof a white solid, “mp:=um.

172-174[ err] C @ tgdcebddtg W6 b adithilad ahdrber fd it ekRinbefaRedastribed X EGrhRe 96 b the

Conmpound BHpie®ya t no@e@ﬁh ewﬂmaols-iﬁmatbawhcrquebutt eplatiod nrethveialbelodecgllindole-6-
é Iteﬁgi alp Gagexyate, there was prepared 3-{n-hexadecyl)indole-

descri bed i epy
3- (n-dod yg’%g Ea8 P PBART Pt AOTH0, P 5178 ooy permaianion o s
3-(n- dodecy |ndol e 6- car- boxyl ate by net hyl _
3-(n-hexadecyl )i ndol e-5-carboxyl ate, tbeimplegs prepared

3-(n- hexade@ﬂ urdi86@- 5- car boxyl i c acid in the formof an off-white solid,
m p. 114 1 ePY ,Lp@‘:? dingy in éc[st ?f nnaErato; At f'?re'ﬁttgtfacqeaﬂﬂb § Pte 8eife. the
et = SRR B I Se M e et B
(RS) - 2- (n Udd %b bl@ Qi'né fofn aWt Qefitdl thp. B2 7(45%6 erg crys?aﬂigétlé B‘\(fE ﬁte
(13.3 g). water (40 m), ethanol (160 rrt) and met hyl i odide (

heat ed - undA; ref’é%{ for 1 hour. Met hyl E@8pleoft de (5 n1) was added and the

S

m xture ®a inaLin9Wasiiah hEN R0Ur 89, hnrtno p
0 042 298 Wirkdakerbr 6 (56 aoqcy. E‘teé?‘?;a G BRg nep %ffdt Egﬁ fﬁ%'ecgs-
h e -

f r om net hardakylite bgimethy( :B)-hekaded@liday Qcart(oﬂylﬁ@dﬁ&y )aéB réd 18-
aci d (8.9 goprbokyiicatie irf be frofof win pif-evhite exiilos.p. m4|e—1ﬂﬁzm-ahaﬂr[eevstz}neancﬁxfampbtecna6
5 Conpoufdi "‘IBﬂE'F "ﬁ‘q'n xture of (RS)-2-(n- ndef%$%| ndol i ne- 5-car boxylic acid
hydr ochl ori , sodi um hydr oxi d water (25 m), ethanol (75
m) and nethy A' rﬁidﬂu@eof((ﬁg AMnbundBNNEAh£6-cHBEKTic Etﬁé l19g §10Sodhurh APlroxide (13.3 g).

water (40 mi), ethanol (160 ml) and methyl iodide (15 ml) was heated under reflux for 1 hour. Methy!
65 iodide (5 ml) was added and the mixture was heated for 1 hour, then poured into water, and acidified
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# Vet hyl iodide (5 m) was added and the nixture was heated for 30 m nutes, .
i ther&gogured into water and acidified with acetic acid. The product was @
@ col 'ected and recrystallised fromnethanol to give (RS)-1- to

# net hyl - 2- (n- undecyl)lndollne 5- carqunlqz;ggcad (3 0 g) |n the f or m of

3 white needl 2- 104

Hioet qt%@}ggt@om R e “f”rw.zméw"%ﬂ

g acetic acid ?’nl ng I"ors & ac f %ﬁ’ and was

@ hydr ogenat ed over pall ad| um on char coa,tan{p&%e/v/w 15 g) at at rmspherl C

8 pressuré mpa@nda&t/e erature of 80-90[err]C. The m xt ur.e was then hot

; | id
filtered t \‘I,%d é?f“f‘?\""at?acf i "9°h i )’(bel}’
% give an of o §d % E ﬂ gdﬁ
} 100 ) arﬁdldlﬁ@@ h S \éael The pa;dbat waaeaeateea Rarh vean
# sol uti ore weeshyv@dineodeay!lidtobre- -Boprenvie aciH uta.@ng)ofin smdl tunmcar beiat @eddib, mp
] strength 2R2—{96°% ) and the organic |layer was separated and was dr| ed over
magnesi um sul phate. The organic sol vegt o Wgsg; enoved in vacuo to-give
i (RS) - net hy,7, F,Jng—émtadecyl)lndollne 5-Carboxyl ate in the formof an

§ of f - whi te2 SOl MéthyI\BinCdRtad@cansiBidolvist damidkyldts! (1730 Gt Wassusfinded MCRALh Bgktic Acid
sim | ar mi400emit cpntdmimg berchdoricheefdotté rolle §0%i well andh wax dwirbgen8te( i overf palladidre of5

| prepar at i gheresl (3% A 1% qéame'wh Rgﬂaﬁmﬁég{éa empatam ?%5‘ Gt%%;e@‘ i
{ N, N-di rret : o off
| ndol e- & WO'@WWF %L\/acéﬁé i T Wl 23 @s B p el Wi aeoe

et hyl  3- Gtlenge 2@ 6QAD)\ehg the dajasic Eyaavabemtaﬁdemu Wa§ trediowdrimagihestuim ﬂfpiwatéhﬂhbe
-soli.d, usetbanin sctlmt pasetpmpmdumacabme (Bﬁ)trmlm 3f(urpt=th@qcvlmmnrfq-%-aarbwlates@the

Exarrpl e ofer e s° °

herel nbgf grudedt iy %@ - t%ﬁéﬁ%@"“”f bt AL g o
3-(n-oct a rﬁé@)ldc&@e nﬁﬁlﬂ |e|'-8’— rBoxyIB@ BYE Mkl I d Ié‘l-‘SQﬁIbaxylate
decanoyl ) tmek)trva Erepmed)mmy\wai-ta- )indele(ﬁasadms\aateyt the rictol &-d-atfawiliiesplicat e,

"t her e. was upadgpdhecpreparsion abgve, M@bMIfurBlE( purifisetion) i ndol i ne-5-carboxylate in

the for%ghof an off-white solid, mp. é% Ie[g%rr]C after re- crystallisation
eg,gbou,,ﬁ)b,_proceedl ng in a sintar fenner to that hereinbefore

deS i bed 1 N dpxpBEde@ing Ik ia) simdéir inBnep 16 RRdtaldréMbefdre ABSchdd in Example 97 for the

3- (n- dodeomparet | qfdmse-n@tmalskimw eﬁce:)tmmner-ép#rawh tl\lkedlageg hgdtlukbckt%a?ggﬂ de
' Hﬁa n Wi re -
| Ibndy | 2" ‘%I g’ - -dec @0 ~ -CWBO'HJ%Q Ert% gfrgg)hf’ggte mte gs%t%gé q5?53?{—%5;& after re~
m -
3-(n- decan in 11 8T Y | linRer 1 thhﬁhéraﬁtefaé Rscbid B S@pM 88 Mor the 7 -

1 73-1 75] ebfe];:ﬁaaw‘ntcﬂermemcs-yrsaaleéansatindela d-taatoxyTetk baneplacingsie N-direthfidodecanamide
preparatibn Na‘bmthvﬁxta 'de Qm os bmd@ie-éwfm&/'ate bv ypindele-Sctiarbgxylate. ghere
si m | ar nitAh e ‘%{ggt in indo Hg:é‘ t n“ g aTt'l‘g°§£vf"6‘|”et’f?éd m.p.
prepar ati on of T{Erf'ﬁwa ?at(‘m 6Ct 45e¢ ? ‘i'sﬁdor] il ?acar%oxyfate but
repl aci ng nmet hyl 3-(n-octa-, decanoyl )axstd,gL@gS car boxyl ate by net hyl
3- (n- oct abeypounti 84Me- 5- car boxyl ate, there was prepared (RS)- nethyl
3-(n-octyl |r$do¢rmed'59 cra@bemghramemeh tq hleetft@rembetomadsﬁet'bed mrﬁmmn‘ Mvthe
rel i ng o i LR T ST AR S i St ST
deSCI‘I bEd amif ox | y@ eﬁBﬁrﬁ@f @iélﬁ Nhdy ngrg3 eltin %ostt

3-(n- dodecanmy bdaed 931r5aC‘sB:ﬁ| naéretobuutt he2gl t&@drage%ni}éddinnmh obmietfcartaén de
by ‘N, Nl ma!;ah loocptfmeam m-macanetl) ble1mmowlsﬁeb-arr galt. N-dimetimaidoldgdanamide

i ndol e- 5- E\a,\l l@cta qleearwa ylex Fe by methyl indole-5-carboxylate, there -
3- (n- oct aﬂ@% tﬁ ESE - - a aﬁgf\ \r/rbofé';&f)lilddm %182-——105 C after
102-105[ err ter recrysta |sat|on acet ate, used in the
prepar & i on above Example 100 Exanpl e 100
Conmpound tBi\dMoBydeMceedl ng in a simlar manner to that hereinbefore
described inB oﬁ'mr!ahen eptw thet dereimbefoiRSYescrivehyim Example 97 for the
3- (n-oct %%)a r’§o§§¥’ gﬁ Eé‘t" L o §3f§%". o ﬁlg%ﬁ‘fﬁﬂs’s?s‘%‘;’:r‘:a
decanoyd ) (RBARL&YI -@l@f 9@W| @Jh e IyEB( e form of an off-white soli —71°

3- (n- hexadecan@ydcpedirdoinea Sintiar ba aaehat irfbefdRsS ddacAiealie g?sz B%%i)’ﬂett

3-( hexadewta atlnclgf mﬁevlsirlosnobm ydyHindole-B-chibexyfate nt edplaging MN~dW@lﬁyﬂomhnadmdem p.
69- 71 [er '4enar§1 E‘PWV'I F°'?r§r?ﬁ@PxY!a(§e Phamettvérmtohtﬁetmoevlate
descri. m %5%1 Ih %;g SO%JbBFZL% hec form of a solid, m.p.
3-(n- dodecanoy ndol car box %mmn © ‘M ?bn Tdodecanam de
by ‘N, N- di net hyl hexadecanam de and rret h%é |ndol e- 6- car boxyl ate by nethyl

i ndol e-5-car boxyl ate, there was prepared met hyl :

3- (n- hexadecanoyl )i ndol e- 5- car boxylate in the formof a solid, mp. 65
158-160[err] C after recrystallisation from et hyI acetate, used in the

pr epar ation above. 36
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0 042 298 Exanpl e 101 Conmpound BOO (RS)- Met hyl ' - .
3- (n- gt adecyl )i ndol i ne-5-carboxyl ate (13.6 g) in ethanol (380 m), '

cont4i ni ng potassium hydroxide (2.7 g) and water (50 m), was refluxed wit

stisrring for 24 hours. The solvent vgp42raygved in vacuo to give an

of f-white solid. The solid was dissolved in water, and the solution treated
with charceal and filtered through di ExamelectOls earth. dacial acetic acid

(50 M) was S( gﬁdfﬂ r;c@aduWrnﬁtglan eé;m%ﬂhﬁé'(?fs G 8 bl 1@%' 8, STeIN P Qna\’as

col | ect ed, povhdshi Mﬁﬁmﬂeﬂryﬁtaaﬁ We e ®ofniip WaSlefyied AR 5iHig bI24HOUR. The solvent was
(RS)-3-(#&- camoael:ero quoelgive areefbwbige dolidi \The eolid eiad diséhivkd @) watemartdBe $abution obated

white SOI i ith ﬁ‘i‘ dilten qugh g@tomaceous earth. Glacial acetic acid (50 ml) was slowly added to
cpl l acetate to
Srarp & 1o§ gf’éiegf e By i e T e e
her ei nbef ofe descrr 0 preparation o

" (RS) - 3- (8- oct adecyl )i ndol i ne- 5 car boxg;lambleaooz]l but replaci ng (RS)-nethyl

3-(n-octa-C ¥iBRBol i ne-5-car boxyl ate b meth I
@ r in Example 101 for the

3- (n-decyl ar onliﬁ%%éﬂ ~0C Jaé lnagnhne- -carb 8%5%‘ replac RS)-me -(n-ogta-
(RS)-3-(n- 2 ic}oll Blch &:/ teC By %)ﬁfét %Q('rrfﬁelyﬁrriib%e- JeEB Q\Tlatéﬁlﬁ é\ﬁlsg (eb ed
m p. 88- ,QO{mr-B]nCdaéymeaonﬁes @ruﬁsﬂ.alahads.attharorfnr&na PREd CdoRd) Th.Bt B®L-90%C Rfter re-
60- 80[ er r ] €ystaliseterpfram b@@olﬁmrpmam&pBQOQ—EO%) By proceeding in a simlar
manner to that hereinbefore described a&nl e 101 for the preparation of
- (RS)-3-(n- E?C{'(’é?bg'ﬁ i ndol i ne-5-car box§’faf'l‘,’ d but replacing (RS)-nethyl
3-(n- octzar- 56 hd T2 QirkiRF RMYdr b thBY ndr&ibetdi® 1dBktibed in Example 101 for the
3-(n-octyl brbmaiohnnﬁ (BSkaraxade V) rdolinB S @rbb@dic RicRPBUt&dplacing (RS)-methyl 3-(n-octa-
(RS) - 3- ( n-dasy! MONrmI%icarh@w@tecbw RSyrhethyl Belnebetyhinddiipe-Bortppodatey thére t wass prepated
mp. 128- 1‘@{@1 'r- dewre-?-eafb YiPs3%d ini BaferBnoft ¢ it Eelifl mepe d2BTd 3025 oAl e
104 Conpguf B SELTRY i n a sinmilar manner to that herei nbef or e
described in Exarrpl e 101 for the prepsraaﬁ,reommf
(RS) 3- (n-Ombmded BRA 1 ndol i ne- 5- car boxyl i c acid but repI aci ng (RS)-net hyl
-(n-octa- 30 Bugggﬂe?qlm p rsiilge pmgxt% tagteh % l;%urn Example 101 for the
orQ @

. r {RS)-methyl 3-(n-octa-
?R(S)n ge? di%?@aé;@rég -Cﬁg o |n}95-§g 'r‘hg?ég%f soIfyf fer re-

ate there s repared
Y, m pcrys't’éirmSﬁ{nerfcr Petediduat ema-(b@ryst—abi’msat i on from pet ro eum et her
(b p. 40- 60[err]C) Exanpl e 105 35 Conpound BRR The free base (8.7 g; .
prepared aE h e| apéfore descri bed i nPERARPI® 104) was di ssol ved in di et hyt-=

et her ( Qéa(S ;e 804 Mreﬁr{ hfb [ feScri L‘J.R%% 4 §isRed 5&91
The ‘sol Utlélﬁlar\(m) il gt 1Réls tro RSl HIESddSth Qebis cahh.thé ?oudg!in ?

. 36. 5% w v)acmmirsthh@'oqﬂﬂdﬂelapdtmhecbf Stednpth 3626% WM sreiche precigitededssolid daél\ﬂﬂ!ected The
recryst al | oliggvasy reeryssallisptl froor ethyloaqetstejitay give  (RS)-3-(n-hexadecyllindoline-6-carboxylic acid
(RS) - 3- th- HaseatietdR VY itdloni the fagm 4 2yt et  &p-d' 440~ WAdFochl oride (7.4 g), in
the formof a white solid, mp. 141-143[ekride Exanpl e 106 Conpound BSS .
(RS) - 3- ( n-CWhpdeLegbd i ndol i ne-5-carboxylic acid (2.0 g) in nesitylene (20
m) was t reat (RE)-AHb1PcthBecyiaddlinetb tanboxylic haid (b@lg) (Ehtesivliene (ROLEI) gyasaredteti heith

'm xt ur e4sneRe! ?‘b‘ﬂ‘ B&éblaf?"@r ‘526 r°s‘5 gtead thet ik ?twwasﬂq*ecrmr/édw - Thetcatalyst was

filtrati oncms %ﬁo(ﬁﬂ W@fﬁ%ﬁp i -cgfbgfﬁ gcﬁﬁﬁ g‘l;}rn tﬁz f <(:]rftljo

solid was dofld (RpY 5t
(3- (n-oct adecyl ) I ndol e- 5- carboxyllc acid (1. 10 g) in the formof a buff

isolid (p, 110-1120C) . 50 Example 107 Exanpl e
21'07 Cogpg&?d’p%‘ % r:%oiéteze e‘ij r.'I manner %t n:%n{greer de[sgnt;[eg qr[\ gn[;pe r{%gf rr the
escribe a QBtadddlni Jaﬁ 5)559% écﬁﬁ repiacrng (RS)-3-(n-octadecyl)indoline-5-

3- (n- oct acamykylit ld@ b {R8) Nihddling 6 lc rbb;laﬂlc bdid) ltierd s prepared 3-(n-octyllindole-5-
I( RS) - 3-4sn-cabbedieeyitl jn thao‘bnnnef aﬁmoftahmwwl 0. pa¢5‘d—b§’4°c

,( RS) - 3- (n- octyl)l ndol i ne- 5-carboxylic_ acid, there was prepared.
3- (n-octyl ZF af 5 55 carboxylic FEPBPPHO%Bhe form of an off-white solid,
mp. 151-1 edmEAND} QirdidB nfaRAR Ol N2 BhibieifYerdts UeERHLNh Efhnfbies b tbtne
manner 4o ptrdra:atanheroelrrrm@ﬁam Tpsaetddb&intdlinE=saambsyidle’ bl replddg Oethyl EP-RI-@ftd-ON
of (RS)- rretehgdolenc(ore-s}catrm*e!etpl Byl melthlli mer—lfrrdeeunmm}dblaieecamwartemaelvrﬁg Arertared
3-(n-oct a- (R ro e urr w@n@'eaﬁﬁakyxvmee' ® faemie |a white solid. o
! r
3 (n- unde%@éagrx! ) 3 f’éﬁ ?O%Ie- 45 ‘R@% Pr i P%%i' f.*n? e
Qhde
t

3: (n- ungedy NN-GR Hymea 2 e dRQK A}ﬁo DoxylBL in th
proceedl ng in-a simlar manner to at here| n ore scrl éxa 1
37

85(|) for the



i preparation of methyl 3-(n-dodecanoyl)indol e-6-carboxyl ate but replacing
1N, N di qat hyl dodecanam de 65 by N, N-di net hyl undecanam de there was prepare
“net hyl- 3- (n-undecanoyl )i ndol e- 6-carboxylate in the 37 = 0 042 298 formo
‘a white solid, mp. 173- 176[err] C af0®042Q29Fstallisation from et hyl '

o]

I'solid, mmhlt

m ;- of st ra@agg

S(r:gf:gfagl nf(ad aémﬂ"Bijeg "dpar at ?}ﬁ]qétafﬁérr%ﬁ ﬁ%ﬁ?%"rog flSescrl Egtc:fq '5?5; D% 97

“for the preparat|on of (RS) rret hyI 3-(n-oct ﬁgecyl)l ndol i ne- 5-car boxyl ate.

| e- 5- carboxyl ate by net hyl

but replac J),P,b t\L 3-(n-octa- decanBYTPifr
3- (n- decanoyl py pebee&idy Mk RAis Madnert REMHAL WBRInBEFEB deBsHbERR) ExdMiid1 Bl for the
3- ( n- decy|prepachoibm rod -(8S)cragthy X3+ nadotadiecyl)inlidink Grdarbokyldte Wt tréplatigi thethh B-{n-octa-

- 63- 650C afdeegnoyltindolecs-garhaxyiate|by swthybrin-despayiindrimbicarb@ylate; thewadis mgppnad HRS)-

sinilar ndzﬁrﬁ - 3 -depdindabnech rrseaxgie inebe frka’ PrviiieafRifle s B9%F e o
pr epar at'f oY G4 %Qtéa?kng N Aﬂsﬁmgeﬁ.mylta 0 HeRirBa Rl RRXHeatie it 8BHGH B

i N, N-di met mféﬁadacmaah B3-{RYdodbcBhddi)iRddid1cak06:3130 Bl Raplaking NEN-Mide thliGqeasrRchide
et hyl  3- (bw- Mdmgl Jecartholide, Gheom Ma® pyeparee mathvi Bein-deganvydiindelesisattexdast iind the
' mp. 172- forpg fslar‘fg

515 pr epst HPERYY '?P

i+ manner to c]t n_% wiwnbef ore describe
- (RS) - met hy f{r;srdasm@eayé )swndplntalaeer&ocaabawhaéfae Riebcribed iR Gkantpld 1Ol Mgl the
: 3 (n oct a-prép@raderc ah df$))metbhd | inSoctaledybnydiiae-S-dayboxgidtdn\blut replacing methyl 3- (n-octa-

eafalidy mie d7¢st1dPPG ohen esrvsiatisatien Hipm abw agetate. (used in thet he
® Exanpl e 110 Cogg)ounI By proceeding in a simlar:
anil le 97 for the preparation of

( n- peft aigeanayitndo

L R b R

mp. 90-9 a b b ArRR 1§ MM HARIABERA! desEibe® D BRI B5H) MR the

Si m | ar W&i?éiﬁfatlbmoﬂrhahyl Ise(hxabd&:zafoomﬁddﬂssxaarbmma sut lEpRapg N N8& Methyiiedeciraemide

prepar aed dm YMN-dimeth befﬁaqemndmwecahmlvyasnd@bﬂetﬁ -reeti 03c{rl-rentadbeznoyilindbladr-qar

N, N- di net % %% E‘c‘ %J -Whitesqlid.gn- ﬁe‘cﬁ‘fyﬂcﬁ@nF&H%’d&ﬁ%"t&é“mtfﬁéﬁé ¥acetate.
thin p(eﬁa'ﬁ'é‘ﬁ‘t e

pr epar ed Tanoyl )| gar- boxylate in the formof an

of f-whi t e plpbbha B 1 54-1 560C after &ecrystal | i sation from et hyl
~acet at ege used(ﬁsnMehﬁl [3-(epadee{llimiolitbevaboxsenpi2zst Ll id harpDU3aEd X ddtaining

R - Met hypotagsi¥m hyduekicsyiB.B Bldwldlwaeerﬁﬂ-%faﬂm irceidand f_'sﬂuwdg:)rzﬂhom Aaneive( Q&3
| cont z%?’ﬁ? é{ 44y El'Ygﬁ% E%‘F%I Q(’Sm %s %-E g&la ac:(‘; ‘éﬂ‘e Vg':é‘t"i’ red
' and r ef | ux Q%d t9 th m’ﬁ@%@tﬁ hﬁ ﬁ é’ﬁé a%gkate

of f - whi §£ 8 QivediRSILEGh-GrdebyllindBifne B- we Cacld(1Wed gf, in ad eofsa vmte Qand/vasp

treated witoi—earcC.oal and filtered through diat orraceous earth. G aci al

acetic aci d (50 m vvas sl oW y added Exagnplnd 128t i rred sol uti on and an

of f - whi t e €8 ecte and iy %er m% d nr}beé Ex ﬁ ?frt

e LR e i S At eqffn o’
t € S Hdofhe-81kdPbox}i9té by IRE) -yl 3-(n- arg (RSPSLH-Ng

| n a Si m |de¢yl)inesiine6-dadboktiatacith &1 b rfdrquirae/vldtessond bem:l 1|1a—Exafmhfmerléch/sfamsattohe

40 prepar ézpmh\dfm{tﬂ;';) 3- (n;undecyl )i ndol i ne-6-carboxylic acid but

repl aci ng (R E yl 3-(n-undecyl) - EP‘?TER}? i'h@- 6- car boxyl ate by (RS)-net hyl
Br@ti

3- (n decyl gscﬁrabgé}fé gnne]; %u%mg fgt'gad %9 b(eg{%) E;) ple 111 gg the

decyl )i nd@l'e'p A¥-Lifde@Din onne-et vhE Ncid buar @(mnl. vl BL{Rundecyi)-

i 15-117] er rd&@aéarmxyla@mwm)ahdtma{(m-pentddeomrﬂbmws m&mte thdrx 88P brepakdBREH
| Conpound BZZ-rEjtagacdtindothengredrpoxglicsicid inethe fmmméran toff-wHitatsolirk mep. nHSF-o109°C.

| descri b8d in Exanmpl e 111 for the pre rat|q34

1 (RS) - 3- (ncypgesw ddandol i ne- 6- car boxylTc MERI'd" but repl aci ng (RS) - net hyl

| 3- (n--undecy! ) 3-{n-DetietyBindole-BLdamexiatagid Y 6.0 R§p)in ¥BSPBNdIon in glacial acetic acid (200 ml),

3- (n-pent adsdylh |pndblqueeuﬁ4t232 ox i stteagtht (Me% evMasap hajiagesdted BGdr-palladium on

i3-(n-p téEﬁé (gge'iée Zd"hig/\das FPRSR r'p@reaw@jandrﬁttanemmmtme@f 8G-99f €.-Thiimixgure

n v { ¢
‘Lr?edm%“é?i& W n%ﬂﬁéﬁ?é?%o%‘@!mﬁ?- 2
eM@ISa YAt QEIGEMAL \ﬁéjs R ed d3Nsolution of sodium

carbonate {of strength 2N, 150 ml) and the orgamc layer was separated and was dried over magnesium

60 sulphate. The organic solvent was removed in vacuo to give (RS)-3- (n—dodecyl)lndollne-s -carboxylic
acid (7.9 g), in the form of a white solid (m.p. 100—102°C).

Example 115

Compound CB8
66 3-(n-Octadecanoyllindole-6-carboxylic acid (20.5 g) in glacial acetic acid (300 ml), containing

- 38



55 charcoal (1.8 g of 5% ww) at atnospheric pressure and at a tenperatu
of 80-#0[err]C. The m xture was then hot filtered through di at omaceous
“ear: and was poured into water (1 500 m) to. give an off- white solid. T
solid was coll ected, washed with wa0e0432298100 n) and was dissolved in’
et hyl acetat 100 51“) The g‘tm g l% Q0. was, wash Whitd o 3p

{1 f st rcoal 5%
caveous SEElsea e e A AR TR S e
or gani ¢ | anrBlighViffeiorhdRdusaaasl ami as\/lﬁﬁre rdtedaﬁvesou&gneg.wum &Owbitd faliaiThe soliie
organic sMaseoltecmMasmmmédNater (@axcid® rtﬂbarghwa;dnssolved in ethyl acetate (100 ml) The ethyl
(RS) - 3- o 2eesetes pazanm| washedgwighhanynu 'sti diurg c °"aF%1‘°fc~°ﬁ'é"$t th tR0
whi te sol iy SRy :::: °“ ﬁ:f;':::::::“;?z
3- (n- Oct aq@HkaREN, dQ!z 6 20aT boXy 5

e”/e :

aC|a acetic acid
(300 M), congarnai mgu-&&decaneﬂmalemrq@ewc hicurused as |start(nm3nan¢nal wfas prepenad ap
70% W vje, fMSIs dro%enat ed over palladi um on_char coal of 5%w/w at

at nospheric ganoy]lindg late 85300} I tn
thenhor. R e ey E%:%a: e

500 M) t QnghyRodhyd dcfi (20, d.'»f sthehQthSIBY% A/\WREs Sddled B the uspﬂﬁﬁiﬂ&dth%ﬁn

wat er (s stiding ik )solithdas\adiected and wesl reanysaillisad frar eflagtab a¢elio @cid{ty glv?rﬂe(neictayl 5
acetate sdbenpyindala$-sachondid agid B8 gh imtadermsolsoits eaidom-rs 8887 % bonat e

(of strength 2N, 150 m ) and the org%)r(n I J qygr was separat ed and was dried
over nmagneghum-ydehate.. The organic S0 Rlent®was renoved in vacuo to give
(RS) - 3- fgn- 0C{ RHECHAn0y eI B Larborgity BOKYES.E QG CyifoBal Sacee, adid) (86T milpcoAtaThingN
of f- whit eershibmdjhcuﬂBb mi, bl Rrefdth [70% ML wesihydrdgemated over palladium on charcoal (17 g of 5%

3- (n-oct aaéwhﬂ gﬁgﬂ%aﬂmi :Leraae'ﬁ Betyygan 9%%; 'Vﬁ*a‘t'erf

pr epar ed %ghd q[s wa ﬁ?}fﬁ G@dnqgafn%o(ﬂ\%% fi Je w@ﬁﬁg{ %ettﬁe

35.2 g), ish o QBIL AN U REiSH érH(EHa P erg)h 2N Gind
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descri Be@oﬁtmuﬁ(m Kurs] Bhef Qéulﬁd’g&sopjtleqi)&\l’aafevahlra(éd i Reduorre ighvy lan orange-brown- oil
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(680 i, fiterblf asd th Fiftatel W tdutted |t|¥‘@§te mmas%ueaa
cool ed t @nd %stafﬁmeﬁ'ﬁﬁ W Rixtukd BY nethemdl ahe e(hﬁncfb tblgW’eGFS)andteﬂﬁ[-wrﬂte&GHebﬂl ne
(750 m ) indeline-Gachtenlylictacid ('m'tOxsl)um ¢hewfasn shaft-ehitapnistalhenor §H-t1§18ase .
separated. The organi c extract was gl‘l eg %/er magnesi um sul phat e and was
-evaporat din 0. .t0 %i11° was purified by chronatography
on a sf %,gpPéléi%% :nd /ts%iéﬁﬁl gﬁﬂéﬁsd&a% glsbiafidn f2-@GluABedd)inddiele-cabbiytic whid ch
vvaé'/r ecr M&h&j)hd Gndthl le@pRoriBE N@DGH) dnd hgt watentBinillydnd the mixture was stirred and warmed

- 2-(n- undem:yls team dethto Give arsbemeydiart AftéralSimigytesithe auspersianfasyprmeved Epmitee st
83- 85 er batls. math |od|de (15 ml) was added, and the mixture was stirred for 2 hours with occasion

rred hour. The mixture was Ieft
(4. e fof, cééét‘ﬂﬁﬁﬂﬁ%L“ %ﬁé&ﬁﬁtﬁﬁﬁé?ﬁi‘stﬁ#ﬁsﬁh@au RO Rl ThDbGRe
used as bakdikAs mshé’d il'h: ot B IR saded 1l Mt ie-of Rthagl ¢TEINEI), vedibras0 de
(9.9 9) MSanﬂddﬂdndVdB@WeS(&Stham mblnﬁxtwelmcasm inder reffux (2 -1 dnourand AhemppreX y -
car bony! ineneater contaip tisieoid SSo M) WQFQS’ ‘2’25 rﬂ}g{;aﬁhﬁd We‘“?g%' to 9"&’;‘2(’:'
-di met h4fl mgth TCZ'Q lojg-§-cayf V'é‘t‘icidr(? ﬁ@ h?: P Pt PerIs MBS —ife
resul ting sol ut | on was evaporated i B¥RfUfpa 0 gi ve an orange-brown oil
whi ch oncémmahdrentaniVick mewil estergave a solid. The solid was coll ected, washed
W th wat er, Pdwbshan hmmwﬁx\ﬁmhfvaiwe!tm mdtyldenetwlndlpbmdldeetﬁaaml)tnrohgulmmfor10

[ 4- met«o 172m reag %:;% pﬁg ”'g Ftﬁﬁﬁbgﬁ’/b‘m de
(22.9 g)2 %ﬁ étg“’% ¥ with oo in
Exanpl e ’i o rnff’! %ﬁewr&hdﬂzb. e&@ rﬁ’lﬁr;%:gﬁ%du@? a&ﬁ d .

(10.5 )coaémlecsmlsmm whit Ovadet] digsolv&d 1d aghixuveer of chiedofaux ediethyd geehad tethahadrofurdnur e S
of watser«'sr(ds'@)esnall iom, pyés #@sﬂwaﬁ@gd'weulma}e oy solver vas gvaporatadan vasue #nd the geidee (5
M) vas ‘%?ﬁ?‘ N of neegfm Seushe) Mheres g sa RV HEChPAT G Rabepepidied 9dt 1
hour.. (M@t‘ﬁ of 6f|ct) i cﬁPQag HiGtekiiuhdidr Al Whﬁbt'(%&ﬂn%é Hatd@at er
and- aci dﬂZblnﬂﬁwm\ §d’duﬁ€ﬁ¥dl’d§tda‘(’2 0lg) FONE héUr AHE hot 8B tidhOl dseGiimied ARkl acetic acid, the
r ecrysb aprbduse avab Ifilraned offi whshee vith watehartaholamd pdtivienol ether (Gipy 60{BE)G)] and
- met hyl -gre ﬁ"@w ﬁ@f‘é@ e 19 giv | imethyB2 derpentadppvllindeleiScra(bpxidic ggid {19.Q gleinfthsr m of
of f - Whlt@r Pf 8 (4yte po ?PH mP1 324 TdERYT ] C. Exanpl e 122 30 Conpound CHH and its
met hyl ester Pot assi um hydr oxi de (9gQ.@3) #as added to a sol ution of
2- ( n- wadegydouhd @) e- 6- car boxylic acid (22.1 g) in dinmethylsul phoxide (100
m ) and hot Bwatoeered(nﬁ Irm lmllaimtnt\éleo thiaitierminbefopesdestribed idExammde Wéor thedbreparatiorst eam

bath to ®fid Ca@ﬂ aCFHJUMeﬁ@F'E%3t('heeX§@P§ TR AT " from
the steallli t?t“’ S S S Siie “?.’%nitfm@“ %’%‘f
stirred . :ﬁ?ﬁ\aﬁtepf&athat reM@erfJFé A cribbe BIOSk ﬂ(elé?edata).onwas
added and the mxture vvas stirred for 1 hour. The m xture was |eft to cool
overni ght and was ‘then poured into waygr and acidified wth 2N hydrochloric
acid. The product was collected and washed. This product was then added to

a mxture of ethanol (150 m), water (50



m), and sodi um hydroxide (6.5 g), and the m xture was heated under reflu
for. 1 gour and then poured into.water containing acetic acid (50 nl). The
pro\dﬁct was tw ce recrystalllsed from ethanol to give 1-. 4C

methy- 2- (n- undecyl)| ndol e- 6- carboxylo 04@29(9 6 g), inthe formof a whit
powder , m 168 err und ClI and its methyl ester

Pot assi um %c@h %ﬁ’ 55(20 Fﬂf@?z %ﬁ d v é
13- -4-mgth
with sti rrabi@@%g{for “33 Ao R e sies WAL 8B0.L. 25* e @i?grf ;a%mal 3
m nut es, btytlﬁ-;(répammﬁaﬁb@yl)l ndol e- 5- car boxyl i c aC| . he mxture
was coolsed to roomtenperature and methyl iodide (1 5 n1) was added.

producing an exo m c reaction. Th&E*#e JR&8 was stirred without heating

LSLcém“?;E&?fﬁiim .%%cis”éﬁa&gf“z‘éﬁaﬁi el

W th watemny @5544d-metlylbctadecanariidel-8-nadt hmoos@d Netheréli vedshprbpa@dd mm-amdmethyl-
t et rahydr @Fweﬁ?y"'%'eaﬁr#fb%é'cs@iduh L] fmofchnlcéfdﬂbmeeohd;odp Uae-s?2hat e The

col vent v, AL, LiE FAG T Y ST i b
Col uene. TR patu e LAl & it 2@@?&%{2& 'Eﬁjcéﬁ A Snib-S 6 3‘%@1&2
g) in tihe thes nwvasf pepsed 6BS)-4¥2PmetRylocta eea"neilnfao)-i ethyehzdold LBt iaytheeﬁﬁrerofo
conpound Cplpyrieamsolideerre d98md@F°G eftdrurcrystailsbtvmrfaim (sdfOpanbl) useddn weet wepafationn ).
wi t h sodi GH’?‘ﬁydrom de (2.0 g) for 2 hours. The hot solution was acidified

Wi th acet GmaSid o L;)j_he 55 product’ was BamH® 129 of f, washed with water,

¢t hanol 20 and', ERPBrro oQinG if L Simithd manneft G5 GRAERrdi @efor@-'agsc%e%ci’hyé&ﬁblle' §7e¢orftf19m

t ol uene t @regardtonlofRE)BLIN-dbcfllindomizt eretetoxkl/ici RO LE rdpiaeiag 2006\ tyDindsle-B-daddxylic 9) .
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I

ad] ustsstdyQteah vtrmstjsaake uAddr Bydratfef. Aftérv?&dl h&\@tur .dt ﬂao t9ro "’.as S‘Eéz
m xt ure etaoh radpsiBie wisewgshed wvith. hoTrgecialemht anit (cm idl), \aBs GOt ed‘:rm& on
recr yst 'Bﬁfeﬂr"brﬁce%y%m‘vgvt g?gxrg mduesvafsep it g mixture czjflget am:_I vxateg

] ed to pH 4—
ungre}gysle) cr%dj g? Fﬁ gf"g E?B sta%rgg%:‘ ’fr::mb éethanﬁt?%@%cs\gg S:re —gicosyl)lndohne 5-

ale prown ——

2(RS), 3(RS) - (n undecy -3 net hy |n i ne- GS%arg'pxw c aC| d (23.0 g) and
pal | adi um on char coal (5%w/w 3.0 Eg:):mWaS135t| rred in refluxing nesityl ene

(150 m)~¥ “d%ure con a| srus,I Re onmwas g tgered t he )reazr due was
washeds idnbdodi i A by ox\é}a y
cool . Thﬁhs[ﬂkﬁdﬁw h&fe)ﬂsﬁl tdavf h'éfe@r r:cer?rlc acr ( d gﬁfﬂ

2- ( n- undedrgy t@takeh#q/dmcmd@l the Gnixta@ B jth r’e@tl‘ﬁ&]g da ebr’fhtt .
| ust roud"’as ta'taegl acﬁfl C'dISQP i) 56 dhrer fli@ite Exacqmb@trﬁ&ﬂr/ tmrnﬂoﬁ,@@ow

By p]r ggeg% xé‘;a 4?3‘ WZ Fﬂgﬁf ’g °' ﬁ]"hweﬁf@ﬂ@f’ friiewed W@@OFM;%anSI
b or sb ﬁo r '|| F@n 31 %;Wg Jivgg gjrca E&hes du cl
ut I‘ep|vﬂﬁlrﬂg'y§ IRS) chitkild - to Lyiike PBY KLY eﬁ‘\ i 33 acid

by 2(RS)8°'9((315 gpi ﬂredwdeefydﬁv@hnmert éls mapl| 121e-te4car boxyl i ¢ aci d there was
prepare Ig ‘g'ﬁ Y ndEcpyh2-to= '}?Etvﬁwq'ﬁﬁﬁﬁféowla@awwxgd $terting |ndaterral twee dreparedafs a
white® so ,'mp 102- 105[err]C : _
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r

20 ‘Exanpl e 132 Conpound CRR A m xture containing

2- (n updecyl )i ndol e- 4-carboxylic acid (25.8 g), palladiumon charcoal (5%
W w, 5. 2 g9), 72% w'v aqueous perchloric acid (26 m) and glacial acetic
aci‘d (200 m) was heated by 25 ext er ralom)mqaatron of steam vvhr | e being

shaken under an at rmsphere s 4 ' en ehre ui red h c\;';%n tlgeaen
taken up, ?utlon of me F fq Ylglj _f fr&é E Yﬁl%&éthe
resi due as uRaRCHI i Wa ﬂsftw& déﬁf& 2 A4l for

conbi ned flédmt;eswwmemﬁva ré alopsk dltasua:cmr \t,aet t.rea :crrtva:emlaertréam

was pour exl sided tecredadactie tarepecatae Wa e BIC arwndse‘ﬁ%/wbowea ®dive wdbxidensdl owdsde
was dd d t3sd 'mth teP@eadmAfm t'ra gs @ﬂar;ad g adsied dn, I"g
col | ect ed b& ﬁﬁf@ t tﬁﬁ‘i’iﬁét ‘S”Sotd% VRSN tﬁfé V

met hanol - n- un ecy ) |n I|ne -car boxy I'C acr

t he form;a)f a buff sol i d m p. 105- 108¢xampieG3sExanpl e 133 Corrpound CRR 35 A
sol ution odeﬂ;pdmxgéWchl oride in et hanol (37% wW v, 20 nm) vvas added to a

ot Lon ot a§ trgézf aﬁgté é%*'%;gr g gzgge"denarr L °“’%"’.?"é’.3
et hanoI (8 R (g' 1 an

et her (868 my)demd : &éd, Pin0 C?orl\\‘c\’an (‘aﬁ breches s%v? after
fresh anhy dmhaurstagraphin p fthetdlle:'rbtajr@d ive

RS) 2-(n- undeE’;ﬁ 91(zherbrlpmcmedpbwrhv@e@zelccpcm%eﬁ slarting @aterial ‘23599' eRarect 3%e

Frm of arﬂ;‘g PR rellParnidsarh G5 Eg PafiCEQR: AenzciOad @R ©
(RS)-2%éth

194 Conpgy o dr?rh°>st di eafﬁq"n‘é'bfé%n%‘gh tetiBaralu® 3 m'gph? H@"séb’ VarfB”'c i b hois) d

(12.8 9), Weoslipg | theasbiidl Ma® Feci/Balissaaion( 2 mikt@g of ef@dHoME2S nAllCHha Guster [V Frit)hib GieidC

adid (10 ni(RSlahi2-ghegidatanamidol-&mativitierzaistaciv §1.60) Irestectbrmt Sofby white aniiduti.b-st

shaken und 7hydk%Gen. Afterwards the mixture was filtered hot through

dil at orracgsor.tso eart hcv& he resi due was waABHEISYh hot gl acial acetic acid

(400 m )" and RNExGATE Befld b ELr.fuﬂte%ma%rees SANGANLTB10SG) dnd ALagse- 1t20pr§m9dlol
100 m . Then B2g) dwagrmesrspourﬁ fefkixad for 30 iinUtés. Pdtadsiueh iddige (@ § fwas abbéd\ahd the
aqueous sodmutme hrg tluxed ifcgl et 8\imomirsa Tlicke ohixtuve kb Q@Iandafactﬁtor rol) aes ddded snd rttenreadkdrsd

racigsiowieiphioremethang gt) rne @ampqr 258 (1S .
£ E;rﬁur% i %’3‘3 R s
S a pal@d m}t&breSQ exymeorr h

xture cont ai TheTglloWaigBxhm@e fllostrayd s-tl?e-p(réba pﬁ yﬂt ¢M¢o&n&mg§rbﬁxwranexxmnﬁ

pal | adiaimhizh aBScoginaunsie af ge(nsr% farroula Nandspthers arg ferovediataginatrisreppeationlobether

ci d (453 pmrands §f srest fosmeeilc acid (450 ml) was external |y heated with

t eam and shaken under "an-at nospher e ahpidnggen. Wien the required

ydr ogen  uplompBun¥os revefuksr xgd, the 'mi xture was filtered through di at omaceous
arth, the reshdupenim vfaB—Kr%cbrwxv-h nlitcnph v&@rra&opmemq (:1437@@! aﬂl@@urm chartrdal

he fil tfoatcétab(ﬁts(z Gefate 2 acial
oo | i e S U S R A
ol ution Ofco le gaﬁ%'m JOthk Gixtr eréd%h%&l’e ia ol aaarth thgbé‘tﬁlw.’te
vas refl uxeadd rﬁrrlt%:ﬁavimssed wi hemhat(temhuendmemsermgmaedm sntpbatwahemhﬂzcetate

I'i t res) endolgtierdvdsi codcentiatpdindagonp give analaaétorvtﬁomtﬁdw dl1Tire sejidiveps gisealvedtin hpis

o« q@@ —

T D

N5

S

I‘ ecrystall |g£a§rd| gep cigddd Q) )tapqlf]réteg dyuntil a slight clouding occurred. The hot solution was
h [ting fil led and the lid wh

e sl
orm of of fyeddmdositied)yst al s, m p err
- f or nyl 82- ( n- Trept- w—qammdﬁ2@+t®pwvlbamtoatoe¢neus®d aastasttnarrtratergl Merwaalpremg
repared a$sEdloMst ows 298 A sol ution of ph OS{B{ or us

3xych| orid u,&@%‘"‘ﬁ‘g M Sigtdf %‘t’)rthw&;“ G saég%t ro e R 150
£~ met hyl Jz s nc‘sasr DOKI @bl aém o |or‘\sn NJ ttﬂnmdes

(1250 ni )samdnarébewmesu htan@hgs tenp@rBtuviedt 0SL 0P C. eatxt emme Bk 80 mjnusdadt the
85[err]C f @amQtelmrature Theevistong raaceromstttrehwms mouier irealarf iowwaer mixtucet (680 M abckthe he

t enper at ur éeseltt'a lidg thtr ‘htﬂ!ﬁ giveni ¢f-Gateqsy-2(iraphenvidy
| ce was 5 JU Béoﬂng % E”’ @g&ﬁ b s OYa oo BN GEUS

sodi um hyd s e_so Ution vvas a unt the : reache
stirring for 18 solutiontof S-cattbefbedczakiehyde m44‘agbdedlttoethpdé @Beamd) srideounslaction & nwas
stirred untwyas hedied rf%ﬂsméﬂtf 2hawrs wish ?@Pf"PR’;‘dd'StNemﬂ rvatet psingtaj Regn ﬁm%ﬁﬁt‘r@tﬂtr?aﬁ

yi el de met [J{§ sqiutiop fahige: 1 forg0 a{gﬁ S'Pdeth g{fi tﬁw%c %terrga refiysy e
form of gpgﬁj{oﬁéj W Er%{ﬁhﬁ% t 2 212% h \FI %:'g p pgﬁe g?.':t;g
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10 | ' Exanpl e 136 Conpound CUU By
progee® ng in a simlar manner to that hereinbefore described in Exanple 1

for the preparati.on of 2-(n-pentadecyl)indol e-6-carboxylic acid but
repl-aei ng 3-(n- hexadecanam' do)4 rreom«lﬂe!ﬂsi c acid by

(RS) - 3- (2 e Iun fnam 4 rrrneath | benz asrTa‘_ar nnWan- dev(\:/aged‘_}gree%ared
(RS) - 2- rearagfé' "°“ fny. .ﬁ'@? 9&'"%'%5%5 t:wc v it

of f - whi t gitrs al, mp - after chromat ography of the oil obtal ned The

3-(2-et hP/I urftie p@savtrinder) tnodmcmu sbenkmswpamadnmeﬁtaa@mbamnsm@nchmblepmsalat was
pr epar®dleas anglof ¢ communﬁ sxef efé‘ffOWQ?JQf- at eptafleci|t dee %&#

e T R i A b O 0

Af t.er cool i rsgnd tcbﬁp&ﬁiohd fovasral leﬁiyii’straiohl .aed:ef tamprésséd xdbtetse pilfs, eadmmlanc( 25
and granwes. plsuph jolid go p@ltdnim or3nqr@ ofcthéy tmﬂd@mmld@y ard.- agptiXey IwenzOl c
aC|d (1. '89?‘ e jnart(d ’;6‘?‘% §1 foge 'b'P?tﬁse ?’ K 2asde @lso g ’g !{’g’ -
Conpouncy %{:fﬂtz;ji urog LBYPTAT fﬂ'{eh t'lﬂﬁ'd'&%: HH’oF@ g" ISHRY 29T Y ) g)
and 3- Ch| or Qiq&d%oﬁi’p@ﬁﬂ&ﬂdfopbra( %dﬁﬂnsﬂ%t:dn”mﬁh@ﬂ ﬁﬁﬁmé&@tnéﬁﬁl? a\é&‘étab@f érhk)qﬁéhsf or
30 mi net eaitiok buspaisions, isptpdland(dixits qhtaining ivetdditeras dortreniyruseti un theraefducixad f or
48 hour swaﬂrh@quwme@fﬁmge%eﬁred d-'mwc Sgmpdsitiongarsavaepinedsepiv \@we que;’eﬁ ting

enul si on"$iH FUPE hts ’g& |
Xt act et ﬁfee%’f&% by eaﬁgas‘fi%gm%qbgg?ﬁm Tthda Eh%g aaHl the

sol venk &\bﬁi@a&ﬁare&c'bianﬁr yness The solid residue was recrystallised from
cycl ohexanePrebarbtua'lseadcqydlﬁg & thedinvestiort tpr @preateral administration include sterile aqueous,

(RS) - 2, Baroued {g@ gohﬂ - suao qdrﬂm'seﬂe« %Ew I |°aqae'°§%'vsf"g:f in
t he f Or rﬁ jecta %@1 ;ﬁi? yl 1%5( Zgoonjfﬁ (I:: ﬂ’gd] 81 as
ﬁﬁhs EpdsPiay, é ulkiRh g ge&@nﬂ{e@ mdyOtdTstediz
vvm ch araamplapmmds tméuggerhemdua-ifemrmd fittet, bﬁlmdorﬁdirhﬁ:rnSn &feeomp:bs&roneahssetrumng n

t he' pr epasestsi onirafiatigrher bseseaelompﬁena@vdswt@wewwfaq‘tmm the fformExf ptpiile seik

OorrpounoF°6P°f' yv lcyoean Re glffgtyéchéq aﬁnlsf dter or some ather sterile injectable medium

L (4- car BORE i é@aé 6 ORIGARER bohod it urhd A bl RSl 021
cat alBﬁSWn? tl%ltdﬁg an wg\ oflindie Odf&ﬁéa@mggéads t ot f6r§1 drls SHadce@dzatyat e

(2% m ) aceeptdbia sultrtgergd\faCI al acetlc acid (3.12 g) was shaken ‘under an

at nospher egﬁaﬁige di i‘ 'F éﬁznf mwerpe'ng:gre T R@;Eapmp@'tfo% of:«rhmuwslon vh%b? eé&amge of

the rea@ bVOUS ra m} 0sa NS red at Imne. The dos aﬁi‘ take

was CONplAtys ‘Liﬁﬁ? of ic.ari"?aé’d @pomﬁe c?’fh% % tﬁ AdTBCeous

earth t%dfrﬁhﬂéﬁéﬁoﬁ ﬁuatda}ays i ofAe trTeEIlﬁrefﬂ lahd Q:oWiﬁonVﬁ& tiéhtt thatault, (He0O

m ) and dbsescare Q;neerallva eanLON sk (Ftatng/kg Dlady ekigit pacbv dulve:rawdmoilmtmn Foras

: concent reaf?“edel 38 Wwpelipideepi 9@@5 @ngdn asspeiptpd) gardigygseplqr disggses petwppe 18 AAnd P0as:-:
d | s$ol e’%j bmt‘” %@‘E g g %%%ﬁ" t 'Pr1t'3e EEGlod ?fé"fabggi belWeRIP M a
ight ¢ %U el gol@ Iﬁst rH dlebaW%SmEésﬁ%h@ CheMrdiRy GHathe QdseRNd

then filibwhesh. The resultlhg flltrate was cool ed and the pale yellow solid
whi ch appeared was filtered off to give 2-nethylindol e-6-carboxytic acid

3.3 QO0- 202 err with deemmpdsdPtion). 50 The
(1 (4-car box@ fz?ﬁet? 'h es%aﬂ‘i TSP 5ene, usezj as starting nateri al

above, was prepared aSZf(rQHn%cyT)mEM%fbgrbBiyilEé&d acigh hgs-98% wWw, 3.7 nl) -
was added dropwi se with stirring to concentrated sul phuric acid (98% w w, '

30 m P2 whilst maintaileetngg t he tenperature at O- 109@emg] C. 1-(4-
Ca_rboxyphenyl)-2-nitropro§ene 1 5.3 g) was then added in portions with
vigorous stirring over>5 55 minutes, whilst maintaifing the tenperature
at 0-10C. The m xture ¥@ginstirred-for 30 m nutes ajghhe sane tenperature.
The visscous reaction m xture was poured into an ice/water m xture (600 nl)
and the resul ting yeI | wegresibingtedrate filtered of f and' Mashed with water to
(4- car box 2- nitropropene (17.17 g), mp. 200-202C
(W|th d (?Ben‘ﬁfS%ar?y'Bna)ccm "EQI’"Eﬁh%as”B'o&ﬁ"ﬁﬁe%y| )-2-ni tropropene, used as
startng material above, was prepared as 60 follows:- A solution of
4- car boxybenzal dehyde (38.44 g) in nitroethane (360 nl) and butylam ne (2
m) was heated at reflux for 2 hours with azeotropic distillation of water
using a Dean and Stark apparatus. The sol ution was cooled to room
tenpegature and the resulting solid was collected and recrystallised from
i sopropanol (250 m) with hot filtration to give
1- (4-car boxyphenyl) 2-ni tropropene (34 57 g) in 65. the formof a yellow
crystalline solid, mp. 212-214C. 43



0 042 298 Conpounds of general formnula I may be prepared |n a simlar
mannery,to that described above but replacing

1- (%< car boxy- 2-ni trophenyl)-2-nitropropene by the appropriate

1- (car boxy-2-ni trophenyl)-2- nitroal i0c042 2898 present invention include

within its scope pharnmaceutical conpositi ise at 5 |[|east one
of “t'he conﬂﬁmdﬁofdheﬁnﬁ?%“gf%?‘ﬁﬁl ¥HRE %%ﬁwﬁlr}?l@ r% |y acceptable salt

thereof in assP%@oH O WisdiRe BeRBM-0RE MHdt Jerdrhl thrmatzept abl e carrier or
coating. In clinrcal practice the conpounds of the present invention may be

adm ni steyed parenterally, but are pref er abl R&dmi ni stered rectal ly or,
more preferably, orally. Solid conpos Xor m?ral admnistration i ncI ude
conpressed tablets, pills, povvdB?QQ gngul es. In such solid -

0

conpositions, one or nore of the activ ounds is, or are, -adm xed with
at least ,gne inert diluent such as starch, gsicrose or |actose. The

conposi tions may al so conprise, as is normal practi (bﬁ@atagngg‘i, repre%em a straight-

subst ances \omdném—ﬁ'ramﬂlqamlatdo'éﬂ'q tl?éﬂ?‘sa singl ProdlBy one
magnesi um Sqrm'f@"’he'f‘% d";‘é’,'%ﬁfi ' éki%mtﬁ;g%f &mﬂs{ e e R Groupe
phar maceut I ‘?faf[‘ A '&gﬁéﬁ e %L{gl 48 Sikanb? Slipk 63183inisg feqne 2 i bmt;ongxwﬁbsf a
and el i xi ?s latdrd) Gindl ﬂﬁé tof dhd syeitios R?onafma ust!dghtn 0[ h@“ ‘C?ﬂh"bﬁh ds%'l:’;ﬁ
vvat er and | ¢dawuﬁhgdanrna‘i fd szcaBee at¢e‘s apdhise Pthd'i ﬁV S ’e§ ,}ef i A AR¥t- or
corrprl se. ad lwanqmsconsmw g’“ﬁfﬁ?‘ Qfﬁ' GEHERRNEMY,

I nve Baréfth ol chéirh @mra}esinhe gredmmeOCaps attashedyp thelfses Gipeplien
erial Susfh[h@.$ndgﬁ @tmdahnecmtﬁstamng one or nor q: of th %Ctrl ¥§1 a‘subst ances

Evourl n Br%n?%gutl?% 5}3 grﬁr% m\?m he COFYDOSI t I ons accordi ng to

ma

h or without3. Compauids adconding 0o ¢faingjil %g}? '8? Re X g Fﬁ ?p‘?éﬁﬁtlb@ﬂﬁght-
at

accord' ng to t”ecq"““"*'“ﬁ i '59 R Prah A0 c%f’uroﬁ Yo, 1aRE thaLlBrned imboER?

aqUGOUS Zaqueresems 'ﬂrlg nENedRRAIR aﬁ&l g%b&e&uauﬁh@pemm €N 24 aador ALATS TS .
Exianpl es of feh lafon® vents or suspendi ng nmedi a are |El)ropyl ene

pol yet hyl ene glsyc&hpouuega:t:ablhe tcoariys;ngqfcﬁiﬁnag1 & ¢ wisergin|thesse dﬁyl@{:}tggb[egrebents a

origani c est aydsogsu@temas et h I oI eal e Th K2 floiRerfid Bt a,b.ght_ or
adj uvant sesuch 8 g‘8°"§‘€%} Ak co i'nm erem §éc&%§n%3n£gnu S §/| ng a °
dil$per sing HGRHPEC™ p J% Z:Ed'\ebpfeceﬁmé ciajcenphesin foné of meusmbols Rz

t rough a b%pggdtaa rhea,agdml dSi'ga étrdudhmqr Hognchevcaainoaiiert oronP contRiniag 8'8

iy
off sterili Zhﬁ@s,&gﬂnha},parbyularrsyauqlagqt@ghqgrto Fheesition le ing sys
mgnuf act weed i rB. Comppusdpaeserdifgetoj gaim 5707"\‘??%9 %ﬁ&bfg%zn%t%{%gh%g%ég b of the

dijssol ved i wdgkpgé*d"lgeg yﬁ?ng E%FY ehﬁr::!aﬁﬁsef 2 £hdi joe WwBdrkie Riesgresents a methyl,
i Mmedi at el Y oRGf 8 5 %xypro hifj 6OpRNSAdkyroasyl fgauup.r ect al  admi ni ség atL1
i ncl ude supp05| ioprcoe.so s ooy rIQﬁtol any ape Of @I'a!rmeceam Ilalepropersip thogientghl” 'n the-
cgnt ai ni ng geeraformplaglepitte mece GeRiEr8Nty eutically
agcept abl e sal t1 tnsolegind indeling,dariy HF%@‘@%?F‘ tcla{/meqlorﬁél%re gﬁ? %:;'ﬂa? he .
conposi tions of the invention may be varied, ifgabeing necessary that it
shoul d constitute a proportion such that a su tabgg dosage shal | be
obt ai ned.+35 Cbvi ously, several qnlt qeRayS hor 8 “may be adni ni stered at
about the sane tinme. The dose erfbPB§Ed & determined by the physiici an,
and- depends upon the desired therapeutic ef lect the route of
agm ni stration and the duration of the treagyment, and the condition of the
patient. J,n the .adult, the doses are generally betvveen 0.1 and 50
bddy wei ght wrereirdey—inicoreak dadhid lmnsltor aﬁlnﬁﬂboﬂﬂche“@,@a at r 41%% fn"
adents and 18#3@9@6@#'& %G’ Sanogit '6’\‘/3 K 1‘??@'@% s ﬁ%% ep - BBhKY
I

bady wei ght egzghai up @a mgr ,fm EHAi bidp do nrﬂ’g%&fmiatzllaﬁrbon atoms

di jabet eS Rethg °'sf s 3E cTon) ytrdlghk-giﬁgraﬁafedrdaaln Blyyl groap cardaining &om Attd 3.
The. fol | ow Q:GrbE%aﬂﬁsEaddl ﬁﬂaaidcaﬁtesnymwﬁnm@emts ¢refeol onposi ti ons according to

t he pr esent i nvemt(]omppunﬁs according to claim 11 wherein R' represents a hydrogen 310%%?&'%'9']'39

\ bols R? repre
No. 2 size gel al3fom f ording e ¢aimt! fa‘?\gherelgo::rog:\hzfggs Is B¥ repreSehts ¥ Suraight
|2‘ (n- pent adé’éﬂ}’ﬁﬁg %t ':"g 4 pm%%%nzaﬁ;ua ! ;

grou nt&hingUrom 1 to 24 carborzl atoms.

14. Compounds according to claim 11 1{oM1B &haeialthe second symbol R* represents an
60 rrg dEXt r | alkyl group containing from 1 to 6 carbon atoms and tha;@awgulggyrﬁgﬂj Fe&pehas 5"(‘8%} a(ESéthn
1 ng were praépee edolé ar indelive diaacestsi-t h t he usual procedure. 60 65 44

R
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0 042 298 Cains for the Contracting States: BE CHDE FR GB IT LU LI NL
1. Indal e and indoline deri vatlves of the general formula:- 5 -

R2 00C 10 R3 wherein
indi.cates a doubl e bond or a si ngl €0 |0A2 2®8 ween carbon atons, R1 ' __
represents a ht - ranched- chai.n a cont n| ng from1l to §
carbon at ons ? 1?‘3% S"gﬂﬁ'es‘%ﬁ‘?f'}'etslﬁcgﬁd'%m ﬁémo? ﬁ&%e"emﬁ "f the same :
type of substituents selected fromthg hygdroxy group, al kenyl groups 15
containing from2 to 5 carbonggigurs F~angl Sa\ yl oxy groups containing from
2 to 7 £arbon atons) or a hydrogen & L 3#d one of the synbols R2 M
represents a straight- or branched-chain @l kyl group containing from7 to
24 car bon atom; and the other synbol R2 r@presents a straight- or -

br anched- Ghalin-alkylic s QRGO B 47 s Mhofe b3 BehGenaidrsbA bR, AL ke RY0CA is
hydrogea aﬁttaa% Bh rraepcss%ﬁrmheama&f 3F §iabine Hing iy st66 NRCrelasenks kikaightgsoUp
cont ai ni rgaricheghhintatkyligreprdontiniag &riod 10 6aalbydlatoge or eydwgereanam 20d R represents

~ phar naceutst@mht-y’f brec@p#-alm'rea's/&btogp cdneginig fromp 7 t@aﬁmmomem RfiefrgRcediceivai m
1 \Nher el r?cf?? :ﬁ ccordmg to clarm d tOthh re sents a a&i t O Of the I nd0| e
© or indgkine ?r& éﬁé'ﬁ:cordn to claim 15 r1m§? ﬁgjl'%, r&'!arﬂ:'héﬂ ;hafnr 2
. wher ei N Rikyl §BiE s6HMiSing fro Q,gmtcas@mto 5. rrpounds accor |ng toclaiml1, 2
i or 3 wher tgl gt&r@mburtdseac&]dﬁtmtosclm TepBetlot £5 arhe:'ameﬁ'gdwese@s agmethyl, ethyl or
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0 Q42 298 15. Indole and indoline derivatives according to claim1 of the
gene(al «formula:- [err] [err] wherein -- indicates a double bond or a
sifgl e bond between carbon atons, thﬁ @E&uﬂ BlOOC— is10 attached to the 5
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salts thgreof. 16. Conpounds accordin e
hydirogen atom 15 17. ConpowidsCae 6 claim 15 or 16 whereiyp R2
represents a straight- or branched-ch yl group containing from?7 to
20} carbon atons. 18. Conpounds accordi ng tdacl aim1-1, 13, 14 or 15 wherein
Rijrepregents a nethyl, ethyl or butyl grodp. 19. A Conpounds according to
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tHereof. 23. A conpound according to claim|l which™is
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Mt o e b L e
- 4-n-octyl i Ao < rBo A |4 o 1 the genéral formiula depicted it 1
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- n- dodegy bk GrtiE-28 demiel Gx Wi &
tther eof . 4%epresents 3@raight-cb hyaothed-chaic kv hrogp taptadiid fram 1 ta# @rbongtoms, the symbol
- n- hexade&% pitgried @@ec?apms@gumesactp hydepopmatemaeeLiRi € Id%f"%?_éd'éﬁ'ta%ﬂewg'a'l‘ts
hereof . 380MPIseR e Je3chPn P STkKuG-10ppls deBethgof Ry 8F el "X BHAGUNd of the
eneral jsornula depicted inclaim1, wherein [err] represents a single bond
etween carbon atons and Rl, R2 and R3 are asrdefined in claiml1, which
conpri ses the reduction of theg C2-C3 _bopd~of a correspondi ng i ndole
conpound so of the general fRrR9¢a S Vil
err] [egLr] (wherein the synmbols R1, R3 are as defined in claim1)
py cat al ytic hydrogenation. 60 cess for the preparation of an
ndol e conpound of the general fornmula depicted in claiml1, wherein ----
epr esent s{vwhewiull and Bhere e defined ircelaitn A and gleim dmebpfttivelRR gentedBts @n eptianally
efined i nsw.?$tltuted atkyi group as defined for R' in claim 1_, and R* represents a straight- or bra.nched-ch_a[n
55 alkyl group containing from 1 to 6 carbon atoms) with Raney nickel in the presence of an inert organic
' soivent to replace the 3-alkylthio substituent by a hydrogen atom.
38. Process for the preparation of an indole or indoline compound of the general formula depicted
in claim 1, wherein the symbol R? in the 3 position of the indole or indoline ring system represents a
straight- or branched-chain alkyl group containing from 1 to 24 carbon atoms, the symbol R? attached
60 to the 2 position represents a straight- or branched-chain alkyl group containing 7 to 24 carbon atoms,
or a hydrogen atom or a straight- or branched-chain alkyl group containing 1 to 6 carbon atoms when
R? in the 3 position is an alkyl group containing from 7 to 24 carbon atoms, and R' and R® are as
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correspondi ng i ndoline conpound of the general fornula:- [err] RL00C [err]
[ert] 10 wherein Rl, R2 and R3 are as defined in ctaim1. 35. Process for
t he- preparation of an indole conpouh@4% 298 gener aI for mul a depi cted in
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" R3 are as defined in claim36 afitt% aim1 respectively, R
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or branched-chain al kyl group containjngcé=t0 24 carbon atons, or a
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6 carbon atonms when R2 in the po¢ 8 0$ an al kyl group containing from

7 to 2% carbon atons, and RlL and R3 are %65 47 0 042 298 defined in-
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41. Process for the preparation of an indole compound of the general formula depicted in claim 1,
s0 wherein ===— represents a double bond between carbon atoms, R' is as defined in claim 1, the symbol
R? attached to the 3 position of the indole ring system represents a straight- or branched-chain alkyl
group containing from 7 to 24 carbon atoms, the symbol R? attached to the 2-position represents a
hydrogen atom and R? is as defined in claim 1, which comprises the decarboxylation by heating of a 2-
alkoxycarbonyl-indole derivative .of the general formula:—
55 o

. .
. . : L COOR*4
60 . N7 _

R3

wherein R! and R® are as defined in claim 1, and R?" and R* are as defined in claim 36 and claim 37
respectively.
65 42. Process for the preparation of an indole or indoline derivative of the general formula depicted
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(wherein the symbols R, R? and R® are as hereinbefore defined} by catalytic hydrogenatron
2. Process for the preparation of an indole compound of the general formula depicted in claim 1,
65 Wherein —— represents a double bond between carbon atoms and R', R? and R?® are as defined in
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5 ) 43. Process for the preparation of an ester of an indole or Y
i ndq] ine. derivative of the general fornula depicted in claim1l, wherein R
represents a straight- or branched-c&g'&n 3 Kyl group containing from1l t&_6
carbon atons (which may be substit @ b§ ne or nore than one of the sane
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represents a hydrogen atom ggge R3 as defined in clainl. 44.
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65 10. Process for the preparation of an indote or indoline derivative of the general formula depicted
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50 8. Verbindung gemaR Anspruch 7, worin das Symbol R?, das mit der 3 -Steilung des Indol oder
Indolin-Ringsystems verknipft ist, Methyl bedeutet.
9. Verbindungen geméaR einem der Anspriiche 1, 2 und 4 bis 8, worin R’ eine Methyl-, Ethyl-,
Butyl-, 2,3-Dihydroxyprop-1-yl-, Allyl- oder Pivaloyloxymethylgruppe bedeutet.
10. Verbindungen geméaR einen der vorhergehenden Anspriiche, worin das Symbol R? in der
65 allgemeinen Formel, dargestellt in Anspruch 1, Wasserstoff bedeutet.
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Sal ze davon. 26. Ei ne Verbi ndung genmaB Anspruch 1, welche
' (\n/-Decy‘M)fml ﬁdeT Pmi53 warlbdms:aunh@ d!ﬁnlemﬁm har - rrazeutlsch annehnbare Sal ze
davon. iE Egﬁ (%{d gg %E gremeinen Formg% dalré;estelgr;n An-
2- (n- Ungle " ‘1%& el ze
davon rng:o::éefégg&'ﬁEl ne I N unﬁzgge%nélgI1 Aﬁspré's:J hj 3]% ﬁﬁ% g §b

2- (n- Undecyl ) - 3- net hyl.i. ndol i n-6-carpensaur e |RstRamd phar rrazeutlsch

» annehnbare Sal ze davon. Eﬂmcg Qen}as Anspruch 1, wel che

2- n- Hepg adecyl i ndol - 5-car bonsaure | pr-eeuti sch annehnbave Sal ze
davon. “30. Ei ne Verbi ndung genaa Anspruchl 1, wel che
2-n- Octyl [ ndoI 6- carbonsaure i st und pharBR”6s nmamzeuti sch annehnbare Sal ze
davon. 0 042 298 31. E| ne Ver bi ndun emaG Anspruch 1, wel che

2-n- Dode dPT"?]B@I"" R Wis i A g:qe m%eé?qu gegwmﬁ 'E}f :Fﬁ#éi'ﬁﬁv@%i‘m?nﬁf‘?e

davon. “3 %,?f ? éfeg‘nﬁ‘ﬁﬁgdm

2- n- Hexadecygé etstiany anéraﬁdowadmﬁwderramwmes@bm&nmedgahanew&M ze
davon. 5 spruch 13@oriners eite Boppeihindider tisehdruitah Ieasméatomerdbddewventﬁ thqﬁzdéas
al I'genei reih dE@-iellungdas indeltRingsystqms vmnu 'ué' efacwsﬁ?r rkéqt Alky yigruppe

o o glgozmem T i A i
Anspruch p,qu,, ViiC t on-

C2- C3- Doppel bi n ung ei ner ent- spr echenden | ndol ver b| ndung der aI | gerei nen

For nel V 10 [err] CHy [err] [err] [err]
HOOC“@( 0 ) vit -
| | NH—!-RZ | |

{worin R?" eine gerad- oder verzweigtkettige Alkylgruppe mit 7 bis 24 Kohlenstoffatomen bedeutet) in

60 Anwesenheit einer Base bei erhéhter Temperatur mit oder ohne inertes, organisches Ldsungsmittel.

37. Verfahren zur Herstellung einer Indoiverbindung der allgemeinen Formel, dargestelit in An-

spruch 1, worin =~ gine Doppelbindung zwischen Kohienstoffatomen bedeutet, R' eine gege-.
benenfalls substituierte Alkylgruppe, wie in Anspruch 1 definiert, bedeutet, das Symbol R?, das mitder -

2-Stellung des Indol-Ringsystems verkniipft ist, eine gerad- oder verzweigtkettige Alkylgruppe mit 7 bis

65 24 Kohlenstoffatomen bedeutet, das mit der 3-Stellung verkniipfte Symbol R? ein Wasserstoffatom be-
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]worln die Synbole Rl, R2 und RB wie in “Anspruch 1 definiert sind) durch
Kat al\gt i sche Hydrierung. 34. Verfahren zur Herstellung einer L
j ndol ver bi ndung der al | genei nen Fq é% gestellt in An- 20 spruch 1,
wrin [err] eine Doppel bi ndung zwi | enst of f at onen bedeutet und R1,
R2 und RRuitk @nd 2 ANS I WAkbrubn 0 lbMieRt fbt, SokbinzeBRKA THIART G4 REAKktEH bmbs Biakyl-

at al yt i thioinaolDeliyaly derallggneiiendfornatvill spr echenden | ndol i nver bi ndung der

al | genmei nen Fornel 1V [err] 25 [err] 30
err] worin R, R2und R3 wein Anspruch
zur Herstellung einer Indolverbindy
n An- spruch 1, worin -siid’ O5fp
bedeutet und Rl, R2 und R3 wie in ruch 1 definiert sind,

gekenn,?oel chnet durch die Cyclisierung eng,er Ver bi ndung der al | genei nen
Formel "VI [err] 40 : [err] [err]
(wor i n RworifRR2 Wid AR®vié\inGAnisptudN BEI2C Ansbrutt f1i defigiernt siad, rM')eirdLgegébeMs Bubsti-mi t -
ei ner antltuﬁnregamﬂwbhene - S Mlgﬁbél@‘?%mégrucle it nbﬁmemd:sdmet mewas %‘9% fggt@deewm%r
Tenper at kattigedilylgson %ﬁ’ 31; -
Losung®n§f3efraanisshen i, 1 for B Bt i ] WaRR AT B

al | genei nen 3go Mhrendz'&f' gRsteling eihdt Iﬁtﬂbl SclHrUﬁ‘dMﬂ-Vem&llr@ der aﬁgéi&men Formel,
Doppel bi dmlmasglltzw»ﬁ&m Kodohie dast Syimfbat lb‘nede@eaemnetdes Ua@- mwllnF&ngswﬁsﬂsm t

der 2- St g F*F!F'Qﬁﬁ h'P@%offa o £r§tailung
i T i
das Synb &r RSn s&agnyern gT'up it ﬁbf@ zw&eomhab
bedeut et ist)aet Rlunumﬂwﬁin Waspeech Stdafifiert sind gbledesicBret daretk dia Redukddds Oddnbcm- d| e
i Cycli si erestag eigpmiéarbindung idealigemelesn farhgjdXei nen Fornel V11 HOOC
!VII (vwrin R2 eine gerad- oder verzweigtkettige A'kylgruppe mt 7 bis 24
Kohl enst of f at onen bedeutet) in 60 Anwesenhgit ei ner Base bei erhohter
Tenperatur mt oder ohne inertes, organi sglegSLosungsmttel. 37. Verfahren
zur Herstellung einer I|ndol ver bi nd e\ al | genei nen Fornel, dargestellt
in Ansespruch 1, worin - ei ' ODGppT ) zwi schen Kohl enst of f at onen
bedeutet, Rl eine gege- benenfall s™S% uierte Al kylgruppe, wein
! Anspruch 1 definiert, bedeutet, das Syntgd R2, das mt der 2-Stellung des
- Indol - Ri ngsystens verknupft ist, sine gerad- oder ver zwei gt ket ti ge

Al 'Ky g5 UaRen W lund-RB e MEARGrUKIOh RsE® fihal RIEm Wisskesisfatom das el gecker oder

3- St el | wrgweiatkenigp AlkeigBppd ot FRBis @B rkottaseffagimenfhetenstiod R54'" Was@G'@WQ“Q@S
deut et 1Q%er Fge kélgwunn%ﬁg E{mhm "6@9. afgemeigen Forge snailCia dg@[yf

kA
oakt ) o o A e e S el

all n Form argest:
[err] « e rjenﬁt atomen bedeutet, oder katalyttsche Hydrierung, wen es gewunscht lst rfd hr(p%&lktn R2"
und R3 wiee allgbmm&ﬁrmahels&r@swnt Mspgpuch 1 zdeérhanueermm e eﬁé &mfammmdung

gegebenewﬁahérBKMstpffatomen Q#deetem k | gruppe, wie in Alg _

definiert, felren &ﬁd";g&e" 0 %@3 %‘E’Qﬂ tﬁ &’Eﬁt yl%' Luppe
=== ngung Zwiscne C

m t 14? xmﬁ Cg@ ve #h dradi Nes

in- . %Jee%uw@%g‘é sumgsmst dhlenktﬁﬂfadﬁm yd, Hd3i it SethBSuetlmnt en

durc h ei verkidyfecdysibof Radin Waas,esstofi@mmw@h und3®, e"'\/waﬁaahmfﬂmzubedmws geletming

ei ner | rrgishnet Sk din Beisierungrping ierhinfuae ferAleerien fOfMeEdr mel , dargestel It in

Anspr%:h 1, worin das Synbol Rz in der 3-St ng ung des | ndol - oder

| ndol in-Ri ngsyst ens eine gerqd : G tHRst t ?‘ge Al kyl gruppe mt 1 bis

24 Kohl enst of f at onen, das niR O@& IIung 20 verknupfte SymbolXR2 eine

gerad- oder verzweigtkettige Al kyl DevHEdr2” bi s 24 Kohl enst of f at onen,

- oder ei n V\as rstoffatom oder. sine erad odor VerZWEI gtketti e Al kyl gruppe

Y nit 15%i %08 "e°ﬁ"‘°“ el o Bnylgqnpe ne
A kyI gr Rgl évr:sclgn eI?:: ﬂué?%?g Oﬁg&?&ﬁn emim mert%r) pypanisc g %sungsm@té‘g
t Anspruch T a@fveRaresd z@'m&tellwamzrwo& RlurigUdet Biigdm@inBe b, Batgébesit Gatbony | -

: rest es epngh 1\eerbi-rrcieng Ddepeltanduge rwisahem Ktdenselfatbider Bedeutet, R' wie in Anspruch 1
a 60 definiert ist, das Symbol R%, das mit der 2-Stellung des Indol-Ringsystems verknipft ist, eine gerad-
B oder verzweigtkettige Alkylgruppe mit 7 bis 24 Kohlenstoffatomen bedeutet, das mit der 3-Stellkung

setbflniert sind. 35. Ver f ahr en
g&¥frei nen Fornel, dargestellt

65
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ferr] [err] 30 [err] [err] 35 (worin Rl und R3
Wi eQ/n Anspruch 1 definiert sind, RS sin ‘Wasser st of f at om oder ei ne -ger ad-
oder verzwei gtkettigée Al kylgruppe mit 1 bis 23 Kohl enst of fat omen bedeut et
und -R2 ei n Wasser st of f at om oder si Peoﬂlzﬁ?P@r uppe, geeignet zur Bildung der
: al | genei r\‘l@f‘ﬂnd: ftb @lnbolq’?r&?ﬁk@el’s‘ofﬁa@nmgﬂtup%dlﬁa J#Wa%&&o@ﬁaaonz%d%Lngﬂéﬁh-
unter Verzw{i\é’ﬂ&gcﬁ/e'e KSQlyasthe My dribrg FRWVBHMALnG &dr all@EnibineR FOMniY aduki der
al I genei nen Fornel, dargestellt in Anspruch 1, zu erhalten, worin -éine
Doppel bi ndung zwi schen 40 Kohl enst of f at omen berflt et, oder katalytische

Hydri efung, wen es gewunscht ist, si produkt der aligeneinen '
Fornel, dargestellt in Anspruyfhod hal t&NOgvorl n eine EinfadWhi ndung
zwi schen Kohl enst of f at onen bedeut et’S rfahren zur Herstellung einer

| ndol ver bi ndung der aI I genei nen For mel , dar@est elit in An- spruch 1, werin

: _is I42€ dgfjl lﬁe 3 ‘de mi(nég}x eﬂn&égu ?é S’JFﬁiQn g‘ﬁ%fe&ﬁgﬂ?%’ndéx% C\%Iﬁle"uﬂg éﬂ'%gr uch

| ndol - Ri ngsyﬂt manvafiﬁnupéteumtemesmaelvge.hadm dadelrgemelhim.edrgl"ekﬂﬁrges@ﬂt in An-
Al kyI gr upgrech tworinisi-s edd Dmﬂwsng)iﬁls:hemmhldyeumreen bda@ehﬁ'[ wigdnr Arspelef | ung

verk pendefr@;nmfopaq:éerthg%@rtsieb?% ﬁg! e f‘*’?:ﬁ'ﬂte relzn;g;r::-
Wasser st Bf'fdfﬁﬁﬁsgggg‘&; %tnkylgr ﬁf@ﬂﬁ 32 meﬁ ﬁgﬁ finlerN&L, &k

Ver bi ndu I'd:glr ded gi@rﬂadcﬂg &rRitzen elnes 2-Alkoxycarbonylindol-Derivats der allge-
[err] [errrre]ne55o|(nwob<||n Xe SI n An| on bedeutet, Z -esine gegebenenfalls
substieaierte Phenyl gruppe bedeutet und Rl p{ﬁd R2" wie in Anspruch 1 bzw.
Anspruch 36 definiert sind) in einerp {en, ?)O%gnl schen Losungsmttel in
Gegenwart ei ner Base, vorzugﬁvid NN enperatur 40. Vgqf ahren
zur Herstellung einer |ndolverbl nddag den-al | genei nen Fornel, dargestellt
in An-zspruch 1, worin [err] sine Doppel tbéndung zwi schen Kohl enst of f at onen
bedeutet, RL wie in Anspruch 1 60 defini Ert |st das Synbol "R2, das mt der

2-Stel lung des In oI teps verknu 4eln er ad-. ode
ver zwei gE;%(é[ fgf;; P@F‘ %‘E rf{?““’ft freu "%Aﬁ K't‘)'?‘l’l%l’f‘gﬁ '8 %&?bﬁ‘é’déﬁf"é’fhadas
mt depy 4@' tnGar Agrsteliund ePERIndAB0deR IHEBHIDdRatSWBMbe MAnddl Fdrmel, darge-
V\assel’ st eefitat AnsphrHalwerin Rinth Wasseistofffibsretdaiaiuhd RbundiRé déih @hsprgpb Kedefiniert

zei thnet Slddjrgelkendzee:hkqatdaﬂcyﬁleé‘bfhrelvwvzimQSGPGMQC*EHMrESV@Mﬂ Pitwe'ﬁ neffrorae!] 4gegeei nen

Formel XFC te'f'r "s | tgdauf“g*ﬁ?g" 0 o aeat nsc;:fal NsRRILEE R

Anspru9;1s V%"’é’,ﬂ o BREHT e LI URY  deT S0 et Al T énen
Am n-Zw sc ﬂﬁ He llu NEbihad EsRdis diviés Heélsb@rhhﬂibﬂn-ﬁélﬂ@fs der allgemeinen

| ndol ver Borméuug gdaeuta-i Awgppueh-1l eworfn(l! eirle gerddr @ie s tetdwelgtiertigihkylgpuppe it 1, bis®r i n-
| ei ne Dop ﬁ@rlmsmml%?‘ez\mg}emewrwoﬂm@rmeomem ajwewe'be@rew!%qhen Rap ¥neSybstitaensiysy uch

- yaogvyshl d d | d Alk: loxy-
1 15 dof PYRORFHT ?;lsq ohﬁ?\fg%ngmen sxg tunert &fq?ls gl]tseﬁjf ;}fﬁg : net ZZSZhOdYe
d

ruppen, mit
I'ndol - %gr% my,»eern arbdRbAd "mQ Ilg k&1t in An-
Al kyl gr uppechm, te. gé?er ﬁéﬁlﬁﬂﬁﬁcﬁﬁnmmab&dQIUV\ﬁipruodalSdé”fhferthﬁfd 2-Stel | ung

ver knupft e #nledfahFéd gt Hewwgresbohﬁd{ oder bddiguberivats der ﬂ@emleenl Frmrrm Sqaraech 1

2?1;] ; gl gr ﬁfei'tSt‘ }%&%1 W° ﬂ%?%f’i lg‘g e elsé‘%%‘t}e ?’BT"E?‘UW T gig F"L:)fgen

[err] [eﬁ slsg}s nspr n| e t sind un und R4
wie in Ans prmherﬁﬁrebglwna@ﬂﬁqm mhnaﬂudﬂeﬁﬁ bis@4| geRénndeichdbt durch dé@ ansbigieRarideen -
zur Her seirit UéP"Iﬂ-é‘f'U"Br?de so erfieltengmihdpli ﬂdqbérrdovlavwld@ﬂgaqer Mﬁlnefh':‘F@P'rrel

a0 TP L A TG, S R ef;az e,
und R3 Wirgoil Iade%\nﬁav.m‘a Hnel, b G ncfﬂerim I
Si nes enbaRbdkeRe RYe s&.ernSA.ﬁ&ructai hgwaau SN oded T Blls g nee—esﬁﬂ{ahhazbm.sch

Anspr uchafnehmbaresnS&2 damod zR@mmen min eifp® mhamiazdutiskf dannerentiareni Triben nderRbegiime
‘ger ad- 5506'@?“%?@*( tkettige Al k%/ eiLr)‘e mt 1 bi s 6 Kohl enst of f at onen
dd ¢

gegebenep, a4 ndsioec reptichrigteoy afoapisnen cocmpl darpevollp dnsprich | nngi=rrupd

nehmbare Salze davon zur Verwendung bei der Vorbeugung oder Behandlung von Diabetes mellltus
hyperlipoproteindmischen Zustinden, von Atherosklerose und von Angina, Myokardinfarkt, cerebraler

60 Vaskuldrocclusion, arteriellem Aneurisma, peripherer GefdBerkrankung, recurrierender Pankreatitis und
Xanthom.
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43. | Verfahren zur Herstellung eines Esters eines |ndol- oder
I ndpl i n-Derivats der allgeneinen Formel, dar gestellt in Anspruch 1, wod (,4
Rl pi‘ne gerad- oder verzweigtkettige Al kyI gruppe mt 1 bis 6
Koh}.enst of f at omen (wel che durch ei nengp @slgs godr al s ei nen vom gl ei chen Ty
von| Substi t uent en, ausgewahl t unter der Hydroxygruppe, Al kenylgruppen mt 2
bi s| 5 Kohl eRetepwmEnsarisherfay den XP'R’&M’GXQT 40 gruppen nit 2 bis 7

Koh‘i enst of f at ongR e Heke nze chnet durch
di €. Verester ungeglarrflagygi{ndtrqs%}rsgsg neg?l @ng)omgu&yetr% i mel”—?% IIder

al llgemei ren Forrmel, dargestellt in An- spruchgk, ein V\asser stof fatom
bedeutet und Rz und R3 wie in Anspruch4ds |n|§:{t sind. 44. Verfahren zur
Her[st el | ung ei ner 1ndol - oder |RQtsYg-+ >~der al | genei nen For nel ,

darfge- stellt in Anspruch 1, worin R3 pe~i€r ad- oder ver zwei gt kettl(Qe

Al Kyl gruppe mt 1 bis 6 Kohl enstoff- 45 atohen bedeutet und R1 und R2 w e

i nJAnspruch 1 definiert sind, gekennzei chne’?- durch die N-(Cl--C6)-
Al Kyl i erung ej ner enéﬁ henden Ver bi ndun der all genei nen For nel

l -
Sa' gestel | Ty ggng"l&% clt mm Kwhl stu%?q men %umh inén odrﬂr rlggger 13% nchailiverzwzls%f-
el f ahr eng g

und
angchl i eeendmoﬁehgmbﬁendﬁf 2lhltse;r natagatemé‘rel’sutﬁﬂtu@h ntkeﬁrﬂlad ribiHOWasseERffatom

| ngdol i n- Verdsratelitiney sieas dat $ |Fﬁ@me Eeraq!midgr vscwelatkgwse Alkylgruppe ming pis2d1Koflen—

falls geei Qg?‘;g;om gl t w rzzlelggkettlge Alkylgruppekm|t1
S e
o o AL AR SRR 33'% aﬁ e
weni gst ens def B§ gbodp\arémhungo Rdr elnfs HeRddnBlh it ﬁé déir IIgER&Eh A &l TE
dargestellt in Anspruch 1, worin[err]und die Synbole Rl, R2 und R3 wie in
Anspruch 1 definiert sind, oder - falls geeig "- sin pharmazeutisch
arfnehnbares Sal z davon zusamren nit ei plrdr mazeut i sch annehnbaren Trager
oger Uberzug 55 unfassen. 47. |gtc -Derivate der all gepgi nen
Fqrmel, dargestellt in Anspruch 1, wokt und die Synbols R1, und
wie in Anspruch 1 definiert sind, und - aI | s geei gnet - pharmazeutisch
- nehnbare Sal ze davon zur Verwendung belR der Vor beugung oder Behandl ung

n Di abdt w rrlrrPdle yngdleﬂ H?Erld# %ﬁéﬁiﬂé}% 'Be.% ﬂ{gﬁ@%glgns é)nydrlerung umfaft.

heroskl erose rig s'f@un  deff f1f estellten aligemeinen
skul ar OCCFioHﬁdI OAarina+=Qlire Mo pdibiMilag twischidn KBIGéds foﬁfen@e%ﬂllﬂlﬁﬂ IR?, & kibd B, die in
SCUrri er erfsheprudPa hkangedebenesBagdnetunéa habieonwelGies 5l katal@risge? Dety@rogenierung einer ent-
t ent andprspigetreden,indelieyerijeduns Ags dlisameinenafiorel: ver f ahren zur Herstel | ung
ner | ndol ver bi ndung der al-l-genei.nen Fornel: 5

rr] [err] [err] worin ei ne Ei nf achbl ndungﬂzzvm schen Kohl enst of f at onen
ratellt, Rl eine gerad- oder verzwei I ge Atkyl gruppe mt 1 bis 6
hl enst & f at onen (di e durch ej M§d 2 R4l ei chartige Substi- 15
tjuent en, ausgewahit aus der Hydroxygr enyI gruppen mt 2 bi s )
ohl enstoffatorren und Al kangqyl oxygruppen mjt 2 bis 7 Kohl enst of f at onen,
ubstituiert sein kann) oder ein WasserstofgBatom darstellt und eines der
ynbol e #2 eine gerad- oder verzweigtkettige Al kyl gruppe nit 7 b| s 24

ohl en- stmffvalpm'réﬂ F@famsitﬂéldlet lant#pv@letmanMB'eens tur@?ﬂbﬂhe - oder

ver zwei gt k?_ me w K9 @"\‘%ﬁg'@' Bidg“’gﬁ'" e} §t“6‘F "‘g::el:
fésser st of %E;th @%ﬁé@ (.Q'tg Ter&g} elnen '
Kyl gr ugp@oiel: ensto at onen oder el ne ssersto ato

arstellt, wel ches d| e Reduktl on der .C2- C3- Doppel bi ndung ei ner

nt spr echenden | ndol ver bi ndung der allgsgei nengz@pmel : 25 '

orr] [err] [err] 30 (worin di @Gyed R2)und R3 di e obi ge Bedeut ung

hfiben) dirch kat al yti sche Hydri er ung o3 —~cMgrfahren zur Herstgl | ung

egner | ndol verbi ndung der in Anspruch 1 dad%estel | ten al |l genmei nen For nel,
rin [err] eine Doppel bi ndung zwi schen Kol’enst of fatomen darstellt und R1,

3 und R3 | e, | g h 1 an e bene b%ﬁd ut unga haben, wel ches die
kit al yt i ge sn.iﬂﬁ m%az mﬁ’%i é& T ol S ?'b%gé{é @ E’é@%ﬁg
d. roall gerTWaFtGH'heE(ﬂ'fe orgaiédhen ungsmmels umfafSt

: 4. Verfahren zur Herstellung einer Indolverbindung der in Anspruch 1 dargestellten allgemeinen
Formel, worin ==== eine Doppelbindung zwischen Kohlenstoffatomen darstelit, das in 2- -Stellung des

Indolringsystems gebundene Symbol R? eine gerad- oder verzwelgtkettlge Aikylgruppe mit 7 bis 24
65 Kohlenstoffatomen darstelit, das in 3- Ste!lung gebundene Symbol R? ein Wasserstoffatom darstellt und
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45 in welcher Rl, R2 und R3 die in Anspruch 1 angegebene Bedeutung haben
{JunfaBt. 3. Verfahren zur Herstellung einer |ndolverbindung der in Anspryc

11 dar gestellten all genei nen Fornel, ' err] eine Doppel bi ndung zwi sgh
1Kohl enst of f at onen darstellt und R1, @%M

die in Anspruch 1 angegebe

|Bedeut ung Malem? Wkk&itegatsthe d%@hdnsw&emgﬁdet:ﬂ:ﬂéner}/ﬂ Qh&dﬁéﬂﬁ:d&ﬁ? a& digenBhdaen
150 For nel :Fofreatr] 55 [err] [err] (worin

{Rl, R2 und R3 die in Anspruch 1 angegeben cﬁgdeutung haben), .durch Reaktion
jmt eingr anor- 60 ganischen S

i ner ganderen Lew s- Saure l?\ﬁh

:lerhohter Tenperatur, gegebenen S en_(g\/\girt ei nes inerten

{1 or gani schen Losungsm' ttels unfal t 4. erfﬁH n zur Herstel | ung ei ner

{{{ ! ndol ver bi ndun in Andsp‘r’ uch ten aornel, o m

| |ei ne Doppel Bk ; rﬁ’s""hi"e g&ﬁﬁ‘f’a te. ARLep $fn

| des | ndol ruogug.gyﬁ. ems. un ene Si ne ge o er verzweig ettlge
A A kyl gr uppe n5tVe?faihrarsz@ﬁe&&llmummmﬁ/éramdmmedarb‘tsaflut:lt 1 ddaesrellmn:%ll&ﬂ%é"hemng
i1 gebundene We\MQB@?'@H:BﬂF SH"PP“\& "t R' gngy ?Egomn

f und R3 s rsfgeg%Q p@é‘f) %tnl rg P:E: 3?%‘39?}& Izrﬁp Fﬁ#?b@ ohlenstof%—
§i| Verbi ndungn Ls’téi? Had l?uesﬂs i rﬂEﬁ ein Wasserstoffatom bedeutet und R?® die in

[err] [ er rAnsgrid N Nangegebe&rienBedgetungl haodeylchvsaﬁia\/\msagﬁdﬁeé.hdsgm-ww&ugfomamtsnuér 7
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gijunfaft. “5. Verfahren zur Herstellung ei net
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penienf al | s substituierte v
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[er r] [er% W'&‘F Kn¥qhel a0 3 VEYios RAERING Ao

a

WNCId A ﬁv%l T Wi
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Kohl enst of f at onen darstellt, das in 2- Stel I ngsgebu_ndene Synbol "R2 si ne
ger ad- 49der verzwei gt kettlge Al kyl gr ugy I s 24 Kohl enst of f at onen

@ verzvvel gtkettige Ayl gruppe
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allgememen Formel, worin =—==egine Doppelbindung zwnschen Kohlenstoffatomen darstellt, hergestellt
werden soll, oder durch katalytische Hydrierung, wenn eine Indolinverbindung der in Anspruch
dargesteliten allgemeinen Formel, worin === eine Einfachbindung zwischen Kohlenstoffatomen be-

- deutet, hergestelit werden soll, umfaRt.

60 7. Verfahren zur Herstellung einer Indolverbindung der in Anspruch 1 dargestellten allgemeinen
Formel, worin === eine Doppelbmdung zwischen Kohlenstoffatomen darstellt, R' die in Anspruch 1
angegebene Bedeutung hat, das in 2-Stellung des Indolringsystems gebundene Symbol R? eine gerad-
oder verzweigtkettige Alkyigruppe mit 7 bis 24 Kohlenstoffatomen darstellt, das in 3-Stellung gebun-
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|st of f at om oder eine Al kylgruppe die in die in Anspruch 1 dargestellte
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verzwei gt- kettige Al kyl gruppe mt Kohl enst of f at onen darstellt,
das in 2-Stellung gebundenea%ﬁg)ol §0eRr%t of f at om dar st éKit und R3
di e iA Anspruch 1 angegebene Bed wel ches die Decar boxyl i erung
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- 65 - 13. Verfahren nach einem der vorhergehenden Anspriiche mit der anschlieBenden Stufe der Uber-
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i ndol ecedabi)iayﬁe"qms—fymbles BY RS et 82 46ht detnas aamema Qu&ﬂﬁﬁlﬁonaﬁc‘pﬁphﬁi%géﬁatloal

Conpoge % 9§ ‘%a revendlcatlon 1 qui est |'acide n- dodec I-

ol Soagpiy SRR %’éﬁﬁ%’ﬁ’.ﬁﬁoﬁéwmgﬂm vdesioncen s

i Conpose selon I'a revendi cat |on 1 qui est e n-

# i ndol ecar boxyl i que-5 et ses sels pharnaceuthuenent acceptables 45

3 33. Procede pour |a preparati'on d un conpose de |'indoline selon |a

f reverfii cation 1 dans la
L

| i ndol ecar o% Fg’neﬂsé selen |se%/e@b4890rphatm¢adeude rqd@:tﬁemz naibteeqrbxalwiqas-s e24es sels
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" de carbone et Rl, R2 et R3 sont definis comme dans |a revendication 1, qu

" conprend | a reduction d' une doubl edé (%ionﬂ?gntre | es carbones C2 et C3 d

li conmpose de |'indol e correspondant general e: 50

fl [err] [ erddfin{seommeSbla revendication 1, qui comprend la déhydrogénation catalytique d'un comdoed Hé

- [err] dani§ndotivpiedrtespdndant gig forglutesgéRdraleR2 et R3 sont definis come |a

Il revendication 1, par hydrogenatlon cat al ytl gae. 60 - 34. Procede pour la
Il preparasion d' un conpose de |'indol g=se IaFrgevendl cation 1 dans la

f formul e duquel le synbole Rlepe doubl e |Iiaison entre | es atones
1 de carbone et RlL, R2 et R3 sont 65 Y2 298 definis comme a |

revendi cation 1, qui conprend |la dehydrog:h ation catal ytique d un conpose
de |"ingoline correspondant de fornule generale: [err] [err] [err] [err] 10
dans | aquedn dagRelle RRORBet E?Ssosbdﬂfméesbmmesé egaypedigation r evendi cat i on

Procede pay A TIEREENIRIE L @1 ;rar:m i S a‘r%zear i on
rﬁ;frE

il formul e duquel le synbol s- - - represente une liaison sinple entre les atone @

re
1 dans | agdinisdy gva)ené’.anay d T SRSt anlaa%p f@mJuleadéEQ'ENe
entre |gs atorres de carbone et sont definis comre
revendi cation 1, qui conprend Ia atlon M conpose de fornule
gendrale: 15 [err] [err] [errF][1o%Q dans ueIIe Rl, R2 et R3 sont

definis comme a la revendication 1, “Baf ﬁa;qi.d.oa., vec un acide m neéral ou
tout ayjre acide de Lewis, a tenperature gl evee, event uel | enent en presence
d' un sol vant organi que 25 inerte. 36. ProB®d6 pour |a preparation d' un
conpose de |'indole selon la revendication 1 dans |la fornule duquel le
synbol e -dansipquetieR; & at Atsodbadiinie cornme & areendicagioh dspantéartion avke ug asidrominéral qu
synbol s RQ“‘aﬁ“f’ 8 @fide %L‘]Y‘éﬁ « ] tampér EfH"ecf’]ﬂYF% évendusiiement §p aesnce dyn seluadt grgpnique

al Coyl Fzﬁﬂ: ﬂupﬁ ppééalraﬁ&nci rﬁ&nﬁgggo%q%gleZel& Igéév &fj@angﬁrfgmﬂ% l'e

synbol s %uq oRP—=POfehiskétte dnd ERLRSIARLE chife AL At PREE MEsy@ibolg1R230
et R3r epmeshénin@nttre Qriuayderipdaeé tepdsangeimeradical Blcadgn chiaide Hrait€yCramiSige cantenditun

‘conpose e 2batambedeyarione lesymbele R] attash¢ gn phsitign B ﬁtﬁé@ﬂteumbm dpydsegéne et Rin
radi caf® £t gbg'F%é%ﬁmB’h%(‘rﬁ?“Hr% WIEPSRRF. A4 PAmREENCIR Y RISaIRn dmnacomposk Binfmyle

car bons en 't presence-d' une base a terrperature el evee avec ou sous sol vant

org&di que inerte. 40 37. Proced a preparation d un conpose de
I "indol e selon la revendi cati ggad a foorrul e duquel [err] reytesente
.une do¥ble liaison entre les atorre m%ﬁ'm represente un radi caI
“al’coyl e event uel | enent substitue defi n| me A | a revendi cation: 1,

sysbal.s R2 tta t|on 2. d‘u % 8 : fesente un r%q
o dpdhal L RO R e

l e synds R%7. 3 url pﬁﬁﬁrh dn@’u oﬁ@@é’e@%‘?ﬂ&&ekﬂib Q%d@ar I A8 £13 Sorlile R3

est defr rduqrmm'rareé:@senkeameemﬂcrndlimb ertre |ds atoyues de@apore@nR' rbprasehie@n ratiicdnaldd@ei ve

de I"alc ¢'tt¢ﬁ"®'n93't isplepytué dgtini fcomme|ada g%’ﬁ@#fal@ 1, le SYMboOR? attaché en posmon 2 du

[err] ..[e aﬂo Gé tﬁ ahgleoyla ereh rﬁmi‘ée % i"

aux r esser§ RagL i f“%:!%% K EZA ”".s;ri'?;b? #%fgm uréa‘fr@@rt Aoy ?f’é, ;:ﬁé?é?:
event uel | enent substltue de |n| come revendlcatlon 1 et
represente un

. R2 r?
50 1’00c \ :
Vil

55 dans laquelle R?" et R® sont définis respectivement comme aux revendications 36 et 1, R" représente:
un radical alcoyle éventuellement substitué défini comme R' a la revendication 1, et R* représente un
radical alcoyle en chaine droite ou ramifiée contenant 1 & 6 atomes de carbone, avec du nickel Raney
en présence d'un solvant organique inerte pour remplacer le substltuant alcoylthio-3 par un atome
d’hydrogéne. '

60 38. Procédé pour la préparation d'un composé de I'indole ou del indoline selon la revendication 1
dans la formule duquel le symbole R? en position 3 du cycle indole ou indoline représente un radical
alcoyle en chaine droite ou ramifiée contenant 1 & 24 atomes de carbone, le symbole R? attaché en
position 2 représente un radical aicoyle en chaine droite ou ramifiée contenant 7 a 24 atomes de
carbone, ou un atome d’hydrogéne ou un radical alcoyle en chaine droite ou ramifiée contenant 1 3 6

&5 atomes de carbone quand R? en position 3 représente un radical alcoyle contenant 7 3 24 atomes de

-_—

O
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cal alcoyle en chaine droite ou ramfiee contenant 1 A 6 atones de

soope, avec du nickel Raney en presence d' un solvant organique inerte
renpl acer | e substituant al coylthio-3 par un atone d' hydrogene 60
Pr ocede pour | a preparation @ Q@A2c23®"Bose de |'indole ou de |’ |ndol in

nla, reve aﬁa 2h fHRSmird o Qb0 ot Y® bul BBl Faaffiof ) fion 3
ycI bh)bd% IfsHhuleCgn&sIBNt € un radi cal arc yl'e en C r0| te
ramflee contenant 1 a 24 atones de carbone, le synbol e R2 attache en

~,f|t|on 2 represente un radical alcoyle & chaine droite ou ramfiee

¢ont ehant 7 A 24 atomes de carbone, ou uncagene d' hydrogene ou un radical
it S 1 A6 65 atones de carbone
oyand R2 en position 3 repmrdse al coyl e contenantiXf a 24
at.omes de 62 0 042 298 carbon- R et R3 sont definis come Ala
reveﬁﬂlcatlon 1, qui conprend.la reducﬂlon du radi cal carbonyle d' un
conpose de fornule generale: [err] [er 10

[Ferr] [dahshquéld® &t AYsbat deiniRioreine KB rewentiicatiohi 1NRSreprésants uA altcanerdéiwemdérraaxn on 1,
R5 r epmemealmlean chrainedir ﬁﬂe couenAqt # aaﬁewea#g? @eaﬁ%mrémtedmou te

' un ad a Our, fép r

e e o T
at one bn af Qj‘[ {mansl rev Mo 1 d Iﬁifor @i? reﬂr@-p ndr e

Ala fQE uﬁe e il dtémeblde Gkiﬁdnﬁj ﬁu Pearl t@dfo@ﬂ:&ﬂdm eﬁhwme Torsqfonun

Fadi caldéesimtdayenizne proemt ue {ihdaieenseldnda tpeemitatidrot dang'loferrade duqueldd syenhiofe ~orm

pr odue trepdiésente junel Gpisonsemplp entie feg PEATAS 8tPBR": dans | a fornul e duquel le

-sy mbol e o{1er :F Prosfgénouria ﬁtéeafa‘i'ﬂé' ?F‘E“]é idai’ @6?13 éﬂ'ﬂ"r'@ felveyilcatmrb@na@ fermulsone,

I---r n el n R! ast

ou par E lelilcy ‘dmb'?%‘?%%g A Iind
" 1" i ndo Iehgt'fe.ég'é@ '°3@a.?;1§,x s ariecns o poiion 2% qice rrydfﬁm se"ix ggi:g&?f?'e 20

T epr e féPrésemt8 @n bto&iemd@gmlanembréeedtea aboEddy Ggéﬁa,l’qubﬁ\preagla cIReRMe pour
| a pr epanaompaséddeuiorrewarpéngealede | ' i ndol e selon la revendication 1 dans |a
formul e duquel |e synbole- represente une_double_|iaison entre |es atones
de carbone, Rl est defini come ) (Zi@t-i’b‘ﬂ 1, le synbole R2 attache
en pgsition 2 du cycle i netbos gbente un radical alcoyle erxchatne
drojte ou ramfiee contenant 7 4 2/de carbone, |e synbole R2
~attache en position 3 25 represente un atone d hydrogene et R3 represente

un atone X NI E5leseh@ uf Yadid WevintllierRRRESR Gt AUl €
genegsalnéns Jn%%feulmsisﬁpe:tencgnﬁta $<‘:f:vammera‘E';c r:venc;catlo'nsa 1e § e ’Eedlva ﬁ&ﬁanﬁqﬁﬁélﬁhbte Xe
I epr es @Rlphssbiite &fin@ base/ dé PREfaea dcempératac éiazlée phenyl e event uel | enent

~ substitue 40.PRtédétpoBTa E@barsrmntd u@@pmmsé dp Eiggale %qlqr'éwmnd@emmé dapa formule
‘ revend |demtei 'Gmsmt1°'%’t“’36°'e%?5ﬁ E‘]{Fé g ﬁ%’f’ r?spgéé'g‘éﬂg)?e d' une
ache en lon CyC olg re sente u

base#o e c@)ll eogg‘% W g tulréazf" t@?ﬁ Sde
d un toinB GHyBrogéteOst "'&edr&éﬁﬂadJnCﬁbdn@Iﬂi drdgaife @c mbmd Ehydius l e
-synbol 6;; ﬁ.bﬁ]catalvﬁﬂkeﬁmnttmpuséeddmumlegénéaala;on entre | es atones de car bone

R est defini comre A la revendication 1, le synbole R2 attache en position
2 du cycle i ndol e represente un radical al B§Ie 40 en chaine droite ou
ram f4 ee contenant 7 A 24 atones_gds aCHefe;, | e synbole R2 attache en
position 3 represente un agtpoe ogene ¥P2 R3 represente un atons

d' hydrogene, qui conprend |'hydr O gtRajdy,on catal yti que d' un conpose de
formul e generale [err] [err] [err] [errf so dans laquelle Rl et R2" sont

def i #i 5 respept %‘N&f@nko&%@% Yocti@MRRchitd ARSevhndlatid 1 5#36/159\,.@ d4RE

cycl i S%?dn@fa G Va AL RerialigReTBlerer € Obt enue. 41. Procede pour

pr epar at i of. drouéuémonrposuépaianoh dlundqrhgoss ¢ Ginddiezseloe egmcndiadtion dinajafvsmtlﬂa

f or mul @umqlae*mtbote @n eg'm iplsaerie lasatomes dB PR g5 detn)

ot S e s QB L B o
R2 att 4R g?g MR i‘,t gxyc?o X Ieorﬁrapraenaeme dibdliok, A0 GAdo

chai ne d@ﬁraeu okfdatidH panBRauffRR d:@naeﬁnané léiccalomambmmsmi& dbarobﬁmegédemlesyrrbol e R2

attache en position represente un atons hxdrogene et R3 est defini -come

A | asor evendi cation 1, qui conprend | a Rr2 _
_ COOR*4
RbOC-—@jg/ | X1
N

R3
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d fini§ cation
| it G T

decar boxyl ati on par chauffage d' un derive de |'al coyl oxycarbonyl -2 indole
de formule generale: 60 ferr] 65 [err] [err] =~ 0O 042 298 dans | aquelle
et MR3 sont definis conme A la revendication 1, et R2" et R4 sont defini
respectivenent come aux revendi caf@ 042 28&t 37. 42. Procede pour |a

prepar at i y dglde# Lcation
D hanl LR G €t AL 6Bl 1R 6, SR LS00
sont defi ni s4% Gm&déapdualaszrémmnmdoawém dé I'ingjole oo d hernde bél«?ld rre»ieyd;@tndm

‘ester dansle ﬁqqugleR,f ’GP'ﬁiﬁ"E" %ﬁﬁ@ﬁ"&l@ g’? engaat é‘P'F
cati

ﬁ%) zm le
h
b7 R T e éﬁ'é%?éﬁ‘me E;aﬁem

substitua.comme decrit Ala revend| catlon 1. 43 Procede pour |a
pr epar at i on 43. Bocesépeyr ldbfémrd@n |d\sae esrerdﬂn dédvd de lngoldeu e § lmm selondaeendit o

revendfo- @Mdeai'ﬁtmmgeda%%n?u ggb ‘f°‘/'§f: F%%fs é“ﬁ’r‘ff' ZJEE
al coyl e %% D R alo) atdstiie ConlbdaieBt & 4 ai

(event uekdrRerRm 254/ Sitbinble dp aarbbb) Oéh'moH»%Pe@\urt‘éstSMQSﬁdn wnéc‘ﬁe rﬁ&mu e
choi si s papandadtedans &adfoorawa dhgu@r @xgymbaleRyndel le fmteemadaleznaeﬁeahtermsmdree

car borve éhv@bqﬁ 1—'1@ ﬁbxlxﬁic%mt ééf'amcomm 7 lagevpndicatign 1car bone ﬂ

rend
' est er| fic p&"@af §,de Ligglole p 'é e
duquel "52175"9@4#‘* kLR ] kel m@ ey P
d" hyd r09 % c&thpdsd csreuabo tl saiof lélﬁmnoéﬂ nAt Hﬁéﬂ&ﬂb rb@ase&:e vhlatome

Pr ocecke pbmmdéae pr epar atlon un derive de |’ |ndol e ou de |'indoline selon
| a revendi c&Bi Biecenépale é'I‘d' jorp é% éfdﬂﬂe PIARR EoSisENG yI e
en chain "made 3533{; : f indgle ggmgﬁfg iine fselgn do avaniaof: T AL E "R

sont defTni ggC sﬁio &4 4u Borprefiidht CoRTFRY iREHEdIbrA ablifah GROMsAuR ABs
(Cl- Cap dkriués dea'mpole eu dermmm i re@s@bioatioh d dassie fdkhaatuquel Id sydok -Fegties R3
repr esensw.anbahs &L, dhet RDsant péfidissgmme. dansla riyepdieation d eduolarsavih exigjercinctsrrgei eeleles
revendi cgh y ’932;%‘3‘”%“; 'ZE GIPRIPDIRP. (PR ASPURFION cHHFS | W ARtVaRt YnbR raTIbage PEYMBOSe
de 1" i ndd1 "€ 45 ToHREL e Table: R, 21 RRiNE SV RUERILAR 1 el ARlCalGaEs Un
sel . phgr SRfRIsE =eeRTE L otaFP GO NS com@b A4 rdvbndistic € st, Hosquo BRQSHL] Ib@B Sels .
phar mac epHarmopsesiogrmentCaagptables eatr osagendansrig) préekntont owle tiieitermment dradiabgte| sueré) ddes 2s
dekives ététSIhvmg:i'eP@P@témﬂuee ggr; ﬁeﬂéd@ﬁglerpé: o) hapgmztdea\g%'ﬁdfcﬁtl :u'fzf?sfctyrs dgﬁyoqasﬂe
formul e gﬁ.@ggt‘t ‘sf"gén %‘qugF t néydsma] Jrisgplcdes gpaladigs vasculites pEFRNeRYes. HF%

ite des an ome
comme _.,gans I"a cation Porsqu' il exi ste,- un de ses sels
phar mac eRéveftieaiins paaf:emam.ﬁsctaaﬁ Arssoci ation avec un adjuvant ou un
enrobage pharma- ceutiquenent acceptable. 47. Derives de |'indole ou de

| i ndol i ne dePw&rédéPauelpcnitnagasioy din xomassé ded ifdslinpdeciormide @énératss 30 synbol es
[err] o R2 et R3 sont definis comme A la revendication 1 et, lorsqu'ils

existent, |eurs sels pharnaceuti quenent 5 pt abl es, pour |'usage dans |la '
preventlon ou I's traitenent du dia UK A2des etats '
hyper | i popr ot ei ni ques de |’ aRt®9 o et de |'angine de p0| trine, de .

| "infarctus du myocarde, de |' occl usTon asculaire cerebral e, de
|"ane¥fisne arteriel. des nal adi es vascuw®ires peripheriques, des
pancreatites periodi ques et .des xanthones. 35 Revendi cations pour |'Etat
cont r actdans laqéslie k. sylb@€ eslerep@idntd dheinddliaibh eitreded o eea®oste R reprastatd ne
de for mynera lgﬁe,qlcaVIe en4Paine droite ou ramifiée contenant 1 & 6 atomes de carbone (qui peut étre
[ err ] 51 Ogﬁ;%? Int plusueurs substituants du méme type, choisis parmi les radicaux hydroxy, alcé

e e

dans la eet%{ﬁﬁ b ?%ﬁ’fp%swgé °§af§|’adﬁf 5?1 t%é 58 ﬁfﬁaﬁﬁugg St

de car bOﬂ@z tomEPEL SR @e‘t‘nalftﬁdﬁy e Gé?;)’s@nt@'&nG 2N Slc6HeObr Enad drdkdicui €€
cont enanemifiéd céntataote s Teatcdeddna@rtoge bu peatoretd ydisgersLa &F rdpréserpann tadicalu

pl usi éﬁjr@coskstygtchmm?'se Qi ranifife canygnant 1ohg|at9m§s firagariong e un 2tdine dihydreggde. oy,

al cenyl am ﬁ%tkj{;%e%“'l? %Uﬁﬁ?“’dé"&'é!&ﬁ&?@mﬁf caF‘ccaﬁ’HfP'BR‘iﬁe debintdncaiies2 a 7
at omes de Carbone) - owr-u 5torre d' hydrogene et |'un des synbols R2
represente un radical alcoyle en chaine drghte ou ramfiee contenant 7 A 24
at one® de carbone et |'autre synbol e R2 epreaente un radical alcoyle en
chaine droite ou ram fi ee caldernay gtones de carbone Ou N at one

d' hydrogene et  R3 represente un r

&5

" R 1 4 R
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55}al coyle en chains droite ou ramfiee contenant 1 A 6 atones de carbone
oujun.at one d' hydrogene, qui conprend | a reduction d' une double liaison @
enfre les carbones C2 et C3 du conpose de 1'indole corres- pondant de

fofmul e general e: 60 [err] 65 64 Q@O 29B dans | aquelle |es synbol es

RL[- R2 et fghsSslbbnelfel | 's%b%leﬁq:mm LR, UL BN Aohe 4 revadAdicatiddin Op& r'oQé'hatron
cajl aI yt i quéeataltiquér ocede pour | a prepar ation d' un conpose de I ol s selon
| aj formul e ded |Ptr®é¢l§ansurl la m@a@mdn cua:m @mpbsqjansmhldguelbhéa er!ms mmte dans la

Sopt deft ﬁg%%a E&’;i"% r@rﬂe f“"f@t}&fﬁh rgﬁn(fi%"aeé’ﬁyﬂ? L i om el

(oF: alytrque un conpose o I'ne correspo ant ormul e g6neral e:
[grr] [err] 15 dans IaqueIIe Rl R2 et R3 sopia2definis comme A la
revendrcatron 1. 3. Procede pour |a praparai on 4" un conpose de |'indole
sdlon | &fornul e decrite dans heygce o'l dans |l aquel | e | e gynbol e -
[err] ~represente une double |1 ai sén K€ |l es atonmes de carbone et Ri1,
R? et R3 sont definis comme a la revendlcailon 1, qui conprend |l a
cyclisation d un 20 conpose de fornule genB ale: [err] VI 25

prr] déhs, | aguell & R o S.RtoB?r cg b vEndiQROE1 A 2 revendication 1,
hr reaction ayeracwa Gr 48 o aeﬁm d'QHm apss@uae ﬁH&cﬁ@sﬁ&l (S fortRulb- RErite dhhns 1a
eper at urrevedbieatize, 1 emmaduehé engfibole 51 @P@sERG GHeUdoublal (MBOi edfe) BB iatintes de

[

L

i herte. 4.camoozetiB'. [5’619!-’ Rf gonsrdsficis semondda (evensipatians b adécamirentolh sydliedton dua
flor mul e 2al PP IRafREMYle, 9804k di cati on 1 dans | aquel le | e synmbols [err]
!
3
q
f

;sL

epresent.e une double liaison entre |g atoneszde -- carbone, le synbols R2
ttache en partie 2 du cycle i : psent %ﬁ radi cal al coyl e en chai ne
roite 35 ou ranifiee contenant A R4 arbone, |le synboys R2
ttachezen position 3-represente un atone yd?&%ene et Rl et R3
epresentent un atone d' hydrogene, qui co end |la cyclisation d un conpose
e formul e generale: [err] [err] dans laquelle R2" represente un radical
%l coyle e@anﬁhﬁ:‘u@lﬁ Arigt B2 fHt deflh fdnfife £ MVERRAL 0N 1 %ar%éac@&rpméurfl&adi‘?mﬁé%l kgns
N pressnasut dutid) ec.dha@eer.ems‘. @ NFIRAdLIE BlefdeC ¥RAUNRNDEN ﬁr@ééﬁcds@ lirV $olantOdrfkitjug U e
‘nekte. 5|m$mocede our preparation d' un conp ose de |ndole selon |l a

ornul e dec r| ca| °a’ Iae PR!‘F‘(?& Q‘Hhcgm'??&g@el' e i éIS‘é'FFt Ea”ﬁ
oub e | sg SRR b e E&é i eﬁar%za‘dm.,e
Al coyl e;£\oG kR 5nf57u Ql lators Q@Eérﬂénecﬁmb ‘eatfa fl @Fepléserte un
synbol s R%to@idcﬂﬁ)}ae:gm QS et Rbnaprzsedtencyrchemamdwﬂmgénemtesmrerdm cychighiticmt’'un
_lal coyl e emombesé ve fonmwyiet généraler ani fi ee 50 contenant 7 A 24 atones de

’ icar bons, le synbols R2 attache en positi %Q@B represente-un atonme d' hydro-

gene etmRB est defini comme Alar |on 1, qui conprend |'action
:id'un derive de 1'al coylthio-3iQ for gdnerale: SR4 55 Vi '
_E[err] [err] [err] 60 dans |aquelle B%nt definis respectlverrent
‘comme aux revendications 4 et 1, RI repr esente un radical al coy
feventuel | QUE'LPO%’t F%PEP%"'%%F‘F ﬁ?d' Lo Thip rP'&ev%rramE'ar F@nrt?"im ed 2gatomes
'repr esefit & Fim SR e AT o5 S A B o
rat ones de rdvad; ﬂ&nl&éﬁ@‘l‘eq uremnc 51836 RAbIBFASAESe sa&emaéﬂeva%nphgémeque

i nerte pousénts empddiabalcdye és:arlnséllrememrstrbsarkuéa;éhmrmmﬂ@ glarrevgndicetions, @5ymbole R?
{d' hydr ogeg@aché en position 2 du cycle indole représenté un radical alcoyle en chafne droite ou ramifiée

: contenant 7 & 24 atomes de carbone, le symbole R? attaché en pasition 3 représente un atome d'hydro-
gene et R? est défini comme 4 la revendication 1, qui comprend 'action d'un dérivé de I"alcoylthio-3
indole de formule générale:

| | _sRé |
55 ; 90
. _oR®
N : Vil

R3

60

dans laquelle R?" et R sont définis respectivement comme aux revendications 4 et 1, R' représente un
radical alcoyle éventuellement substitué défini comme R' 3 la revendication 1, et R* représente un
radical alcoyle en chaine droite ou ramifiée contenant 1 & 6 atomes de carbone, avec du nickel Raney

en présence d'un solvant organique inerte pour remplacer le substituant alcoylthio-3 par un atome
65 d'hydrogéne.
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65 0 042 298 6. Procede pour |la preparation d' un conpose de |'indole o
‘de 1\indoline selon formule decrite dans |a revendication 1 dans |aquelle
| e synbole R2 en position 3 du cycle indole ou indoline repre- sente un

radi cal - al coyI e en chaine ou ram fi@O4dR&¥ant 1 A 24 atonmes de carbone,

| e synbol e No‘;@cﬁ%u?ﬂ ﬁ?éb%l’;ﬁlbf?g 'uf ¢ MpdsE 3 rﬂn@olbI B 'd@ HrB8ne LGP YrBul RsGhA NS
droi t € OUgdRNA teverRiicafd €A ladue @4.sy bol@ ROBR Soskt®n GAduGAE inddlé ddlIndbliRY Repré-
d" " hydr ogesaeueouh waucdsleurhowalen ahaiay b ramtfise antasand Gi 24 amihes deichrb@e, leonbokaRt 1

a 6 at oneattaghé gg%zémw ug fa hrimvémerec rde@emUerawﬁ-éP aente@ht Aldch| e

contenartatnT i? E@’P& Sore oy, Uy ragied '°.<ra g og’g A
revendi cagy s déleHrbdn@ g RE BCRsént'd@ &dnmeairaré_ nwu Addlction

conpose déu fﬁrcﬁmdaﬂ)ogﬂﬂefualcempéﬁ de formule générale:
[err] [err] [err] [err] dans laquelle R et sont definis come Ala
revendi®ation 1, R5 represente un atone d'h drogene ou 20 un radi cal

al coyl e en chains droite ou ram fiee contep@sRrSl a 23 atones de carbone, et
R2 represente un atons d' hydrPg\%ene di ca? al coyl e choisi
convenabl enent pour repondre eral e decrite dans f(a

revendi’€ation 1 en un radical nethy QEn utilisant | e borane |orsqu' on
desire obtenir un produit de |I'indole sellan Ia fornule decrite dans la
revendi cation 1 dans |aquelle |le synbole represente une double |iaison
entre | esdané REBSe HEet A kER ASfinistddmprara 18 yealéragatidai 1, B rep@benka/in dorte d'bydedpanedu 25
desire2o btre'nthal erl znd:ha?tle @telct? dlur rr;mlﬁée w%ter?g;g) ? 23atdrensiye carbehecat R pidegnee Una
revendl C%‘ ‘#te dans re%erf l qygdl g quﬁ sgﬁgnﬁlthgyl éne, enWm%@gn&%gqyﬁngﬁgPﬁlﬁl e
entre le eq f6R3a fo mu|§ %ﬂé@a B levéndicition de

| " i ndol e r8ﬂb@ﬁte|@eﬁm|a%oﬁi€ﬁt?el Iﬁﬁatdﬁéh‘ide oarbbﬁéleﬁlﬁér'hy&aéénﬁﬂ'bn]cad&ﬂ&d 1G8ledn e
|l e synbolcésweobtemeprpe@lsntdelmdtﬂmelsaldm le fdrmabsiéc:rltcedanrséa rbwdraatwn'ésdadelaqwﬁ"b@ne

RL est déIVT"h C‘?gﬁ“ﬁe% E\V%mﬁd%@P'Pd’ﬁt es} rjﬁcﬂa °P@ a tatcé Bosrtlon
2 du .Cyclcst.an pipiinl p?@'é’fd’f }%‘? % %A}( ‘iﬁ%

ram fi ee gOd¥HRNBHM ndid286% 3, | §yrﬂﬁ>‘ebﬁ’rb$tac 6@&n Y @pr@:@nte
- POSi t i @d ud radiqal elsem én mumtmnecbuhydﬁ'negmenaet 7 R&Ma@ﬁ@@rﬂamouﬁr lasyoisle R?

d' hxdr ogettechéenipogition? canspnte ¢y glomsat ivdiegeheyet R genséssatedin atamrendiivdrogéneendl e:

35 comprend la cyclisation d'un cQpRopé [‘%rf‘?’T‘”'Geﬂ‘ige’F'&quel l e Xe represente un
anion, Z represente un radical phenyle eventdrel I eent substitue et RL et 40
R2" sop definis.respectivenent cemmB. A4 W&tedi X3t i ons 1 et- 4, dans un

sol vant organi que inerte erR [90fsy
tenperature el evee. 8. Procede po
"selon la fornule d crléte dans_| a revendr cat | or dans %ue d Barisls oI S
repr esggtdé“ﬂﬁ‘&‘ [earéponig unanian 4 i T?ﬁ@g&? ;‘% uﬁ?ﬂ amE{# 53?

ac

comre LAy “sre eCtQ ér rﬁe%yt € en positio
i ndol e 4§ reanrasaas &ouin rar pdparaionad’ ﬁmybrepasa dehidndote shian lacfoanule dédgrite dms la

cont enantrevindlcazidn at msaqﬂe"eclarﬂmh@e "f‘e fs molesurﬁzﬂ%l'?'? deisen enireples @tormsh 98

r epr esenterbens ‘*UE pdica an“Fh £ °'eqU|
conpr end repr @éﬂ%@len DEIFM Pgé ‘%@ 5 Bﬁgs &L%@gg%? le
[err] -so drrﬁ ro én[ee&id'r or{n@r'é R}‘éé aﬂéHJ t&lﬁ deh poéi-Q:I% 'ro d Gandrale:

respect i vemerit comme aux revendications 1 et 4. suivie d une cyclisation

de |'anine internediare obtenue. 9. Procede p®df’ | a preparation d' un

d' une base de preference ,9(

compos® de |'indole selon la forrrul de cu-{=e/dans | a revendi - cation 1 dans
laquel l e 1 e synbole  represamésc ubI e The bson entre |les 2Xlones de

carbons, Rl 60 est defini come A I ehé}%l catlon 1, le synbols R2 attache
en position 3 du cycle indole represente radi cal alcoyle en chai ne :

& R2,
g,[ ?gzhéoéﬁr.zﬁé’f&% %]Ir'rgﬁf‘ng efrmf res ectlv%men?’%%(g & ng revendicattronﬁéy sﬁngI%HPe

comme A | a revyrisisepatd lﬁ)BréQaratCUdld u@r@oﬁﬁosé de ¥ mdole selon la formule décrite dans la revendi-
cation 1-dans laquelle le symbole = représente une double liaison entre les atomes de carbone, R!

60 est défini comme & la revendication 1, le symbole R? attaché en position 3 du cycle indole représente

un radical alcoyle en chaine droite ou ramifiée contenant 7 & 24 atomes de carbone, le symbole R?

attaché en position 2 représente un atome d’hydrogéne et R? est défini comme & la revendication 1, qui
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phﬁv miceU?ns 7 u ﬂz\ aglgéeﬁ:frﬂw co q@?eqrqgﬂm%o% S’ecé e%te%%uf&i‘sd 31% é a%e ggnsgtSant 7

_042 298 conprend | a decarboxyl ati on par chauffage d' un derive de
;aNeOyroxycarbonyI 2 indol e de formule generale: [err] [err] dans | aquel

- et R3 sont definis conmme A la revendication 1, et R2" et R4 sont defi
respectlverrent comme aux revendi catocquzlzgg 5. 10. Procede pour |la
?eparatlon d ’ ggr ve de |'indole ou de |I'indoline selon |la formule
ecrite g ? dowrherdatior T thayfiege o'un dénive dertalcpdpnreasionyle indole de iermule
“hydrogene et R2 et R3 sont definis; 15 conmg, A la revendication 1, qui
fonprend | ' hydrol yse de |'ester correspondgsh de formul e general e decrite
fans | asrevendi cation 1 dans I1aquel A R3cospt definis comme A la
ﬁevendlctlon 1 et R, represdhPeCny caly7al coyl e en chai ne. didt te ou

: " event uel | enent substitue comme
iecrlt a larevendication 1. 1 1. Procedeg3pour | a preparation d un ester

d un dewive de |'indole ou de |'indoline selon la fornule 20 decrite dans
ar evencdaoabqu;ﬂe &' dahsonlt aéfinislcommiah 15 epsndreiting, umﬂ‘ QH* 66t déinEQ¥dpBctREmaHat ne
pr0| te 0lf° ‘B?Ft" frathet 3. A 6 atones de ca one (event uel | enent '
substltue,a&aa %‘fﬁ.{ ﬁﬁﬁ:‘f gﬁ:”"é:fr‘['e g olg pu ée' i famslesiierte | e
radi caux damdfe@(hé,re@ &&dtvn 9, E&?Q E!r? 1% 3%"%’5&@&' OXy
gont enantdééi'ltd\dgnsat mldﬂomardbmleduellﬂm etCR?rHaﬁ n| 3'% 'ré\'/@ﬂdldﬁan &t R!

| ' aci de CeRTeRER @é'cao?lmb dame dfaites ol aarhuﬁéennﬂmendmuel GImmgsndwbafbdRe de
Ia fornmul®%eH ﬂ%]é é ety %'82'5" a on re resente un at
a

t é I
d hydr ageaene Stveltd 9,5 ;}fﬁ'ﬁ% . Ji e S f il ﬁ" 'éro.IS’ ‘é'ﬁ
Procede pamified dorpenaar at 6 Gt ﬂ{ohé/ s lehgﬁl uﬁstf?dnb Jn 4
| a f or nulstitugige [distreéran tvbe mboisis pareni Gesahaim &oﬂ,ara EryRs &ntelfanted 3 at%ﬁn@ de
idefini's .m% @,ﬁmﬁ" %&%ﬂ?@g@ﬁmtwm ?ﬂs‘\i Tistomes "ﬁ;“’ qr;d&@f;banwderm g““g'?sg“’"@“‘"’%)
'd' un cg }% E% P fpEm F ¢ |8 formmle gpnéraladésrividanals on 1
30 dans I1aqu% repé‘gsen U %& %;ﬂﬁg S%f’f?mﬂso%édﬂ’eg‘a?aé'ﬂn
| " une quel COTE:]BﬁJcéhi@ohem&ifﬂi:laﬁﬂbn aas d&fv@@ddﬁnﬂ&l@&u qél'Mdiolifle BdIéh 1BYERGIe décrite
consi st amntmaot)héérattomeswe cerbwpoas @' eleR?|sbatrigirliscopuneditla FevemithationE g6icbMpPrehdt
for rm| QPEF&GOrresPaNGast selantiaformuledégritesians la revendication 1

a convertlr le composé de I'indole ou de I'indoline selon la formule décrite & la revendication 1 ainsi
obtenu en un sel pharmaceutiquement acceptable lorsgu’il existe.
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