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harmaceuticals.

More particularly the invention provides the compounds of formula I

wherein Ry is (Cy.4)alkyl and R; is (Cy.4)alkyl or phenyl.

The compounds of formula I are useful starting materials for the pharmaceutical oxcarbazepine

(Trileptal®) of formula IV (see below), useful as anticonvulsant, e.g. in the treatment of epilepsy.

Oxcarbazepine can be prepared from the compounds of formula I for example according to the

following reaction scheme:

carbamoylation
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Reactions a, b and ¢ may be carried out according to known procedures, for example as

described in the Example, steps f to h.



1l IV Reactions a, b and ¢ may be carried out according to known
procedures, for exanple as described in the Exanple, steps f to h. WD
01/ 56992We/BMR21/ 01330 2 In a further aspect the invent PEA/EROH(I38es a
process for the production of the conp@unds of fornula I, whereby a
conmpound of formula VO cc OL R2V wherein R2 is as defined above, is
react etin W fubthdr e¥RORAnAntbar pralidefRa FrbQts R B 3¢bHucRon Feh0ofH ogtgcisl fed
above. The reactiqn may be effected in known nanner, e.g. as described in
the Exfpgruda Lavhesdyq cqmpopng ofdormutpd’ conpounds of formula V have never
been described in the literature and are also part of the present

i nvention, as well as a process for tlaeir production. According to the

i nvention, the conpounds of fornula ¥ can be prepared by ring closure of a
conpound of forrmula VI or VII ., N RO I I i / COORZ N

wherein R; is as defined above, is reacted with a compound of formula R;OH or (R;0);CH, R,

being as defined above.

The reaction may be effected in known manner, e.g. as described in the Example, steps d, d’ and

d”.

The compounds of formula V have never been described in the literature and are also part of

the present invention, as well as a process for their production.

According to the invention, the compounds of formula V can be prepared by ring closure of a

compound of formula VI or VII

VI VII

wherein R; is as defined above and R; and R, independently, are (C;.4)alkyl.

The ring closure of the compound of formula VI is suitably carried out under acidic conditions,
e.g. as described in the Example, step c2. If the resulting compound of formula V is prepared
for the preparation of a compound of formula I, it is preferably not isolated but reacted in situ

into a compound of formula I, e.g. as described in the Example, step e.



CH3 Rs | VI VI wherein R2 is as defined above and R3 and R4,

i ndependently, are (C, _4)alkyl. The ring closure of the conpound of fornula
VI is sumaam3go®arri ed out under acidic conditions, e.g. P&I/EF8EB3Bhed in

t he Exanple, step c2. If the resulting3onpound of formula V is prepared
for the preparation of a conmpound of fornmula I, it is preferably not
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sur pri $hn¥ymembersd lac@m@ffcnatulztm cyclisation | eads to conpounds of for mul a
V and not to the 5-nenbered |lactamof forrmula VIII / No |l VIII with

cl eavage of the -COOR2, as would be expected fromJ. W Schul enberg et al.,
J. Aner. Chem Soc. 82, 2035 (1960) in view of the electron w thdraw ng

character of the -COOR2 group,. The ring closure of the conpound of fornmula
VIl is suitably carried out @ stpongly al kaline conditions, e.g. as
described in the Exanple, stwep N The conpounds of fornmula VI, as well as

t he conpounds of forrmula VII whergin R2 is not tert.- butyl when R3 and R4
are both isopropyl, are also no nd part of the present invention, as

wel | as processes for their prodycti on. Accordv¥Bgl to the invention, the
conpounds of fornmula VI can be prepared by reaction of the

with cleavage of the -COOR,, as would be expected from J.W. Schulenberg et al., J. Amer.
Chem. Soc. 82, 2035 (1960) in view of the electron withdrawing character of the -COOR,

group.

The ring closure of the compound of formula VII is suitably carried out under strongly alkaline

conditions, e.g. as described in the Example, step c1.

The compounds of formula VI, as well as the compounds of formula VII wherein R; is not tert.-
butyl when R; and R4 are both isopropyl, are also novel and part of the present invention, as

well as processes for their production.

According to the invention, the compounds of formula VI can be prepared by reaction of the
compound of formula VII under strong basic conditions with a compound of formula X-
COOR;, R; being as defined above and X being chlorine or methoxy. The reaction may be

effected in conventional manner, e.g. as described in the Example, step a2.

Also according to the invention, the compounds of formula VII can be prepared by reaction of

a compound of formula IX
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IX



conpound of forrmula VIII under strong basic conditions with a conmpound of
formula X- COOR2, R2 being as defined above and X being chlorine or

met hoxy. wo@/seerct i on nay be effected in conventional nmapeg/EPogoB30as
described in the Exanple, step a2. Al sa according to the invention, the
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with a compound of formula R3-NH-R4, R; and R, being as defined above, in conventional

manner, €.g. as described in the Example, step al.
The starting materials of formulae VIII and X are known.

In still a further aspect the invention provides an improved process for the production of the
compounds of formula Il by carbamoylation of a compound of formula IT. Carbamoylation of
the compound of formula I wherein R is methyl is described in WO 96/21649. According to

this disclosure, metal cyanates in the presence of mineral acids or relatively strong carboxylic

acids and a solvent are used.

It has now surprisingly been found that this carbamoylation can also be achieved under mild
conditions, using acetic acid. Presence of a strong acid and an additional solvent is not required.
In view of the relatively low stability of the compounds of formula II, the absence of a strong

acid is particularly advantageous. As a consequence the yield is significantly improved.

Accordingly the invention provides a process for the production of a compound of formula I
by carbamoylation of a compound of formula II with a metal cyanate, whereby the reaction is
effected using acetic acid, in the presence of a substantial excess of metal cyanate and in the

absence of a further solvent.



In still a further aspect the invention provides an inproved process for

t he production of the conmpounds of forrmula Il by carbanoyl ation of a
conpoundweXo1fs6#9ul a H. Carbanoyl ation of the conpound of PEBAERAI/GI3EY
wherein Ris methyl is described in WO%6/21649. According to this
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t he prese st,an | .excess. of nmetal cyanate and in the absence
of apfﬁitﬁggngg 5%1 q Bi%%ggﬁﬁv PEPO1/01330 5 The metal cyanate is
preferably sodi um or potassium cyanate. "Substantial excess" of netal
cyanat; means at least 0.2 equivalents, preferably 0.2 to 0.5 equival ents.
Such e is an essential condition for the reaction to take place with

t he |rrpr [ as conpared to the known carbanoylation process. The
reacti 3h Nehy — 101 HPE€as described in the Exanple, step g.
The following exanple illustrates the invention. Exanple al)

N, N- Di et ol yl.am, no benzam de o- Tol yl am no-benzoi ¢ acid (101 g,
0. 444 Ro1)° !Yéar@ag ERpidagid (1) &eﬁé"“é%é 9}18%6641%&0@&% (800 mL) and heated

to 58°C. A solution of thionyl chloride (57.6 g, 0.484 mol, 1,1 eq.) in toluene (100 mL) is

added within 20 min. The mixture is slowly heated to 82°C (1 hour) and concentrated in
vacuum. Toluene (800 mL) is added to the evaporation residue and the solution is concentrated
in vacuum. The crude acid chloride is dissolved in toluene (500 mL) and the solution is cooled
down to 3°C. A solution of dimethylamine (61.3 mL of an aqueous 40% solution, 1.1 eq.),
sodium hydroxide (77 g of a 30% aqueous solution, 1.3 eq.) and water (240 mL) is added in
45 min. The obtained suspension is stirred for 30 min. at 3°C and then warmed to 30°C. The
phases are separated and the aqueous phase is extracted with toluene (100 mL). The combined
organic phases are washed twice with water (200 mL), evaporated to dryness and degassed in
vacuum for 1 hour (30 mbar, 60°C). The product is obtained as an oil that solidifies on
standing (104.7 g, 93.5% yield). Eventually, the so obtained title compound can be

recrystallized from cyclohexane.

b) (2-Dimethylcarbamoyl-phenyl)-o-tolyl-carbamic acid methyl ester

N,N-Dimethyl-2-o-tolylamino-benzamide (104.7 g, 0.412 mol, 1 eq.) is dissolved in toluene
(800 mL) and cooled down to -8°C. A solution of n-Butyllithium in hexane (257 mL of a 1.6
M solution, 1 eq.) is added slowly in order to keep the temperature below 0°C (1 hour). The
orange suspension thus obtained is stirred for 30 min at -8°C and methylchloroformiate (42.8
g, 1.1 eq.) is added in 30 min. The suspension is stirred for 1 hour at 5°C before quenching
with sodium bicarbonate (500 mL of a saturated aqueous solution). The phases are separated

and the aqueous phase is extracted with toluene (200 mL). The combined organic phases are



to 58C. A solution of thionyl chloride (57.6 g, 0.484 nol, 1,1 eq.) in
toluene (100 nL) is added within 20 mn. The mxture is slowy heated to
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evaporation residue and the solution i $ concentrated in vacuum The crude
acid chloride is dissolved in toluene (500 nL) and the solution is cool ed
down t t Ay, of ueaus 00/

sol uti %ﬁg&f t% CSCOJV% b&@erglﬁgﬁfﬁﬁ 8F"t %c%rn%fs %d%g}ﬁ 5C(ﬁglovuascu%%ll u ?(%lr? 1.3
eq.) and Maeﬁothd"hm)udesccmtdBmdl ih33 .8%) rsi dissolfad lmbtthalanexdtes(aﬁs(p)adslaoﬁO?G
stirre The, ;ﬁg epar at ed
and thgnégéxeaglgé (ﬂmL Sﬂﬁ%‘?&‘?ﬂl zfcst% gj(glon I{EFQ[ d38%g831 rﬂi? he co i rpg

or gani crypliaklse@orab@ms"lﬁeckuswnswnvw stirredfoerl leﬁlOatrﬁ_S) G, ewdpbtcaﬂ%ﬁl ahd sdrrychess

and deg%ﬁﬁ? d Ihgurs ﬁgH#%&B&ag‘urQ Aﬁed(f‘?ftratﬁb ih%?oqg)lé é(vagg/gcp WQﬂ Sxarq bt & ned

as an Ol sol | i'es on ven ik ly,
t he sodopd m Mmilu'm fdrelci:bqpmuﬁd°®,a50 bfbar ¥ dbe yn;dt:a;bhlppedd 1isr ohuam;zdlasheehghéy b)
(2- Dlrret y I c .acid neth ester

N, N-Di ?"re[] y - - ’Hpr;%/ln be lf@r#" ga mmo(s)e%é C){(Ill leq.) is

di ssolved in toI uene (800 nL) and cool ed dovvn to -8C. A sol ution of
n-Butyllithiumin hexane (257 nL of a 1.6 Msolution, 1 eq.) is added
slowy in order to keep the tenperature bel ow OC (1 hour). The orange
suspensi or-Okog 0ott-dihipdsd-dibertb [U.f] €@ piness5 -3ebdXiylic adid nithyd Rster
met hyl chl oroform ate (42.8 g, 1.1 eq.) is added in 30 m n. The suspension
is stirred for 1 hour at 5C before quenching wth sodi um bi carbonate (500
. of @llS%h‘Uf)ﬂtlﬂﬂlea(qmm% ospjwﬁlbgrl)z eJ he dg%gsze@ iRTEBIFS( qpaglgl eﬁ’lg 188 6blhitien
aqueous p se is extr th t e ned organ
phases S8 A 59595%%19 %F’M?@fo’?%@ i‘PenE‘?"tzl é7g2 W?T M S("gﬁ{?“rrL)
evapor atzea; f9 adﬂWﬁ&ﬁly&ﬂ%rd&%S& tuertemp@uwn b@bw1°04u0 mih B Hdon HQE) -
The crg C(i gund 33. gt |1 i ssol vgz l!;l et hyl acet ate g240 m_) at 50C
imethylcarbamoyl-p enyl )-o-tolyl-car armc acid methyl ester (30.2 g, 0.096 mol, in

THF (80 mL) is added in 45 min. to the obtained solution. The reaction mixture is stirred for 1

hour at —5°C before quenching by addition of water (30 mL). The mixture is concentrated in
vacuum and water (220 mL) and ethylacetate (220 mL) are added to the oily residue. The
phases are stirred rapidly before letting them separate. The organic phase is washed with
aqueous sulfuric acid (300 mL of 1-M solution) and twice with water (300 mL). The organic
phase is evaporated to dryness and delivers 23.0 g (89.5 % yield) of the title conipound as an

orange oil that solidifies on standing.

a2) [2-(Methoxycarbonyl-phenyl-amino)-phenylj-acetic acid

A mixture of 1-phenyl-1,3-dihydro-indol-2-one (80g, 382 mmol), sodium hydroxide (16.06g,
402 mmol) and tetrahydrofuran (113 ml) is heated to reflux (67°C) for 5 hours. The solution is
diluted with another portion of tetrahydrofuran (169 ml) and cooled to —-10°C. A 20% solution
of butyllithium in cyclohexane (122.3g, 382 mmol) is added at this temperature followed by
dimethylcarbonate (51.7g, 573 mmol). Afterwards, the solution is stirred at ~10°C for 2 hours.
Concentrated hydrochloric acid (38 ml) and water (125 ml) are added and the organic solvents
are distilled off at reduced pressure. After addition of toluene (345 ml) to the suspension, the
pH of the water phase is adjusted to 1.5 using hydrochloric acid (34 ml). After ph-a;se separation
at 75°C, the organic phase is washed with another portion of water (120 ml), concentrated at
reduced pressure and allowed to crystallize at 0°C to yield 81.2 g of pure title compound
(75%).



and hexane (990 nmL) is added. The solution is allowed to cool down to 25C
(30 mn) whereby «crystallization begins. The suspension is stirred for 1
hour at 9%0)1/5%623l ed to 3C and stirred another 4 hours at PCRIEPOt/@l3per at ur e.
After filtration, the solid is washed With cold hexane and dried in vacuum
for 16 hours (50C, 50 nbar). The title conpound is obtained as a slightly
yellow solid (98.0 g, 70.5% gl obal yield from 2-o0-Tol yl am no-benzoic acid).
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(169 mM) and cooled to -10C. A 20% solution of butyllithiumin cycl ohexane
(122.3g, 382 mmol ) is added at this tenperature followed by
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-10C for 2 hours. Concentrated hydrochloric acid (38 m) and water (125
m) ara adeceae and2iymhechokgarbdnysphstghamino)-phenyl]-acetic acid (16g, 55.5 mmol) and

polyphosphoric acid (29g, 167mmol in terms of P,Os) is heated to 100°C for 4 hours. To the

reaction mixture, water (41ml) is added dropwise at 85-100°C with stirring and cooling. At
65°C toluene (41ml) is added and the mixture is stirred for 30 min. The two phases are
separated and washed. The organic phases are concentrated and allowed to crystallize at 0°C to

yield 12 g of pure title compound (80%).

d’) 10-Methoxy-dibenzo[b.f]azepine-5-carboxylic acid methyl ester

A suspension of 10-ox0-10,11-dihydro-dibenzo[b,f]azepine-S-carboxylic acid methyl ester (15g,
56 mmol) in methanol (75 ml) is heated to 60°C and a catalytic amount of p-toluene sulfonic
acid (0.213g, 1.1 mmol) is added. After addition of trimethyl ortho-formate (6.25g, 58.9 mmol)
the solution is stirred at 60-70°C for 4 hours. During this reaction the product precipitates as
white crystals. The mixture is cooled to room temperature, filtered and dried to yield 15.5g of

pure title compound (98%).

d”’) 10-Ethoxy-dibenzo[b,flazepine-5-carboxylic acid methyl ester

A suspension of 10-0x0-10,11-dihydro-dibenzo[b,flazepine-5-carboxylic acid methyl ester (15g,

56 mmol) in ethanol (75 ml) is heated to 60°C and a catalytic amount of p-toluene sulfonic acid



are distilled off at reduced pressure. After addition of toluene (345 m)
to the suspension, the pH of the water phase is adjusted to 1.5 using
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fyl O-Methoxy% H-dit?enzo [b.flazepine

A mixture of 10-methoxy-dibenzo[b,flazepine-5-carboxylic acid methyl ester (19g, 67.5 mmol),
poly (ethylene glycol) 200 (20 ml) and sodium hydroxide solution 50% (13 ml, 246 mmol) is
heated to 100°C for 4hours. Water (30 ml) is added and the suspension is cooled to 20°C and
filtered. The filter cake is washed with water and dried at 60°C/30 mbar to yield 14.7g of pure
title compound (98 %).

g) 10-Methoxy-dibenzo[b.flazepine-5-carboxylic acid amide

Acetic acid (150mL) is added dropwise to a stirred mixture of 10-methoxy-SH-
dibenzo[b,flazepine (25.0g, 112mmol) and NaOCN (9.25g, 142mmol) under a nitrogen
atmosphere at room temperature. After stirring for 7 hours the resulting yellow suspension of
the title compound (>95% area of the compound by HPLC) is used for synthesis of 10-oxo-
10,11-dihydro-dibenzo[b,f]azepine-5-carboxylic acid amide. The title compound can be isolated
by adding 1IN NaOH to a pH of >8 followed by extraction with toluene. Drying of the
combined organic layers and concentration in vacuo yields the title compound as a light yellow
solid (yield > 75%).

h) 10-Ox0-10,11-dihydro-dibenzo[b.flazepine-5-carboxylic acid amide

To the acetic acid mixture obtained under g) is added water (12.5mL, 694mmol) and 100%
H5504 (ca. 7.5mL, 140mmol) until a pH of < 1 is achieved. After stirring for 17 hours water is



d') 10- Met hoxy-di benzo[ b, fl azepi ne-5-carboxylic acid nmethyl ester A
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of p-toluene sulfonic acid WD 01/56992 PCT/EPO1/01330 8 (0.213g, 1.1 mol)
is added. Af:er addition of triethyl ortho-formate (8.73g, 58.9 mmol) the
solution is stirred at 60-70C for 4 hours. During this reaction the product
precipitates as white crystals. The mxture is cooled to roomtenperature,
filtered and dried to yield 16.0g of pure title conpound (97% . e)

10- Met hoxy- di benzo[ b, f| azepi ne-5-carboxylic acid nethyl ester A m xture of
[ 2- (met hoxycar bonyl - phenyl - am no) - phenyl ] -acetic acid (16g, 55.5 mmol) and
pol yphosphoric acid (29g, 167rnnol in ternms of P205) is heated to 100C for
4 hours. To the reaction m xture, nmethanol (50 m) is added dropw se at
65C with stirring. The resulting suspension is cooled to roomtenperature,
filtered and washed with nethanol (40 ml). The white crystals are dried to
yield 12.2g of pure title conpound (80% . f) 10-Methoxy-5H di benzo[b
f]lazepine A m xture of 10-nethoxy-di benzo[ b, f]azepi ne-5-carboxylic acid

nmet hyl ester (199, 67.5 mmol),



poly (ethylene glycol) 200 (20 ml) and sodi um hydroxi de sol uti on 50% (13
m, 246 mmol) is heated to 100C for 4hours. Water (30 m) is added and the
suspensi B0 018568030l ed to 20C and filtered. The filter cak®CrEPAHSI3H wit h
wat er and dried at 60C/ 30 nbar to yiel 14.7g of pure title conpound
(98% . g) 10- Met hoxy-di benzo[ b, fl azepi ne-5-carboxylic acid am de Acetic
acid (& ) is added dropwise to a stirred m xture of 10-nethoxy-SH

di benzo[ D, T] azepi ne (25.0g, 112mvol) and NaOCN (9. 25g, 142mmol) under a
nitrogen atnosphere at roomtenperature. After stirring for 7 hours the

resulting yellow suspensi.on.of . the title _co u (>95% area of the

co rrpou!fd by HERLE) fs°|r zﬁ%%fé’a‘“?‘b%" hearurqund pf ?ﬁ‘gﬁ)"g&ﬁ?

10, 11- di hydr o-di benzo[ b, f] azepi ne-5-carboxylic acid am de. The title
conpound can be isolated by addi ng_ﬁN NaOH to a pH of >8 foll owed by
extraction with toluene. Drying the conbi ned organic | ayers and
concentration in vacuo yielg {+ N 8 conpound as a light yellow solid
(yield >75 %. h) | O- 0(0- ro-di benzo[ b fl azepi ne-5-carboxylic
acid am de To the acetic acro¥mixt W obt ai ned under g) is added water
(12.5n, 694mml) and 100% H2S@4 (ca. 7.5nL, 140mml) until a pHof <1 is
achi eved. After stirring for 19 holUfs water is WO 01/56992 PCT/ EPO1/ 01330
9 added (275nL). The precipitated title conmpound liis filtered and dried in
vacuo (overall yield starting from 10-net hoxy-5H di benzo[ b, f] azepi ne
>78% . WO 01/56992 PCT/EPO /01330 10 dCdainms 1. A process for the
product i onwhérei ROSPOLNAKMA by 84rBEmBylatibn of a compound of formula II

wherein R; is as defined above, with a metal cyanate, whereby the reaction is effected
using acetic acid, in the presence of a substantial excess of metal cyanate and in the

absence of a further solvent.

2. A process for the production of a compound of formula V

0

.
par

wherein R; is (Ci4)alkyl or phenyl, which comprises the ring closure of a compound of
formula VI

A0



ORN ONH2 Il wherein RL is (O _4)al kyl, by carbanoyl ati on of a conpound
of formula II O RL1 N Hwerein RL is as defined above, with a netal

cyanat e, whei/edyz2 t he reaction is effected using acetic agdyErdl/niixe
presence of a substantial excess of netal cyanate and in the absence of a

further solvent. 2. A process for the production of a conpound of formula V
0O NOO-RzV wherein R is (Cl1_4)al kyl or phenyl, which conprises the
ring closure of a conpound of forrmula VI /a WO 01/56992 PCT/ EPOL/ 01330 11
HO O\ NJO HO.___O

VI

wherein R is as defined above.

3. A process for the production of a compound of formula V according to claim 2, which

comprises the ring closure of a compound of formula VII

VII
wherein R; is as defined in claim 2 and R; and Ry, independently, are (Ci-g)alkyl.
4. A compound of formula V as defined in claim 2.

5. A compound of formula I

wherein R; is as defined in claim 1 and R, is as defined in claim 2.



01 2 VI wherein R2 is as defined above. 3. A process for the production of
a conpound of fornula V according to claim2, which conprises the ring

cl osure wio@sssepound of forrmula VII R3\N j 4 COOR2 0 CieTPo1/oisberein R2
is as defined in claim2 and R3 and R4}2i ndependently, are (C7_4)al kyl. 4.
A compound of fornula V as defined in claim2. 5. A conpound of fornula I
ORI ~~ NOQO R2 wherein R is as defined inclaiml and R2 is as
defined in claim2. WD 01/56992 PCT/EP01/01330 12 6. A process for the
produdt i 0~A pubcess fonho pnokwtiof if rutanpowas sfeformald 1 45 @dfaieiR clatki £ Rvhich

conpri ses ctin .conpound of feprnu V as.defined in claim2 wth
conpound o(;o%%)s?sn%f’ (gmﬁ 5P mfrféﬁ‘)% ula\?%@tseq%ﬂnﬁ{ i Jaimy 2 yuith g cgmpgupd 8? m1.
7. A conpoiemtulafROH ou Ry OJCH, wherein R, is as defined in claim 1.

7. A compound of formula VI

0 (o]
VI
wherein R, is as defined in claim 2.
8. A process for the production of a compound of formula VI as defined in claim 7, which

comprises reacting the compound of formula VIII

=
N
@ VIII

under strong basic conditions with a compound of formula X-COOR,, wherein R, is as

defined in claim 2 and X is chlorine or methoxy.

9. A compound of formula VII



HO Oor:c OO-R2 VI wherein R2 is as defined in claim2. 8. A process for
t he production of a conmpound of fornula VI as defined in claim?7, which
conpri sewor@s62ng t he conpound of forrmula VIII C O N | VPCI/ERAHER3&Gt r ong
basi c conditions with a conpound of fol3nula X-COOR2i wherein R2 is as
defined in claim2 and X is chlorine or nmethoxy. 9. A conpound of fornula
VI WO 01/56992 PCT/EP01/01330 %3 R3gR4 \ 0 N, COOK2 CH3 VII wherein
R2 is as defined in claim2 and Ré\aﬁd‘R4 are as defined in claim 3,
provided that R2 is not tert.-hutyl when R3 and R4 are both isopropyl. 10.
A process for the production o compound of forrmula VII as defined in
claim9, which conprises react{ 8¢ ﬁ/@@nﬁound of formula I X R3\ R4

CH,
VII

wherein R; is as defined in claim 2 and R; and R, are as defined in claim 3, provided that

R; is not tert.-butyl when R; and R, are both isopropyl.

10. A process for the production of a compound of formula VII as defined in claim 9, which

comprises reacting a compound of formula IX

@/CHS
IX

wherein R3 and R, are as defined in claim 9, with a compound of formula CICOOR,,

wherein R; is as defined in claim 2 but not tert.-butyl when R; and R, are both isopropyl.

11. A compound of formula IX

IX

wherein R; and R, are as defined in claim 9.



\' O NH dCH3 I X wherein R3 and R4 are as defined in claim9, with a
conpound of fornula ClCOOR2, wherein R2 is as defined in claim2 but not

tert.-bumdodgen R3 and R4 are both isopropyl. 11. A conpaungbopbiszor mul a
IXRB R4 \ O NHCH3 I X wherein R3 al R4 are as defined in claim9. WO
01/ 56992 PCT/ EP01/01330 14 12. A pr ocess for the production of a conpound

of forrrullg as df”i%_q claim1l, which conprises reacting the
conpound 6t “ BIEIsd° tiop ompgupgl phfogmy fintd froelamn &1,

R3- NH- R4, R¥hahdoRprRel regetag tHebdhsshddofGhahih %

@fj%
NH

CH,

with a compound of formula R;-NH-R4, R; and R, being as defined in claim 9.



