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nt i t y4%f Ces phali maeleutla-af carplerH Thus, for ofral adeini|stmat| @, | 47
sul es caB cont @i n fram between about 5.0 ng tol about 25( ng of t q
ive ingr8dients ofl thi &Y nventi on@Ph or without a3Pharjmelbuti€all
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i nf medi cal 15 textbooks; for instance, "Physicians' Desk Reference", 34
, Medical Economics Co., Oadell, N J., US A, 1980. Wen used: in
copbi nati on, the conmpound of fornula 1, or its therapeutically acceptable
, |s adm n| stered as descrl bed preV| ously The corrpound of forrrul a 1

- -, " T o - " -,




20 The al dose reduct ase |nh| b|t| ng effects of the corrpounds of forrrul a
and their pharmaceuti cally acceptable salts with organic or inorganic bases
ca’n be denonstrated by enploying an in vitro test'i,ng procedure siml ar/ta
%5 described by S. Hayman and J. 5 %oshita J. Biol. Chem, 240, &7/
'(19 In the present case the pr% 28 of - Hayman and Ki noshi tais

rTDdIf_I ed—+f—that—the—Ftrat—chromatography—steprts—ontrtted T the
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wer e obt ai ned when the foregoing listed conpou (ﬁ?w"gﬂe for nﬁLlaer[‘tr;%
eval uabl eéo.t,rtut@&pawae. msrL mtro test. % Inhibi{ichfpciha30 (n vitro)
Exa ferent—Nol q—\Ahi-ch Co cent rati ons Conpound of
Forrml a R ([err] &2 R? RY '- ' Gdgretedd - 1T NP NBY R
ferr] Re - — 'S Pregpargd r derr]
lerr] T (& s-pet T s (R 2 err]
8 [er’] cH, [lerr] acb-[err]| acH0 6- CiH30 . 45 gs | 78 | 23 23
9 40  CH3 H|. 5- Br “H | 32
93 87 CHy7 H [H | &CpQ. e . | 4[| BB |8 |2
32 61 16 ,CHB H oA-B

c _ 6-CH 98 | 95 | 72
R B A R err] “H 8-Br | H
34 CH88 79H 245CN3 6-CHO - 5-[err] 48 98 | 93 | 74
35 83 64, . 17 50 [err]. H . 5-[(3r r] H
36 CHgg  74H [28Bop 6-CHQ(CH::0 5y 4 B-1e¥r)| B
37 % I3 91y 555[(:?-! ddeny | 'h H 0 5-QN g o2H| 74 | 19
33 89 79 0G| H 5- NC2 H
39 CH91 83H 4 3 5((;;13)2&-! | vH 5-d | 81 tor | 72 | 21
40 .91 83, 40 [err] H - 5- - 0
41 2 CHgg - oflM 72 5[°gfr 8CHQy - 5| 2 12 O_r-%'p 5
42 1 Cng' 88/H 55 slmer r] 6-1(3-CH—CH,)CHED] 53 geH| 37 | 1
43 5 51 13 65 5 -
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Conpound (inv etr] : R2 R R4
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46 429 H  5-1 6- &H30
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54 e ald sﬁf reductase inhibiting property of the compoun s of this invention and the utilization of the
pbunds in preventing, diminishing and alleviating diabetic complications are demonstrable in experi-

50 ments using galactosemic rats, see Dvornik et al., cited above. Such experiments are exemplified herein-
below after the listing of the following general comments pertaining to these experiments:

{a) Four or more groups of six male rats, 50—70 g, Sprague-Dawley strain, were used. The first group,
the control group, was fed a mixture of laboratory chow (rodent laboratory chow, Purina) and glucose at
20% (w/w %) concentration. The untreated galactosemic group was fed a similar diet in which galactose is

55 substituted for glucose. The third group was fed on a diet prepared by mixing a gtven amount of the test
compound with the galactose containing diet. The concentration of galactose in the diet of the treated
groups was the same as that for the untreated galactosemic group.

{b) After four days, the animals were killed by decapitation. The eyeballs were removed and punctured
with a razor blade; the freed lenses were rolled gently on filter paper and weighed. The sciatic nerves were

60 dissected as completely as possible and weighed. Both tissues were frozen and can be kept up to two
weeks before being analyzed for dulcitol.

. (c) The polyol determination was performed by a modification of the procedure of M. Kraml and L.
Cosyns, Clin. Biochem., 2, 373 (1969). Only two minor reagent changes were made: (&) The rinsing mixture
was an aqueous 5% (wi/v) trichloroacetic acid solution and (b) the stock solution was prepared by

65 dissolving 25 mg of dulcitol in 100 mi of an aqueous trichloroacetic acid solution. [N.B.: For each experi-
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25 - 48 45 CH3. " H " B-[err] 6-CH30 H T

20 96 9.1 - - 55 50 . _
4.4 - 29 A process for the preparation of the conpounds of -
forguka | is illustrated by the follow ng schene wherein 55 [err] and/;
[erg¥/are as defined hereinbefore 0506898 i s an ester group which nma Pe
~for exanple a | ower alkyl or an ar(lower)al kyl ester; i.e., Ris |owe

al kyl “or. ar (1 ower) al kyb= c@ﬂwﬂ'ﬁ-cﬂ cooM059596 [err] 20 SSJC(_B—M &P cHere .
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(a) reacting an sanmFoegteR of fornula> 4 Wheregin =5 Qd [err] are as
defined herein ‘and $ er 30 alky QL ari ‘Wi t h phosphor us
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formula 11l wherein [err] and R are as._defined hRreinn to Bbtain the
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[err] and [err] are as UeFMBA~F&EN and [err] is hydrogen. Referring to.
t he above section (a)_of _Xhe |ast.paragraph, the thioxoester of fornmula Il
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with an am : §pgeitica esf e "9%-' %‘H ed Iself |er}
her ei ng, ﬁ% & 3&“553. ﬁ‘r! oltbsutfidb 8 ick e CUFbsrn %a b
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o1 to & tﬁﬁi’“‘?ﬁéﬂg e Gl it aﬁ.,%r? TR st i
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chom SRR i i @ﬂﬁ* Rt
Benj am n, oflfé'\'ﬁ\ulal 5 uss[bﬁ ?5|3arat F forhitla Ifi.

"FHe Pept i dessill rnokﬁbectfﬂ:allyﬁtﬂ@.dﬁﬂhg:mﬂam of fodN&lm IYaan ke prﬁﬂﬁéi!, by@pupling a ihéi:ﬂhthaﬁﬁe-
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chl ori &e, V't SRf Bare 25 ArPs? PHR™ s 0059 596 azide, activated ester, or
O acyl urea obtained fromeodial kyl carbodiim de. Preferred activated forns
of the

5 -
50 R @g : + NH(R1)‘-_CH2000R R [

R4 R

(V1)
55 : (V) o

The compounds of formula V and VI are known or can be prepared by known methods. For example,

see “Elsevier's Encyclopaedia of Organic Chemistry,” F. Radt, Ed., Series lll, Vol. 12B, Elsevier Publishing

- Co., Amsterdam, 1953, pp 39656—4473. The preparation of a number of the naphthalenecarboxylic acids is
60 illustrated by examples 1, 1a to 1k and 61 to 63, described hereinafter. The coupling of the naphthalene-
carboxylic acid V and the amino acid ester VI is done preferably by the “carboxyl activation” coupling
procedure. Descriptions of carboxyl-activating groups are found in general textbooks of peptide chemistry;

for example, K. D. Kopple, “Peptides and Amino Acids”, W. A. Benjamin, Inc., New York, 1966, pp. 46—51,
and E. Schroder and K. Liioke, “The Peptides”; Vol. 1, Academic Press, New York, 1965, pp. 77—128.

65 Examples of the activated form of the terminal carboxyl are the acid chloride, acid bromide, anhydride,
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sol ven E‘:"F (%OH)_%EM%I‘ 'é‘él:g zq¥$en¢%%ﬁ(%mﬂ*)m§d39%gg égﬁrﬁﬁgg'@%%o?@hﬁdﬂ%%%@' on
made acTdi § er,
g TL I I’ zed‘dflr;}% E%’ aﬁ%fgﬁ gﬂ

dried andgﬁ42 e 1.0 g of the title conpound;

np 229-230[ e& I‘n}uxtuﬂNW thdMiIng @atdribi befoFrhul® VD 5-bdmodthaphtRaléne cBoodtid acié—%l@ g,
( br oad 1 SH)anEs)Barwrrbh\@ rofcybeoivkriprap HOBY, 7101 boiyiples) imBiAR {200t} vee preparsy.I N, m
156 5 glmagqsbm DMF (80 ('qﬁ)lwag pgded @1hq3m(qyre@'§m; res]_l

Obt al ned ngf ‘%ﬁé’ﬁg E r | Erﬁﬁ -Me th g\%ﬁb rochlonde
3- (111 1 | UGhmdbRl i 9?#%@ 8 b "é°6'ﬁﬁe§§¥féf\’r% Ere 'ﬁt@e
4- chl or oplaereyrtred by drygdas (D'I’dbd@duc&ﬂpr&é AEPTHe rekjdue was subjected to chromatography on325g

5- ( Tr i fasuot Wier pél y$ing ethvhanstatectiexane (lat) bothy bibant. Abeé plird fricti¢re wete poolbd {ogfeld 10&mychf
[err] and [err] = H A mxture of 5-iodo-1-naphthal enecarboxylic acid

met hyl ester '[8.8 g, 28 mmol es, described by C. Seer and R School, Justus
Lei bigs Ann. Chem, 398, 82 (1913)], trifluoronethyl iodide (12 g, 61.2
mol es), 25 freshly prepared copper powder (5.7 g, prepared according to
the procedure of R Q Brewster and T. G oening, "Organic Syntheses", Coll.
Vol. Il, John Wley and Sons, New York, N. Y., US A, 1948, p. 445) and
pyr| d| ne (45 n1) vas charged |nto a stal nI ess steel aut oclave. The vessel




residue was crystallized from nethanol to give 4.3 g of
(trifluoronethyl)-1-napht hal enecarboxylic acid methyl ester, NVR ([err]
rr] 4.0 (s, 3H, 8.0 (m 6H. The %3335%25 g, 16.72 rrm)les) was :
spended in nmethanol (100 m). A 2N aqueous NaOH solution (16.72 m, 2 |-
ui'val ent sprodvatwhichdess rec(vmlhedgmmrwwsaceme tagiee the itelompoime, iddntical hegroduct o
-22[ err] Rregedurg Arpf thiseamplesyl ti ng cl ear so%‘ ution was adjusted to pH 8
th 1N aqg 2 €ps_
ncent r gt gﬁ.@i@?ﬁ‘ .E;gaﬁ%gﬁ%;%\n@qh ég%tfeous&&&? er [ﬁ?r%}egsﬁltrzﬁgﬂ =SB
eci-pitate was actirddesntueah oﬂm%&nmhhpmtew)caudwwrm\wgld@re meblleser (355 g,
essure to‘%h\r@'%hée&ctlh*emc Bapelend; in Md12€)8 Oérrﬂ Phesp @erftasuifide (44.5g,
]

[ (5- Br omoZGh minAlas) Wesadoad portianwies, Ve "“KL" Eﬂ WP‘{}C hq:;sgg}en qrs‘:'i::?to
rr] ang, Fioofikerroﬁzoc b mpeéf.ﬁé fﬁ?b“é’ £ thg i e il
catal yti cwawWdsRéd with TN Sjasgus iC qc.o in¥)QSsafaeliba omﬂoraof&u&mraabmtecﬁndtumae,

sfarting nmremtmsmr. fnlfeoadrmdl evaMratEd tordorrmessrﬁhn Wuhu&semaﬂw yolm eshamoli-wiatér 1401)g,

34. 8 mol esff?deﬁ@r" ?feﬁ‘ei;dwp ] VR H& g (s, BHlet§8 and 837 (29 g r 17Hz,

(Jo50)7, fziﬁ&i wois il am‘L“@ G [ GEBA SRS

t ef l uX' 4R rrhéiaVlidsteBd ofs-brb &ﬁ-ﬁbﬁtﬁaﬁﬁ&&a&%ﬁ%&dw in\é¥ich R!

' I uxed f osndPBPedth i3 methiyEardBbxdinet Exsvasiesi hp mttatceudpdmdschrgmea 8s prddicts @ TRabeS Band

ed to t hitogethéronithdhn apparopeateistertieg matarialipidonmuln \eysep tor theiedreparatibnyness. The

i due vas di ssolved in pyridinde (100 ?&%L The solution was cooled in an

bath™ Dry N nethyl gl yci ne net hyl r\ydrochl oride.(11.1 g, 79.6

ol es), a starting nmaterial of siagﬁm,@e"\ﬂ was aeeRe NARrdnkAtve se to the

53001 ed sol ution. The m xture V\a‘EFoﬁiUH\Vﬂﬂ—fH)r 2 heelan-1-2dphmsiejyiand t hen

ted at_reflux for 1 hr. The pyridine was 50 r bivsereddhiiyN-methylor at i on.

er waé® added t%‘aﬁ'ﬁ'é cﬁ’ly resi due. The ni xt ur e9'vgite e 8889ed with et hyl

acgtate (3 x 150 conbi ned extyacts were e N aqueous
solution, a sat urat ega sol uti on of hSOdI um bi CEE@E@H“&EA‘% hér&m After

i ng-over [err] the extract was treated with 2s3H;eas (m,fZHl v2fred and

evhporat @4. The residue was crystallized from di 8nRICRQNEBO.IE20aAnol to

e the title corngpound 91-92[err NVR ([ er e nd 3.25 (2s,

3HE, 3.6 and 3. 85rg()25 %TD 4. 35 (bro]é'lld 2H) , éﬁ.?'(ﬁl) g (’% E@Eﬁhr]max 55

(EfOH) 321 nm (e775),316 (1,110), 299 (6, 660), 28&:0(:@62:5@()5 3&@,7;3 (7, 400) 225

(6%, 600) 3% Anal . Calcd: C, 53.59%H, 4.20% N, 4. 1#8H).Rs81nd. 2H;, 53. 60% H

4.87%N, 4.21% Procedure B: A mixture of the st&F{mSH) materral of for mul a

V, §5- br onp- 1- naphtgal en boxylic agid (12.8g,

1- Bydr oxybenzot ri azol e %' 7.0 g, ?2 mol es) ﬁgﬁﬁﬁg’%g‘ad }&was

pr gpared.4eN, N - 60 dicycl ohexyl car bodi i m de (DCCasGL@s,GH)gas'BG anol es) in DV

(3@ nl) was added to the mixture. The resulting #8 @mé%ﬁ%ﬁ?'ﬂed at 20C
1 hr and then cooled to OC. N Methyl gl yci ne 1%!’;% W’drochl ori de

(7.°25 g,- 52 mml es) and then N-ethyl norpholine ( c,g'l: 2 ‘miol es) were

ade to4he cool ed m xture. The 'm xture was strrred for 30 mn at 0C and

h

thgn for 18 hr at 7220[ er rsiMe Thereaf ter H t he mi xt uﬁﬁwethalsNWI(cmlaed and
centrated to dryness under reduced pressure. |3g é'* $5subj ect ed

t o fchr omat ogr aphy on 325 g 65 of silica gel usin Sj 'e- hexane

(1:1) assbhe eluant. The pure fractions were poo e to yi eId 10.5 g of 12

0059596 product whd ch waesrr ecrystal | i BdcHfaHQinlet Bytomadateat/ext; empgi ve t he

titfl e conpound, identical to.the product o proceé‘trr@W\NW (FfPﬁ'éaexarrpl e.

Exdmpl e 3 N[ (5- Br ono- I-napht hal enyl ) t hi oxomet hyg :Lr#rreg% ne Met hyl

H)a”

Estler (I ,ss[err] and [err] [err], [err] = 5-B 8(@ [err]=H)
Toga stirred sol ution of 71_35(broad 5|-|)

N-[#( 5- br onp- 1- napht hal e%@icar bonyl | - N et hyl - Ci ne rreth ester (35.5 g,
106 rmmol es, described i ample 2) it dry pyri d 's) Wsphor us
pert asul fsbde (44.5 g, 200 mmol es).-was added port‘ ' Mt ure was

stirrred and refluxed for 1.5 hr and then poured |nto a |ter of water at 50
to 80[err] (cauti ma: evakaN i on of copitous quanti Biewmo;dMi @CL)d The m xture
was allowed to 10 cool to 20 to 22[err] (roomteﬁﬂéﬂré*ﬂ)uii@)(s 3H). H#@red and
the filtrgte was extracted with ethyl acetate. %ﬂ& #Hhyashed with
1N aqueous HClI solution, brine, a saturated sol utron 1S d| um carbonat e
and brine, dried ([err]), filtered and e\{%porated to dryness The residue
was recrystallized fromethanol -water (4:1) to give the title conpound; np
85-86[err]; NWR ([err])[err] 3:0 (s, 3H), 3.85 (s, 3H), 4.58 and 5.37 (2d,
J = 17Hz, 2H), 7.1-8.3 (m 6H); WAmax (EtOH) 281 nm ([err] 14,480), 218
(14, 480). :



‘15 - By fol I oW’ ng serr aIIy the precedures of Exanpl es 2 and” 3 and usi 1 ng
_the appropr.i ate. starting material of. formula V instead of = e
5- br ono- 1- napht hal ene- car boxyl i ¢ aci d, ot ker - Corrpounds of-- formutal in 7
whi cQuJerr] and R2 each is nethyl are obtained. Exanpl es of  the latter
conpolinds ‘are |listed as products in 00896861 and 11 together with the

appropriate starting material of f S for their preparation. 20
TABLE | Starting Material ‘P%HIE# %["r gérjeflx I| ed of Forrrula Vv

([err] = H) bel ow 1 -naphtE eriak nj ox0 7 25

Exanple R3 of rmulﬂafﬂ 'tr-h efl)m %ﬁ?‘r th

4- Br ExamopleH R? 44 br ono; NI\/E{y((.r[eeﬁdrt {t@rr] 2 85 & 3.25
(2s, 3H), 3.6 & 2-86(2s 3H 4

6H); IR ([err]) 730, 1620;[ err] 5 H 8- Br  Benitro; mp 116—117°CH

8-bromo; IR ([er1r1]) 17%90 1480, 1380 1080 [err]smloro' assspecgmlLerr] 3.0 (s,

3H, 3.8 35 - mie: 3071308 (M*), 274276 . (S: 3"')
3.65 (m 2H), 7.5 (m 6H 6 5- CH30 (M*—H, S), 248/246

5-nmet hoxy; NWVR ([err]) [err] 2.81 & 3.21 (2s, 3W'~@@& & 40

3.80 (2s, 3H), 3.97 (s, 3H) & 4.37 (broad 2H) 6.8 .40 (m 4H),.
8.27 (m 1H): IR [err]9®1740, 1630, §7‘8°[err] ge‘mm%l, |

H ' 5-methyl ;. NVR ([err]) [err] 2.6 06@,:*% %3H), 3.85
(3H, 3.75 & 4.9 (m 2H), 7.6 (s, 6H) 50 8 3588r3H)

6-[err] 5- br onp- 6- pentyl oxy; np 80-83C; NIVR [err err 0.9 (t, J =

7Hz, 3H), 1.1- 210 (brdHhH, 2H) 3.0 (BLHs3H), 55(c|;g|";°£ -met le)N R
g (s 3H, 4.1 (m 2H), 7.1-8.5 (broad, 5H 9 (s. 3H) é
H 5- cyano; NI\/R([er 1) [err] 3. 004{; ' ,,J a%l(s 3H), 4.45

60 2H),77(m,5H) & 5A5 (d, 2H),
7.18 (m 6H) 9a 4- CN - H cyano; NWR
([err]) [err] 3. 14(s ), 3.85 (s, 3'14), 4.55 &5‘“2@*%‘%7353'“— 17Hz, 2H), 65
7.0-8% (m 6H) 0Pg9596 TABLE Iy - conti nugdngte@inpi1bE-feRcer i al

Product: N[ (prefix listed of Fornul a V ([err] NMFD(CDCI,)5310&362

bel ow 1- napht hal enyl ) - thi oxonet hyl | - N- et hyl - [Bsa3tj) 360 &370 (2s,

R4 ~ glycine nethyl ester 10 5-‘1["% Jfng&iﬁ’) H
5-nitro; np 116-1170C . __ 72—8.4 (m, 6HI: IR

(CHCI;) 1740 em™'; UVAmax

(EtOH) 283 nm (¢ 7,100), -

219 {62,000); Anal. Caicd:

C, 58.54% H, 4.58% N,

4.55%; Found: C, 58.58%

H, 4.76% N, 4.58%

16 3-Cl 4-CH;0 3-chloro-4-methoxy; mp
. . 85—86°C; NMR (CDCl3) 3
N\ . 3.05 (s, 3H), 3.85 (s, 3H),
. " 4.00 (s, 3H), 4.58 & 5.3 (2d,
J = 17Hz, 2H), 7.6 (m, 5H)

17 5-Ci 7-Cl . 5,7-dichloro: m/e; 325/327/
329 (M*), 266, 268, 270 -
{(M*—COOCH,), 223/225/227
{M*—CH;—N—CH,—COOCH;) .

18 5—I _ 6—CH;0 5-iodo-6-methoxy; mp 149—
150°C; NMR (CDCl;) & 3.00
(s, 3H), 3.85 (s, 3H), 3.95 (s,
3H), 4.4 & 5.45 (d, 2H), 7.6
(m, 5H)

19 5-CN 6-CH,O 5-cyano-6-methoxy; mp
’ 164—165°C; NMR (CDCI,} &
3.05 (s, 3H), 3.90 (s, 3H),
4.07 (s, 3H), 4.35 & 5.55
- {d, J = 16.8Hz, 2H), 7.80
{m, 5H) :

* No prefix as compound is N-(1-naphthalenyl)thioxomethyl)-N-methyiglycine methyl ester

14




12—; . B Cl e et H T 5 chl oro rrass spect U rrle L
-3 /309 ([err]) 274/276 ([err] H S) 248/246 ([err] CQOwe) 12. 5- Br, q,
6%‘-'._;.1”] S rom) 6 rrethoxy rrpagﬁgsbétl Nl\/R([err]) [err] 3.00 (s

s froms’e. rree vgmg{;g %iwf %*z;r, Ry %’f:a g ;ﬁﬁﬁ&h’éﬁ:@g&:ﬁéﬁ%
4. & 5.35 ( rard.Lt an j#i ) for exampie 6; by M. J. S. Dewar and P
* IR ([err]c)nsa;ia ArRIChém., fsﬁd-c 84, 3541 (49st) forexample7 in example 1 orexamples by M. J. S. Dewar
4- ghl or o; snmpand®OJ. m&@ma ]Am. MVRn@csr 84, 16!'[95 IfGr ek@ndles3, 62 10 A 113 ) exa@plO Ob &or
0 (2s 3 f%r;lgfﬁz % le 18 @% |a¢ al., é@{gzqu@ﬂgs ( 1. II.J h

([4rr]) 174 ,E Fjig ;&% % .
Cafled: ' C 5% Ap@hﬁ'e i&% S Lagar ’E A) for é’g %ﬂ?
3- [err] - chl or o- 4- met hoxy;. rrp 85-86C;, NWR
([drr]) [err] 305(5 3H), 3.85 (s, 3H)TABLEMO (s, 3H), 4.58 & 5.3 (2d, J =
1714z, 2H), 7.6 -(m 5H 17 St ggMatenal Prolidet: N-[[prefix listed

5, ¥ dichloro: me; 325/327/ 32& Fofnila\l jR® =HH6, 268, 2B&ow-f-asphthalesyik])

223/ 225/ 234 ([err]-[err]) 18 5- thioxgmepigIoN-methyl-

5- i§odo- 6- met hoxyEXample 18Y- 150C. NVR (Rerr]) [err] 3 B'Mc"t%me‘@ﬁf“e'S 85 (s,
3HE 3.95 (s, 3Hy, 4.4 ‘% 5.45 (d, 2H)g (z-lé(c {POISH) 18 bromo-6-(3-Rie

6- 0 5-cyano- 6- net hoxy; np 1 65C, "NVR ( @ryr,]N)w{(eDml) 6&’05 (s,
3HE 3.90,s, 3H), 4.07 (s, 3H), 4.35 & 5. 55 (d, J =(mM@HBR3S (s26#), 7.80 (m

5H) No -prefix as conmpound is 3.55 (m, 4H), 4.25 {t, J = 6Hz,
‘l napht hal enyl ) t hi oxonet hyl ) - N- met hyl gl yci ne net hz'l" 44 ft fizﬁgz 2H._ 1059596

W reference to Table | the starting materials of Q{ﬁw, 84 LQngscrl bed
by L Jggobs; et al. J._ Og. Chem, 11, 27 (1946) 1|F|psaa'eoaa.nqalslez 48) by H.
G le et al. éJ1. Che rgl g(.c,H )k1168 (1%34) for exanple 5; h A. G| rardet and
ol i P
g.e or;sgop Hgl vél Chim M9, 47Y (1966) for exm moéﬂ‘)&] S.
N | 2.15 (s, 3H), 3.05 (s, 3H),
30 ' 3.85 (s, 3H), 4.55 & 5.3 (2s,
_ 2H), 5.0 & 5.35 (2s; 2H),
7.6 (m, 6H)
22 5-[(CH,),CHI H '  5-{1-methylethyl); NMR
35 : _ {CDCl,) & 1.35 (m, 6H), 3.0
& 3.55 (2s, 3H), 3.65 & 3.85
(2s, 3H), 4.95 (2H), 7.5 {m, 6H)
23 5-CF,  6CH,0 " s-{trifluoromethyl}-6-meth-
40 _ : oxy; mp 109—110°C; NMR

(CDCl3) 3 3.00 (s, 3H), 3.85
{s, 3H), 3.95 (s, 3H), 4.35
8.65.45 (d, 2H); 7.7 (m, 5H)

‘\\_’ i 45 24 5-Br : 8-[{3-CFy—CgH,)CH,0]  5-bromo-6-[3-{trifluoro-
' ' methyl)phenylmethoxy];
NMR (CDCl,) 5 3.00 (s, 3H),
3.85 (s, 3H), 4.4 & 5.4 (2d,
_ ' ' .J = 18.5Hz, 2H), 5.25 (s, 2H),
50 - ) R 7.6 {m, 9H)

24a 5-Br : 6-[(4-Cl—CsH,ICH, 0] 5-bromo-6-(4-chlorophenyl-
' methoxy); NMR (CDCl;) 3
. 3.00 (s, 3H), 3.85 (s, 3H),
55 . 4.40 & 5.40 (d, 2H), 5.2
- {s, 2H), 7.5 (m, 9H)

24b 5-CF, ~ H B-(trifluoromethyl); NMR
: o {CDCl;) & 3.00 (s, 3H), 3.85
60 : (s, 3H), 4.5 & 5.4 (d, 2H),
: 7.2—8.3 {m, 6H).

With reference to Table ll, the starting matenals of formula V are described in example 1b, herein, for
example 20; in example 1 for example 21; in example 1a for example 22; in example 1h for example 23; in
65 example 1i for example 24 and example 24a; and in example 1j for example 24b.
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“Grisdare, 3. "Am--Onem T So6. T84, 9541 7(1962) for exanpl e 7:in exanple Fg

~for exanple 8 by M J. S Dewar 5 and P.-J. Gisdale; J. Am Chem
‘84, 3541 (1962) for exanplés 9, 9a, 10 and 11; in exanple 1b-for. exar
12; in exanple 1c for exanple 13; bx H s(i#man et al., "Organic Synth ,
Col™ Vol . 11, John Wley and Sons, 988 k, N'Y., US A, 1948, p. 425 for
exanmpl e 14; g0¥oudwink seldfytRSprédediires of exanfpied 2 afd 8Bt usidglth@abptobHat tarting mensadrpl e
15; in expmmli£Vilifstéaaros MxaetiAghycihe othencompaunpis of foemilot in svhishBf & Idwer alkyl, B%iasp| e
1f for exbmbeR*18hydegen are olsainer Examblgs btshe laterepinpounds arg (iste/gs prodpgts igiTable jihg
Mat er i al together with the appfopgipte $tarting pptaiab pf formuylal wsed for theif RIBRAZAURM- (RS = )

“bel ow P- napht hal enyl | - t hi oxormet hyl ] -N-nethyl - Exanple R3

T

R4 gl yci ne nethyl easignm 20 5- Br :

6-[err] 5- br ono- 6- ( 3- netsat;oxy%rgg-_ ‘po>§y)dile\/R5£l[2Eror-1]) [err] 2.1 20
(m 4H), 3.35 (s, 6H), 3.55 (m 4Fferting Matprialy = ProducthyjiS-beemo-12" 45 (| J =
6Hz, 2P9, 7.4 (m 2H). 8.0 (d, J =°Hiagnuay) ﬁ@;ﬁ%ﬁ{j{}&:ﬁsm, 25

1H), 8.85 (d, J =gBkoe 1R 21 5-[8fr]  below H

5- (1- net hyl et henyl)~ ; . , - 3.05 (s,
3H), 30 25 H CH; . glycine methyl ester; mp

(s, 3H5 4.55 & 5.3 (2s, 2H), 5.0 & 5.35 (2s, | ‘:gﬁﬁ"gt}ﬁ?fﬁéh) 22

5-[err] H | 5- ( 1- LB, S 4IRS (R 35

([err]) [err] 1.35 (m 6H), 3.0 & 3.55 (2s, 3H), 3.65 & 3.85 (2s, 3H), 4.95
(2H), 7.5 (m 6H) 283 n-C;Hy- CF3 C.Hs N-pro@AdlidR@ ethyl ester;

5-(trifauoronet hyl)-6-neth- oxy; np 109-110C, Ny ﬁ'grf’r‘l-;('%‘ﬁ] 3.00 (s,
¥H), 3.85 (s, 3H), 3.95 (s, 3H), 4.35 & 5.45 ({ﬂ?’zf_g .é(t(t?r—’} .M SH 45

24~ 5-Br err] © 2H), 4.3 (g, J = THz, 2H),
5-brono-6-[3-(trifluoro- nethyl)phenyl net hoxy]4.3sNWR < {7&,rH). 5Berr] 3.00 (s,
3H), 3.85 (s, 3H), 4.4 & 5.4 (2d, J = 16.5Hz,. (Q.H)=1El.z.2|5l),(47§,(mgl—|), 50

7.6 (m 9H) 24a 5- Br 6- [GhW: IR (CHCI,) 1730 cm |
5- brawo- 6- (4- chl or gphenyl s, 1 y); N [errg),. 00 (s, 3H), 3.85
(s, 3H), 4.40 & 5. 4 (d, CE'FB@ 87 (s, gﬁfg 7.5,%3%{%5@)9 zﬁ’im 5- CF3

H 30 5-(trifluoronethyl); NVR ([err]) [err] 3.00 (s, 3H),
3.85 60 28 C:Hs CH, N-ethylglycine methyl ester; (s,
3H), 4.5 &5.4 (d, 2H), 7.2-8.3 (m 6H). Wth YMREDCAIIGEPHbI e 11, the
starting materials of fornula V are descri bed g;bé'g. sl #p 1 D, herein, for
exanpl e;20; in exanple 1 for exanple 21; in exasw.eHl a for exanple 22; in
exanple 1h for exanple 23; in 65 exanple 1li for exanple 24 and exanple 24a;

i i - C,H N-butylglycine ethyl ester;
and in exanple |j 2r exanpHe 24b. 15 s MR T e (h0 e

6.5Hz, 3H), 1.0 {m, 2H), 1.38

40 | (t, 3H), 1.40 (m, 2H), 3.25 (m,
' 2H), 4.25 & 5.30{d, J =
N 16Hz, 2H), 7.7 (m, 6H)
g 30 CIGHSCH2 o C.Hs N-{phenyimethyl)glycine ethyl
45 ester; mp 141—142°C; NMR

{CDClg) 8 1.35 {t, J = 7Hz,
3H), 4.50 (m, 6H), 7.50 (m,
11H); IR (Nujol*) 1743 cm™’

50

Example 31 -

By following serially the procedure of Examples 2 and 3, but using the appropriate starting 'mate_rial o;‘

s5 formula V and the appropriate aminoacid ester of formula V|, still other compounds of formula lin V\(hlch .R
is lower alkyl are obtained. For example, by using 3-chloro-4-methoxy-1-naphthaienecarboxylic aqld.
described in Example 1d, as the starting material of formula V, and using glycine ethyi ester hydrqchlonde

. as the starting material of formula VI, N-[(3-chloro-4-methoxy-1-naphthalenyl)thioxomethyl] glycine ethyl
ester; IR (CHCl;) 3420, 3340, 1740, 1665 cm™'; mp 217°C (dec.); NMR (DMSO-d,) & 3.96 (s, 3H), 4,42 (d,
60 J = 6Hz, 2H), 7.40 (s, 1H), 7.65 (m, 2H), 8.18 (m, 2H); IR (Nujol*) 3150, 2900, 1720, 1140 cm~'; UVAmax
(EtOH) 277 nm (g 11,400), 224 (51,300); Anal. Caicd: C, 54.28% H, 3.91% N, 4.52%; Found: C, 54.26% H,
4.06% N, 4.62% via N-{(3-chloro-4-methoxy-1-naphthalenyl}carbonyliglycine ethy! ester; mp 140—1§1°C;
NMR (CDClg) 8 1.3 (t, J = 7Hz, 3H), 4.2 (m, 4H), 6.55 (broad, 1H), 7.65 (m, 3H}, 8.2 (m, 2H), was obtained.

65 * Trademark
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S

ucts in gael

useda

utron (25m
N- Ma@hﬂbaleimthibxorﬂﬂ vl] N-met

P‘I.rre‘éi'y"fﬁ“ié" BERE

pr

forfrul a VI

Pr gduct :

Vi napl‘ft h‘HF‘B
R4 '

estger;

12 1300 NNﬁét(t[eeéﬁ

10 UW,@
'mezlja% est;i

¥ H217°<14d);q) NMA

ZF%et% gg?fm

3 |s29ver alkyl, or &5
| er NIVR %

the 5"@%

rr [err]
_14|2% (“%Ror(*[r)e 1]7211% pes bxabiefixanpl e 31 By f
' lrietgvhgwMPR?fﬁdr ate ami noaci @l.

6HY 26
20 '
5 (t,
J =
J =
r]
r]
35 (q,
(m

0D Qo.0:-
L

.0

of 55 f awnul
co ound$3of formula j
gtPeexangFe by using 3-chl oro-4- neth
dgscribed in Exanple |d,
i ne sgt hyl
gl?gg?cﬁforg-43nethoxy 1- n%phthalenyl
err]) 3420, 3340, 1740,

3.96 (s,

[ @rr]

15rM s

| 7% i) mixtues Ws

d under regliced pressure to remove methanof%#e J‘
lth the addition of aqueous HCI solu

e!r R’}s

of. farpula VI
in which

me manrfey, bug hépjacihg 415(5(

l:‘gqur lent anpqupt of1N-Q(3—clﬁ:r84
I
D€vf§o %@’é’ sl

0172 1y40iche’;

i452% niutwytIC, esdeey

ith an equivalent amount of[aaﬁ

n Egedug qﬂ@ca&p5325ul(r€bla
¥

1.35 (t, JraBdhZ.

sadingmatedl USi NEodRE NG

63#{"@'5 Tower .al kyl-~
§ a

tter corrpounds‘ are listed ag—)

%H 3.63% m

,r:f:s S ;%,im gs;*f""rﬁgi"ﬁm“;mg&?g‘

example in which it was prepared.

By | but- usi ng
596 B foI 1 ow ng serr ally the procedures of. exarrpl es 2 and 3,

'approgrr ate startihg material-
18 onmpounds: of fgrrrul adi Exanpl o8
t ai ne
N % ar enuoi E:ﬁet her vvr th the BpgOR

~1-na

'UH N-nﬁetifwﬂaﬁ.elm R SERI el ﬁygang/ﬁ; eri al
was added

instead -of. N-methylglycine —_

"R3 iis 5-
iate starting materi al

to a suspensron of
@les; dascribed in Exa
trahzed to phYj¥ with sed

tron and esxt;racted with j&y‘l q wg_s31n§
vaporated e wis dBysthjlizel from/e hex
&T 1‘%”%;% 2.95 (s, 3y, 7@5 (ed, y 188 at é}sg
% (ErQH) 285 nm (€ 12,300}, 280 (12400}, 221 (42,600); R (Nujol*} 2soq\|mo erb Fn Qlc
H358%N 4.14%; Found: C, 49.63

xy{-errabi:th

nyl)throxo

m%%?%m{g @r 22]4 (81 ado)' (ine! %ﬁ?ﬁ |

as obtamed
[{5Bromo-
T ester com

,prSZ“
T‘t{fgormul

4.50 (m 6H),
ol I owing serially the

iate starti ng mat eri al
%Jﬂ ?ﬁ% W Hompbtgnyst i ||
R

X3 obt ai ned.

818 (m, 2H); TR

npn ([err]

1!54.0 1415

50
&5
]

65

11, 400),

36

37

38

* Trademark

4.42 (d, 60 J =
(Nuj ol *) 8150, 2900 5-rdefreQy: nggéégg rr
24 (51, 300);
Fpund: C, 54.26% H, 24 Oé%N 4. 62%vr1a—7Hz,Jz-3Hz 1H),

u

2906, 1944
e [ (3- chl or 0- 4- net hoxy- 1- napht hal eny[’f},?ma”%m};ﬂ‘ Nglojt3

3H),

I n WAt Ch el'] Y

thr oxonet

?En% fpﬁnd

665 [err]

Anal3.oCR) 3 4,

| e

19R-HRBC NIR aDNRSTCY) & S0 ¢ HgSI g
as the start¢ag %{é?}éré&ggsﬁ? 2"')(7?’7l’fuiﬁl-ls\knam

56(%rmml a Vi,
ester hydrochl oride as e, N lugaor 1 Q" hidPée Fousr: G s,

ester;

G 53,6)4% s,,4 osid)ng\?%{sg é#" ) 2H),

WATRX (EtOH) 277
p%swanm 52%

hyI] glycrne et hyl

Hz H), 6.95

(m 4H)}'i#" (2&5!'#, = 8Hz,r,rp

281 nm (e 11,600), 233 {30,600); Anas

Caled: C, 62.27% H, 5.23% N

H,5.95% N, 4.22%

.484% Found: C, 61.62%

5-methyl; mp 190—191°C NMR (CDCI,) 5 2.66 (s, 3H),
3.05(s, 3H), 3.85 & 5.0 {m,

1H); IR (CHC)3) 3000, 1755, 17

2H), 75(m 6H), 8.75 (broad,
20 em™'; UVAmax {EtOH)

282 nm (s 15,280), 226 (39,690), 218 (41 .385}); Ana/

Calcd: C, 65.90% H, 5, 53% N

H 5.57% N, 5.08%

N, 5.12%; Found: C, 65, 79%

5-bromo-6-pentyloxy, mp 211—217°C; NMR {DMSO0-d,)

30.9(t,J = 6Hz, 3H), 1. 6(m,2H),29(s 3H), 4.2 (t,

J = BHz, 2H), 3.95 &

5H); IR (Nujol*) 3000, 1650 cm™

S-cyano; mp 190—2
3H),4.65 &5.15 (d, J
(Nujoi*) 3000, 2230,

5.15(d, J 15Hz 2H), 7.1—8.55 (m,

00°C; NMR (DMSO- ~de} 53.00 (s,
= 17Hz, 2H) 7.95(m,6H): IR -
1730 cm™'; UVAmax (EtOH)

313 nm (£ 5,600, 271 (13,850), 249 (14,620), 222

(48,340); Anal Caled:
Found; C 62.01% H,

17

C, 63.36% H, 4.34% N, 9.85%:
4.34% N, 9.36%

ﬁ'ﬁmmo- :

esidual solutron was rendered acldnc

aphl%alenv )thloxomethyl]-N-methvlglycme
hoxy- -na thalenyl)thlo #P ethyllglycine
thyllg

an@h\él-

la/idh WhicR R
gltvzy‘ge‘h%ﬁrp lovr:er alkyl

7.50 (m



NIVR’([ &Y [err] T3 (t CEEETTY 472 T Al e 55 (broad, : 1H)7_55

(m 3H), 8. 2 (m. 2H),. was obt at ned 65. * .Traderark.- 16 -0 '059596 Exan‘pl e
32° N-[(5 ‘Br ono- 1 --napht hal enyl )t hi: oxorret hyI ] N pet hyI gt ycr ne (I, [err]
[err] [err] and [err]= H and [err]oosﬁas) (a) 1IN aqueous NaO—I sol ut|
\m/) was added.to a suspension _of h&\ ﬁlg rono- | - _‘

napht hal enyl ) t hi oxonet hyl ] - N- met A$BR W dse thyl ester (7.3 g, 20.7

ol es; descri bed inNexciths |ega o inp] h roduc?r]\? btQistih below AGiapHtAdidayIE Was
¢!

stirred at 20 to 22[‘§'i“i‘u’st oot Ne Uyl eMohégl-Nandiyighciae t h aqueous
HCl.- and conc Eted under |pe uced DI‘PQQIJrP t 0_renmve pmethanret—Fhe—

resi dual “sol ut gn was . rendeggd  aci di ¢ 4@&hwnﬁh9wmtrctmRMstmm 3Hqueous

HCl solution and extracted wth ethyl 428%S5.atdel =TT 27840 %

([err]) and evaporated to dryness. The"‘P%%f"ﬂ!j’g’%é%za"ygf%‘WtPT ff"f"ﬁfm et hyl .
acet at e-hexane to give 5.3 g of the tit “@onpound; np 181C, NWR :
(DMSO-[err]) [ggr] -2.95 (s, 4¢H), 4.65 &mﬁeZn;(ﬂd,-mkc-Nm(@dﬁzésMBHﬂ 85 (m
6H), 10 UVAmax (EtOH) 285 nm([err] 1265308 (d, ZHB 0.9 rﬂ.@Hn%)broaﬁ{Z‘ﬁ)('BlZ 600) ;

I R (Nuj ol *) 2900, 1720 [err]; Anal Cal wrol*momgﬂ? Q1348 ¢ % U
Found: C, 49.63%H, 3.63% N, 4.18% fgﬁ

N-[ ( 5- br onp- 1- napht hal enyl ) t hi oxorret hy ycr ne rret hyI ester vmt
an equi val ent ggount of N 44 5-chloro,mp153—154°c NMR (CDCl,) 3 3.03 (s, 3H),

[ (3-chl or o- 4- met hoxy- | - napht haI enyl )thnakmm(hgdéngy@Hhéﬂb(ﬂh ) e?;?g
described in Exanple 31, © J =8Hz, 1H), 8.25(d, J'= 8Hz, 1H); IR (CHCI

N-[.( 3- chl or o- 4- met hoxy- | - napht hal enyl) Afég&g@ 28°"m8167ﬁ%’7217§17c
(dec); NVR (DVSO-[err]) [err] 3.96 (s, 289 N-4.6tolz , 7.40 (s
1H), 7.65 (m 2H), 8.18 (m 2H): IR (Nuj oI*) 3150 2900 1720 1140 Lser

% H

UVAmax (Et OH) 2a77 nm ([err] 121, 400), 284 @16@@1 D@a;!ﬂ
3.91% N, 4.52% Found: C, 54. 26%H 4 é%bh g
fol | owi ng the procedure of Exanple 32, (, §) '29(13150).237(51 260) Anal

N- [ ( 5~Br ono- 1- napht hal enyl ) t hi oxorret hyl m P, PEICN BBOREduNE: C24L 8% Wi t h
an equi val ent anmount of another ester eomamumasm% formula I in which R2 20

is lower alkyl, or corresponding corrpounds in which 4VARN

t he correspond|4ﬁg compound oR fornul a I "(s V'ﬂeﬁﬁwm&ﬂﬁ%
obt ai ned. Exanples of the latter corrpo g{ogi o%];,,e U9sm ar(adumenmme Tabl es
IV, V ahd VI together with a notation tmosén,ezaxwme)spmdalug (50 1136 Hind0164
formula | in which R2 is lower alkyl froReathiFfound: B&).2tk B 4A3%IMAGRF4 | n each
case the compound of formula I in which R2

material, is noBed by the exthple in V\/nd %@Mégg& 2,.,,96%_55%%%“\9/ No.
of the exarrpl e in which starting materi o(bmd aj-rm,)l‘éo@((mefnnécﬂohst ed
bel ow 1- napht hal enyl ) - Exanpl e . Wassrprhe‘pavmx(stor-l)zao nm (€ 14,415), 215

t hi oxonet hyl ] - N- et hyl gl yci ne 30 33 - {63,450); Anal CalediC, 64.87% H,5.06% N, 540%; o p;
np 168-169C, NVR (DMBO-[err]) [err] 3.foupdsC e4@g%Hp e %581%s (o 5 -
18Ake, 2H), 7.7, (m 6t gl Calcd: Guorito; ifeblashcofittbnc deibsa Enund:

C, 49.56%H, 3.42% N 22% (2s, 3H), 4.10, 4.70 & 5.3 (s, 2d, J = 17Hz, 28}, Dr-0AH;
65 85C; Anal Cal cd: C 49 72% H, 3 58% (. 6m.194%1mdﬂ%0|3500%3725WH 4. 05%

ot oy a0 S AN

(DVMSO-[err]) [err] 2.93 (s, 3H), 40 F dCS756%H428A:N484%
3.90 (s, 3H), 4.65 &5.16 (2d, J = 17ep 2% TR d rerr] = = THz, J2

= 3Hz, 1 H), 7485 (m4H),8.34 (2d, [ers]:mm%;ho{qemnsc—gm:uu MSPe) &
(NUj ol*) 2900, 1734, 1715 [err]; UVAmax E3Q]s|)3H2 @Eﬁ éHzQ'g@
00)

(30, 600); Anal Calcd: C, 62. 27%H 5. 23@@)&“ M ,%AS

H 5.95%N, 4.22% 36 / (53980) AnaICach %191C,
NVR ([err]) [err] 2.66 (s, 3H), 3.05 (SFousblG s 3&54&45%&:(40%2%{) 7.5 (m
6H), 8.75 (broad, 1H); IR ([err]) 3000, 1755, 1720 [err]; UWV[err]max (EtOH)
50 282 nm ([err] 15, 280), 226

ZI\)

(39, 690), 218 (41,385): Anal

* Trademark .
** No prefix as compound is N-((1-naphthalenyl)th_ioxomethyl)-N-methngchine
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--C-_; 65 QO%H 553 5:'1.2% ".Found C, 65 79%H 5. 57%N 5. 08% 37_
" 4 5 brom) 6- pentyl oxy;;,;_,.,_rrp 211 217[err] T 'NVR (DIVBO d6) 55
F&r7] 70 97 (f,73, = 6rz, 3H), 1.6(m 2H) 2.9 (s, 3H- 4.2 (t:.d = 6z, 2HF
$ 95 &5.15 (d J = 15Hz, 2H), K 1 80559(593 5H); IR (Nujol *) 3000 1650 c
g - - 9 | . B gyano; 190- 200C; NVR (DMBO-[err])
err]  3.00 (s, 60 TASLE W Gontined) 3H), 4.65 & 5.
d, J = 17Hz, 2H), Ng: @meldm@dth; | R (Nuj ol *) 3000, 2230, 1730 [err]:

[er I‘] max (Et OH) 3dRicHwartifgatdtériab, 600 Produet:IN-{(pkXixSisidy bQé@-M\iﬁhﬂﬁ%}leZZ
48, 340) ; ARampBal cd: vBs p8Ra8G% H, 4. 34% Nthigo@shyll-Fmettdtalyeipé2. 01 % H

.34% N, 9.35% 65 * Iradejgark I/ 0]

he exanpl e |4r€) whi ch startﬁ?g mat er i Qﬁ"a? %%@QéEZdJ rzﬁ'?{,bgibaaﬁggq?o

el ow 1-napht hal enyl ) - Exanple (NGSI*)30MPEOEE"; UVAmax (EtOH) 334 nm (¢

hi oxonet hyl ] - N-net hyl gl'yci ne 38a 3,050), 273 (15,810p 326 (63,800); Ana/ Calcd4C,59.23% ;
p192- 193C, NVR(DVSO-d6)[err]3.0(s, 3|§; %'f“@‘é Ppupg; C.5f.44%H73p2% By) 7. 8
m 6H), 10.05 (broad, 1H); TR (Nujol™ 3180 2230,1745 (W th- |nflect|on at

755) [err] 3 . 10 |odo- -methété & 169168 Nk (3862, b
[err]) 6 3.05 (s, 3H), 4. 65 & 5.4 ( H), 356 ;{ma@-ﬂz(dg-kmbrzaﬂ
I§R (Nuj ol *) 2900, 1715, 1530, 1345 [er(m]sw,m\mmm chSZU\mma E@@hﬂl 4 110
69 (17,010); Anal Calcd: C, 55.26% 1343 am&JRp N33§(72 ‘2@95,"17%
.86% N, 9.10% 40 11 §4°‘742°2’2'A;’;’°§$g1 g% rﬁ)4°1/5'§~3f%4c NVR
[err]) [err] 3.03 (s, 3H), 4,67 & 5.9 G2PRAARr N 7.50 (m 4H),
%90 (d, J =&z, 1 H, 8.8 (d, J —5&Jvkno-61méﬂ)oxvlrﬁb(55-an57}0 NRBACDCILE 20
[ferr]; UAmax (EtOH) 280 nm (a 16, 78 (sza_m. osis, 55&Ar4§ld , £al1he, 2H3, 57, 23%
4.12% N, 4.77% Found: C, 58.02% 446 ?017253“265“\”\"'3* 12
br ono- 6- met hoxy: np 166-168[err]. 'In](d)s B2 85y 4 06
(b, 3H), 4.61 & 5.39 (d, - J = 17Hz, 2H); IR([err]) 3000 1718 [err]; UVAmax
(Ft OH) 341 nm (4, 350), 329 (4,015), 273 (13,150), 237 (51,260): Anal Cal cd:
48°92% H, 3.83% N, 3.80% Found: C, 49.1 1%H, 3.90% N, 3.91% 42
5- brono- 6-met hyl ; np 190-192C, NMR ([err]) [err] 2.6 (s,
, 3.05 (s, 3H), 4.56 & 5.3 (d, 2H),-7.6 (m 5H); IR ([err]) 3000, 1720
[Err]; UVAmax (EtC]—I) 280 nm ([err] 14,055), 223 (43,400); Anal Calcd: C
51.14%H, 4.01% N, 3.98% Found: C, 51,21%H, 4.03%N, 4.00% 43 .
1 **- p 146-14rC; NVR (CDC13) [err] 3.05 & 3.70 (2s, 3H),
4} 07,4.75 & 5.30(s, 2d, J = 17Hz, 2H), 6.8-8.0 (m 7H), 9.20 (broad, 1H):
.|
(
F
4

Jed

?([err]) 3000, 1720 (|nflect|on at 1755) [err]; UV[err]nmax (EtOH) 280 nm
err] 14, 415), 215 (53,450); Anal Calcd: C, 64. 87%'H, 5.05% N, 5.40%
pund: . C, 64.89%H, 5.14% N, 5.51% 44 15

chloro; np 165-166C, NWR ([err]) [err] 3.05 & 3.70

W,

19



1.
.'.._ ! '

(25 3H) 410470&53(5 2d J-—17Hz 2H) 7284(m 6H) 105(5,
1. H, IR ([err]):3000,1725 (with. |nflection at- 1765) [err]; UVAmMax- (EtO—I)
283" nm ([err] 13,500), 220:(49, 600)°9§ %é:al cd: C, - 57. 24%H 4 12%

4.77% Found: C, 57.56%H, 4.28% N 045 .

3- chtor o- 4- met hoxy; rrp 138-139C NNRT(AEEBO[err]) [err] 3.0 (s 3H), @

3H), 4.6 & 5.15 (2d, = 16. 8H§|h 7.3(s,1H), 7.8(m 4H); |R(Nu10|*)2
1723 UVA 2 10
(53960 @.ﬁﬁ%@g S L e RSl
4.48% N |

N-((1- napht kel enyl’) t hi oxonea hyl ) - N- meg-brgingrbyaemetoxy BropoxyBOBFHOBCIH BBl Fa, | V
(continued) No. of the exanple in V\hl-bhsléit%ﬂ)ﬁ ‘%3Wa'~i%§r‘$' aii). 3.85{tp¢4 g Bhz,

N-[(prefix listed bel ow 1-napht hal eny} ) 2Rtapfik: 200820 s el iod e

t hi oxomet hyl ] - N-net hyl gl yci ne 46 J = 8Hz, TH); IR (C 1,,)2900 1720 cm~'; UVAmax
5,7-dichloro; nmp 174-175C, NWVR ( DMSO fﬂl-n§4)| n'[rﬂésizogszﬁ?siaﬁﬂsamm Anab. 27
(2d, J = 17Hz, 2H), 7.3-8.3 (m 5H); ¢and§w|§\? , 43800V, 32208 Fpundr G, 50.289AmR X
(EtOH) 334 nm ([err] 3,050), .273 (15, H#89% Np323% 63, 800); Anal Cal cd: C,

51.23% H, 3,38% N, 4.27% gﬁund C, 5dy ﬁ% iheRulSR LQ%dper ,522

18 51 0do-6-methoxy; m Rl nepe e N Coonaze) o
(s, 3H), 3.95(s, 3H), 4.6 & 5.2 (d, J7s:(niL€IrH28,5(BrH)d.1m ﬁ(qm,szspo,wea(NUJ ol *)
2900, 1720 [err]; W err]max (EtOH 3452%¢m (‘{ frigx (ELO3) Go0R%1H) 308
(12, 400), 273 (20,500), 240 (74, 200); ;:3% A%g;gg Cag%zg g@ °’<H“ 485%005 N
3.37% Found: C, 42.75%H, 3.35%N, 3 %794 °

©~cyano- 6- mei hoxy; np 155- 257C NIVR (5ﬂrrﬁdtﬁvleh%fri\pﬂeﬁ5Nl(llE(CD&Ha1éb(|95 (s,

3H), 4.55 & 5.45 (d, J = 17Hz, 76H), 35:1)¢,3H)R re.rl 2%&%(197?5?’1)272@0 1725
[err]; Werr]max (EtOH) 346 nm([err (ﬁﬁg}( 6, 500) 19
0 059 596 ?nﬁﬁgmc gine °d5§% g(o\?%%"'éﬁ‘s"?
exanpl e in which starting nateri al duc? oﬁ-‘Tfpre i'sted

bel ow1- naplsg hal enyl | - Exampl e 5-(tr1ﬂu%ﬁ1efhlvn}6&feﬁsdxy, mp 164—165°C; NMR

t hi oxonet hyl ] - N-net hyl gl yci ne 49 (CDCIa}5305(s,3H).32@(s.3H).455&54(d

-—h

) -6-(3- F ATHz, 2Hl7 H), 9 1H)ARACHC |
5- br omo- 6- ( 3- met hoxy- propoxy); NVR ([ Tzﬂ'ﬁ- !L fg”;’g? 'Ff E@S 3.0
(s, 3H, 3.35 (s, 3H), 3.65 (t, J = 6 2 5 il 4.55
(d, 3 ='16Mz, 1 H), 5.4 (d, J = 16Hz, N9 rond:  Sasohm 2.95% Kaayic. I =
1 H, 8.2 (d, J =8Hz, 1H); IR([err]) 2900, 1720 [err] UVerr]max(EtG—l)
341 nm ([er B8 3,920), 330 @8, 730), 23%b1%mg 64D DY '“°”“"§‘§"{,"gﬂ3‘m462‘8%*;’?3‘569%'4
4.73%N, 3.29% Found: C 50.29% H, 4% gg%),n(rﬁ,%;,lR(Nu;ol*)zsoo

1720 cm™"; UVAmax (EtOH) 340 nm (e 3,950), 270

{13,900), 263 {14,200}, 238 (54,200); Anal Calcd C,

51.57% H, 3.35% N, 2.73% Found: C,52.11% H, 3.22%
N, 2.94% .

L/; 53a 24a 5-bromo-6-{4-chlorophenylmethoxy); mp 88—90°C
: : (dec); NMR (DMSO-d,) 5 2.95 (s, 3H), 4.63 & 5.20 (d,
J = 17.25Hz, 2H), 5.4 (s, 2H), 7.6 (m, 8H); IR (CHCl,)
3000, 1720 cm™"; UVAmax (EtOH) 340 nm (e 3,495), 326
{3,450), 238 (53,480)

53b 24b (5-trifluoromethyl); mp 156—158°C; NMR (CDCl,) 8 3.05
(s, 3H),4.65 & 5.4 (d, J = 17Hz, 2H), 7.85 (m, 6H), 10.4 (b,
1H); IR (CHCl,) 2900, 1720 {with inflection at 1755},
1305 em™'; UVAmax (EtOH) 278 nm (g 12,900) 216
(68,800); Anal Caled: C,55.03% H,3,70% N, 4.27%
Found: C, 54.69% H, 3.70% N, 4.27%

* Trademark
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| 17 T et hyl et fenyT 17 i 146 T4BG NVR -
Jerep.ilerc] 2,20 (s, - 8H)....8.1.(8,. 3H),. 4. 75 & 5.35 (d," 2H).,-5.05 & 5.4 (d, .-
47 7.6 (ny 6H), 8.5 (broad, 1 H; IMS%%) 2900, 1760, 1720 [err]; S

may_( Et OH) 282 nm (s 14,000), 216 ~Anal Calcd: C 68.20%H, /¢
2% N, 4.68% Found: C, 69.06% H, 6.038@blv 4.39% 51 - 22f

‘--:..2

5.
5-§1-nethylethyl); np 1?!;|'6Céﬁth\/R-'([le.rr]% [er|r_g 19400(?15 6I—_|zj, §H§)5 |&R3.(E35 ])-
34, 3.65(m 1 H, 5.0 0,2 thezxpmplerins (' m % ’t-Ng' rga, : . JR ([err
i R A 2 A RGO i v

0 H, . AW\ : 0 _ _
5-§trifluoroneshyl)-6-met hoxyzs mp 164- 16fhcine;Md3t-Lesrict ik enido-a) s @s,  3H)
3.

5 (s, 3H, 4.55 & 5.4 (d, J = 17Hz, 2H)5.5Hz ), 78{m,5H), 10.Dbbad, hHOBANujdI*H) ;
([err])
%

2900, 1720 [err]; UWVAmax (Et RH20: MPREEOH) 275 8989 11,709217
(1%, 260), °226 (49,315); Anal Calcd: C O%aﬁ?a%’gféf’gég DTN o Whol: 488na: C
53§56% H, 3.95% N,. 3.87% 53 _ _ - ' R
.5- brono- 6- (3-t 6% f | uor onet hyl ) 2e0henyl net hoprgpyigiytipe,INMFHICDCINER. 6§ IVEBHzE3H),] )
[e

r] 3.0, (s, 3H), 4.65 & 5.25 (2d, J =1§$M$e§§%252*&3 § {t, J2+BHz, ), 3.

1R (Nuj ol ) 2900, 1720 [err]; UV[er"lé%‘&‘ %3 2yl 7.7 (m, GH); IR
rr]3,§9531)',270(13,900), 263(14,200),(1{:; iy ,',’j’ D R a3l 57%

|(4[ 3.35% N, 2.73% Found: C, 52.11% H, 3.\23.%8%) Fodnd9e.42 BEH, 4.44% N, 3.73%

243 5- brono- 6- (4- chl or ophenyl net hoxy); np 88-90C (dec); NWR

(DWYBO- d6)?° 2. 988 (s, 3H), 4.63%% 5. 20.(d,N-@-p§opzlvn%\;qw§= (gg@Aa@f,(m%gsr-a
(0 9H); IR ([err]) 3000,1720 [err]; WAREMs e mattids) |
32{ (3,450), 238 (53,480) 53b UVAmax (E€MP277 nm (& 14,400), 219 (39,700); Ana/
(54trifluoronethyl); np 156-158C;, NVR ( [calcd:]C, 54780 H, 3.82%)8, 3(s3%; d: C45Xd3%&
5.4 (d, J¥= 17Hz, 2H), 7.85 (m.  6H), 10.Hi4.28% N.B4p% IR2([_err]) 2900, 172(% 0
(wift h-inflecti at 1755), 1305 [err]; Aﬁ&ﬂ' Et N]N&{f& é.déé _
214 (63,800); Anal Calcd: C $5.03%H w0 ﬁﬁi’,‘j’ngfg LGOS ; 3%81
3. 10%X, 4.27%* Trademark 20 0059596y I 8, 2M], 7.N0n, 619 IRk KAGoI€)2808D € 1 N
whijch staf ing materi al Product: N-t178-dorbmayAshax(Es0h) 2vainany 113,795), @3- 5 .
Exdnpl e was prepared (42,305); Anal Calcdn@y 5h1A% H.499%iNc3.91%t ed
belfow 54 25 Found: 0. 5i1-A% HifhP8% 353983 o 1] NWVR

(

O-[erl‘]_) [ggr] 4.5 (d, J 29 5. 5HZ, Zm.but% Iﬁi&%p%oc:k&cﬁl\'mr(&ﬁﬂd)aa:eﬂ,
| R§(Nuj ol %) 3200, 1720; UVAmax ( Et OH) 275t nes(sHE BH)] 1.24m, 44)3)25 (t21< 7682, 2H), 4.5

- SR - X by Ll e AT

. 0, [ Jcm °; nr

Fognd: C, 48.65%H, 3.18% N, 4.37% 55 1'P°3"319—‘4%3932’ ’ e g o
ropyl glycine; NVR ([err]) [err] 0.65(5 ; = , 3H), 1.55 (sextet,

, 2H),403.25s4t, J = 8Hz, 34, 4. 55 (N-(pHeryimbiiiWigiyklib; mp seéc¢idecomp); NMR

yAH) , 7. 7(m6H); IR ([err]) 2900, 1723CDHa) & 3.5 &6l9% (el aH), @@ (nf, Bl Y-S (ni TiH) RN

. -(Nygjol*)29004 1790 m"m%m {EtOH) 278 nm
( [ rr] 14,800), 216 (61,200); Anal Calcd (15,620), 219 (43,465); Anal Caicd: C, 58.01% H, 3.94%
" N, 3.35%: Found: C,58.29% H,4.27% N, 3.24% .
\ “ -
Example 60 o
N-[{5-Bromo-1-naphthalenyl)carbonyl]-N-methylglycine (IV, R' = CH,, R® = 5-Br and R* and R® = H)
i N-[(5-Bromo-1-naphthalenyi)carbonyl]-N-methyliglycine methyl ester(3.7 g, 11.0 mmoles, a compound

of formula Il described in Example 2) was suspended in methanol (50 ml). A solution of 1N aqueous NaOH
50 (13.2 ml) was added to the suspension. The mixture was stirred at 20—22°C for 1.5 hr. The mixture was
neutralized with aqueous HCl and concentrated under reduced pressure to remove the methanol. The
residual solution was made acidic with aqueous HC| and extracted with ethyl acetate. The extract was dried
(MgSO0,), filtered and evaporated to dryness. The residue was crystallized from ethanol-water to give 3.25 g
of the title compound; mp 205°C; NMR (DMSO-d,) 5 2.75 & 3.10 (2s, 3H), 3.75 & 4.25 (2s, 2H), 7.3—8.3 (m,
55 6H); IR (Nujol*) 1745 with inflection at 1720, 1580 cm™!; UVAmax (EtOH) 322 nm (e 680), 316 (1,000), 299
i (6,510), 289 (9,055), 279 (7,150) 226 (63,080); Ana/ Calcd: C, 52.19% H, 3.76% N, 4.35%; Found: C, 52.09% H,
' 3.84% N, 4.48%.
: : By following the procedure of example 60 but replacing N-[(5-bromo-1-naphthalenyl)carbonyl]-N-
methylglycine methyl ester with an equivalent amount of another ester compound of formula Il in which R
60 is lower alkyl or ar({lower)alkyl, the corresponding compound of formula IV is obtained. For exampie,
replacement with N-[[5-(triﬂuoromethyl)-6-methoxy-1-naphthalenyl]carbonyl]—N-methylgchine methyl
ester, NMR (CDCl,) & 2.85 (s, 3H), 3.5—4.5 (m, 2H), 3.4 & 3.75 (2s, 6H), 7.0—8.4 (m, 5H), prepared according -
to the procedure of example 2, gives N-[[5-(trifluoromethyl)-6-methoxy-1-naphthalenyilcarbonyl}-N-
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N 3 83% Found C 52 53%H 4. 44% N, . 3. 73%20 ' 56

_.27 o N—(2 ‘propyl ene)gl-ycine. - NVR (Fere]) [err] 3.5. (m 2H) 3‘
(m 2H) 54(m 3H), 6.95 (M- 1 H),” 7.2:8:4 (m 6H; IR ([err]) 2900,1
vmthv_,nflectlon at 1760 [err] UVAr‘osgl‘gﬁ—i) 277 nm (e 14,400), 219

(39, 700); '3.87% N, 3.84% Found: C, 52.93% 25
H 4. 28% ﬂ r 174—175°c NMR(DM’SOds)b &31(2s 3H)403(s|QHbf. g,sﬁ@ SH)rp
152 102 CRUBIRRIE ey ?;i?g rf 703

4. 584&«»/5»:&1599 VAo an2e%Y
1720 [exr UVAnMax EtG—l) 276 nm ([erercam;iélsﬂ%) 219 (42 305) Anal Cal cd:
C, 51 1494.§-Dimethgps- Nph@almrbmmld (E; R*514- Gﬁ%FH Glcme%NRsaﬂHDS% 58

29 (24 rﬁl)ﬁ?nt 19?{1&{)@ ice until’ s;%(hgg o?eg%?leﬁ ewa e :: %)m%at@]' 03
35 dimethoxy-1-na thalenyl)ethanone 9.2 g, 0.04 mo esc |§ g@ _
4H) 3485(1@5)1 s sddéd 5tt38-—22¢ o thetthiarire saludorl, enJixtme d at for@n hr é&BQé‘ 1

T 7 am ic anql ﬂsaﬁd@mth N)HSBM) inA2@er [20im1)] Thelhiktare W]asma’de(nElit@'by tBeldtditioh of
([er r] 13d| egyiting clqlgite was ggjlected, washed well with water3@ried over P,0O; and
e T EETRER

. 4515(N(etIH) b8 (4 04 (8 1 e 5 21V o

( Et OH) 27&@.98mH, 553%20) 219 (43, 465) ; Ana Cal cd: C, 58.01% H ~3.94% N

3. 35% 9% H, 27% N, frxm% Exa Ie 60

N (5. Br of;gg' effaprt rrﬁrugrﬁvm'br “BRRPienaceRRR IS AT (e Fiis 4CHA. Rt 35:GFs andcRla: 6-
err] 5- ﬁsandeﬁ 4] leh&dafobxyiic 58d (98.5 g, 0.425 mole, described i |

L B e w@ﬁmzaﬁﬁf*mﬂmms U B Tsle, descrioed i Sramplo sty was gddd

1f 0 mmmol hegted at re fhoeier A dir. ehotherrpmb-aoﬂsomiewmrbmb ddtedana 2 reﬂua)rvamusmp@fnded
in metha th "‘“ ure aﬂ?’ft'@ﬁe yvit d'Nh\d qiher WW@GWHém@sP@d Mty wasargidded
to the ;fgp AW 'j:g‘? g?z %&? gragntsted 3o &t "ﬁ) sife was

mi xturé Véfer: nﬁwtuz 105© d" eth°ﬁ.ﬁ fhgf ege<q 8@?"’ F?é‘éiﬁ‘&'@&‘
presgure toThelanmeednrpeurrmmtwag.ob 02 e) was bdi# &ided UG%QWV)V\ﬁﬁeJmCLQetﬁCécd! gndM th
aqueous Henceamjecb&ispa@tzwmwmwhm Nvaaste-teataed hehted at60rC. &giineds, 0cbo8 edle) and

r"Z —

(Ngsozr% A F%’ 226 0 cr/’qggi , T'rweaqt'ersrnmr@e thcpqﬁst erielhr 2ted
(oot SR E‘Zﬁ‘?.&a‘f rrgt. AT R "r;mg
( DVBO- [ erd‘n]o}oférﬁf dsdra&wg oGre 2 )et at ln(
55 6H) jesbluin nmdaumdggmﬁtbmof thelagrﬁ‘é ‘;olﬁg(hg;tédﬁgglé he:r@ Wi d&t;} ;_ ; hMg:hyr
Et S?Zetﬂ'ﬁ] eé? he@ppropriztedractiong fyeie copisiged(tg givg Bjodo i ap ne-
§7 (1)5?3 oty f, Pe'e’l)e e Py, cpmpaund gmp ﬂrzthr %"G%vaq:ehmpd kg,
52, 09% f 81716.0 rhdi, 1R ¢ d
ot ngacw,@w:w;;,w A0 8 B BER H s %-srf&r
“ester wi md&nnseuwwkmr laﬁn&umwaf %mMemmmVIeadumapg e) ﬁh’dﬁ;l bwi

) 245
o ¢ e e LR P%J,V"iis B
NE[5-(t rrleiimb\tearbo Pt J; RIS . ne
net hyl essﬂtecd W'N\ﬁﬁloﬁfmf ]l‘l)e :fu&r frdctichs Sdmre @mbiel and3cryst diii etB cetate flexdin

ipit

(2s, g a4 B-disppthosySef lélweelmettndb1mpmgaler@catrﬂrmlpr @oedmaeylofesnexanpl e |
s SR ”?lég e
Tr ademar k4N25queous ﬁ}ﬁer Qlﬂe c:% iy

[err] 2. 7boléd . dh i¢2Bath Mrendbr&ﬁacdﬂpHgﬁ) wit ﬁth( us The olletteyd,
( Nuj ol 80) vyesitwsl V!J?*Z@twatltlhdrrqdfomcl’wsaq gaezzibsghe fitBédripedrid] m/els'd (EtOH) 335
nm ([err] 3,050), 322 (2,700), 295 (% p&v 283 (5,750),275 (4,450),220

(57, 100) 5(Wom%hﬁ%ro)%méﬁox@q(mdﬂﬂéle

N, 3.99% 5An intimate mixture of copper dust {1.84 g, 29 mmoles) and Hg (S ole prepared
4, 6-Di mtmqmglto it Hosl BB Odanlaosty . AmerCheln, Ebk., 87 6576 11950) evals Bbdtdd bonibkh 80 o

6-[err] aérgg E@Zr hr.—Th afpr gbq@amrgﬁreg‘rﬁsmcrengdgaﬁﬂt&jsr J0asipcthe nfixtaegon@iningol ed
ht eC

sol ution O'U @g\gerﬁﬂ eEJca.| tC}. A solution of 5-iodo-6-methoxy-1-

a‘ I|c ac " meéthyl este .4 mmoles described in example 1f) in distilled
dimethylformamide (DMF, 10 ml) was added to the mixture. The resulting mixture was stirred at 110 to
60 120°C for 3 hr, and then at room temperature for 18 hr. The mixture was poured into water. The diluted
mixture was extracted with diethyl ether (3x). The extract was washed with water, dried (MgSO,) and
evaporated to dryness to give the corresponding methyl ester of the title compound (1.7 g) as a solid
residue; mp 93—94°C; NMR (CDCl,) 5 3. 90 (s, 3H),-4.00 (s 3H), 7.00—9.20 (m, 5H).
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"-4 rH) contar ni ng- 100 g of ice unt|I 12 7 g (0 18 ol e) of chlorrne was -

-gbsor. bed: i'nto. t.he sol ution. “Sol.i.d- (4. 6-. dirret hoxy 1-napht hal-enyl ) et hanone. ¢

$9.2 g, 0.04 nole, described by N P. ﬁggé% O g. Chem-, 21 1257 10 - \ZXE |
19569..]/ was added at 20-22[err] to? ri ne sol uti on. The m xture was
dtirred at eF@r cqytveum(z 489 0170l moles)adissoived A RetRdxJethdnSABEH |

faHso3 (5 mceb ﬂN Tﬁémmwdtlmlumsmt&ﬂaﬁg gkénipémlgsn" ﬁ:

gf dilute -hl{;,esu '1) e -gﬂgfég"'ﬁfg?flwgl%mus H@lshregluwalwhth\mtateh '

gat er drlezd:peumu Paﬁfhpapa iogQrN sg ’E’ %m g} do give the title

4 6-di met hoxy- 1- napht hal enecar boxyl coactaC @gﬁ?{ 039 dreadr 1H- NVR
DIVISO[err]) "03 85 0(58qmp'fd'e4 77(m 5H); IR (white

i ner al m“, P m)z @QQ amlrvs(ligahre}qutdal&l%oun’aa&s.
4,500) 10 304t 68. ?‘fﬁ ” °a§,%mﬁjm o o SaephaleBecatbpxfioui
67. 15% GH;03* 236 p105—107°C NMR (cBng)ca'sn; 055 3Heis%gr: . Rg_CH VY

, 6- Di et ilaa2q -tJﬁ 30Hu(2HbﬂI:Bt(rhy3m -vissiobalid *h RUAERfITGNL ﬁﬁ?ﬂ’ i 8. arttt&fo N
[ err], [ @f) y! 9"‘“"8 "Ieé‘rv'theah'&"R[(@PG's]b 5 27%s, 1fl28.7 gs)ste 9 (s, 3H). 4 o (s 3H), 4.35 (s, 2H), 7.4 (m,

- Di rrn;thoxu,ﬂ; aaght LEadGid n98 5 0. 425 rml e, described
ifn Exarrpl eieﬁzh):edlk\laﬁ ed %%E&%?%{q Q{)J elj? élf m§° t'*‘fg's(?fsm @a@oghc i

Dl e) in ang hhiwmhmﬁmm -rhet@iglyEing me X RULQ RAATH '“? E‘Fth 1f’or
8 hr. An {CPGH 56#02[(%&1')]3 63533),m9(s,\m54831£lﬁd33 3 ?H{ 6!
dont i nugd va ] tﬁe ';u s't’l't“t S@P't)t‘lé\' Methyigvinoaustiotiesiars h Ol 61 hyl et her .
he et her ,ﬁmﬁa?é;.gca : a'ghoa"t‘h'éhO irgethxEOG flepdrodthydi -
ri ed ([erna}t)thmdr]tb‘nmmynm g@,ses, ﬁgg%; ﬁ_drc'g%w;yré (%@r%ethvl) -1-
rystal | | T@rﬁﬁs%tchbcr(mm rsﬂsm 8.0 (s08HY,S gn 8.981s, 3H), 4.35 & 5.45 ( —S'CF
4, 6-di ng %@i' tk'w5dtfd§¢rdfnmlhyl’lapﬂﬁﬁl&l’yl]camn iﬁ:@@ fgiyci
az 8 fs V
Ler r]) terr ?‘eér" ot bst.mt.on 0 Cren S ot 3“ W‘tmw
39, aﬂﬂhdm RIbOYRS  SARPE XJ‘ @T\ﬁﬂ};t Wﬂvﬁh'a)cﬁ-ldetam-b

once\r_t;r atne l’hﬂm@imhl :&nﬁﬂﬂl] Mn)ethy mmﬁéihwr&t -8 oé ‘:ﬁf“ °xy'
O[err] 3(’9 DU (€A9lsbd 3.00el 3pia. mdlsa),ma © 36pa a5 (&

i
S add?o d:ﬁg -ngphtbalenglloacbonydEN-memolglyaie @lathyN e étf 30
he sane terrpergf)ure ﬁ%ﬁ‘gﬁﬂ‘sr?ﬂ’d%ﬁ/&ﬂ‘éf‘s‘aﬁdz"&XMﬂﬁg(edsnuthy =

hl orof orm The chl orof or m ext ract gd wi th aqueous sodium

i sul phite sli)dfdtowmgthammmboﬂsialmprem,tbaf SEhgWN- (28 orhd-¢ o) rm
xtract® W?;azg:f \t' estervrt*bhmmwerema&@r:-g otlfneﬁlikthé afer. “Jh%.haiemﬁéﬁ {h‘ﬁl]ﬁ;oo/

dv/v) ethy ¥ e?rfﬁsmgmelcemmm of farmiuial i b&rh&:h(l# id he
ame sol vam; (smsoams@roérs, %%%M(i gtj%@gmﬁfx‘z‘,@gm WBhigometyil- Nenetintalycihe

ppropr i ad.d2 (brcad.ﬂHD I1FB(CHENE) 290001720 #FeOH) 337 0,280, ZH) g SH)

-i odo-“4, ?’ t2 ‘95 &magmmmoansna/aﬁcacar xs)c In, é‘?@ffé wﬁ 75&?@2 4 g,

0% pur e) pvdeey ( 3 bmﬂmxomstvlbwmm@dcuby g

Fom et hyitnf%ﬂ:@{lﬁn ,ens " a{%& Jhe’ﬁ%‘?tzé'r 7-54 UMN(I(NJdmggthdiy-MQ
kobe), frashbpHpa, BW (ZEQ.D §FHz, é(s,(n

) % 39 (st 3,
roceddfeA@ﬁ/ QRlcd) C.Brasiamt 8 4.26%] NJ .3, W&tdagc B ahdk}gﬁil-llsvm
, John | ﬁ% gi"‘ %}'New nm&ﬂtalewllm:qubbt&lm-mefb(?lé cind?.- mé 169°C; NMR
t r i fluor om Bl IR@hidOmineral &1 290025
heated for 20 hr at 12'6 "&P H 8’c1)’33\5‘e3°°’ﬁ&%é£%9@ol ing to 22-to 24C,
the mi %2 uFleimpder the:Gontractipg Sntesosmnemdsmmauene suspensi on was

“filtered. Th Acoltr e was concentrated to dryness under reduced pressure.

The resi due wasYio4% PXBYEA chl oroform I nsol ublé material in the
chl orof orm sol ution was renoved by fj
throughsa colum of 75 g of s|I|ca 0
chloroform The pure fracti AL &
acet ate hexane to 45 give 3.
4, 6-di net hoxy-5- (trifl uoronet hy K rrapht hal enecar boxylic acid nH? hyl
ester;sonp 120-123[err], NWMR (Lerr [err] 3.95 (m 9H), 6.8 and 8.05 (2d, J
= 10Hz, 2H), 7 21 and 9.1 (2d; =°10Hz, 2H). A suspension of the latter
conpound ( 0, 009 m)l) |n met hanol (16.2 m) and NaOH (5.4 m of a 4N

R4 n
aqueous fdbd ﬁo Er'rﬂﬂ'emvlrn«rtw énhydogerl & 16Wet.alkfihi R is
resul tasnggﬁﬂtéh‘ﬁnesﬁb Ukd ﬁﬂi%%ﬁmon ; ﬁf%@ctﬁ% 015 HHantat pesitiond, S8 hpH =

the grou

3) with 2N aqueous HCl. The preC| pitate was °co °%'(‘?fs3?9 of doyver qliod Hawer ko
water and dried over [err], to give 2. ?; g of the title conpound, m e 300
([err]). Exanple 63

5-(Trifl uoronet hyIth| 0) - 6- met hoxy- 1- napht hal enecarboxylic Acid (V, [err] =
5-Terr], [err] = 6-[err] and [err] H An intimate m xture of copper dust
(1.84 g, 29 mmol es) and Hg (SF3)2 [3 27 g, 8 mmol es, prepared 55 -according
to the nethod of EH Mn et al., J. Arer. Chem Soc 813575 (1959)] was
heat ed between 80 to 100C for 2 5 hr Thereafter the terrperature was

Y T AP/~ - . e~ PN PN - I T

ion. The filtrate was passed
T'E'(%‘%d'cf"b‘e O¥UbI um was el uted with

S§Qnbi ned and crystallized from et hyl



65* "Trademark. 22 °~ 0059596 The | atter ester corrpound (2.45 7.7 m =X,

mol es), dissolved in 2-nmethoxyethanol (60 mni.), mm,m W gueous ¢ )?, )
NaOH solution (1 N, 15.5 m). The resulti ng sol ut ﬂmﬁt room\.=
tenpérature for 24 hr, cooled in a@932588 h, nade acidi't (pHS= 8) by the

addi tion ofr&%@ﬂwuﬁn#&hd a0 gy b b Réledtd J.Jaos\o@dt iR 2-meliibydusanbll (50 M0, Wil hidedas
col | ect edmhmainedaswaoihsaﬂbenmm thiE The/eéudtingisdieibniwae irRd Bereerh térpetiturefot ne
title 5 Sorpledicag -se liatg ad cﬂ@mazoa thig) e l@l\ﬂs@l § HG! @ng iluted@ith(water3H)

|r8)r gge( re?%esf%‘fa 'Ie% wygerﬁ (equl VA '32%’3@%"\&&0' o if)'l“‘ym{%e

di nmet hoxy 1- napht hal enecar boxyl | C acCkshniple @xanpl e 61 i nstead of
5 br ono- 1- n@a anlaimmmaallb rocgdiges af exa]:rﬁbles 2and 3 and usmg an equivalent amount of 4,6-

a|:l9 acrg,s
(| [éf)rg-[ 6-di 15?%‘2] nyl{é % yct W
mp 105 5;34 BNM%J zoﬁﬁzr @(nﬁ 5H Ltﬁoxv pht &Bgi

4.0 (s A Mdhylglycide madlyl esterrNRB kdz:;cr,%-& 751(9, 18) e ms 3,9 (s)al8), 0006,BHN e.ds () 20d), 7 4 (m

N-[(4 b éHh(%ihox -1thg% hstgtragr&ne an %%;lgo'g yl ] hl—oérgeth é(guycrhrtlﬁbrrret h%’lxylgster
NVR ([&r ef“}{ ?350. ﬁg (1;9 K6 hﬁgn-
4.35 (s, n yl etnfe%hylg!ycl ljyi éﬁfe\“’(l%ean dges ﬁ

equi val eRé = ammmco r,ﬁrmtrémmys (5301 8.8R{s CIME A BB B 5|ra ' JACi Tz, 2dea

C.C. Pri @tl) ela Nelke- metﬂovamapmwl)cmonvll I‘G@;ethszlﬁlﬁtine(msnﬁl)E§te | ves
N- [ (6-#eth lj!:%w'ﬁ 'S'H Phi;BXWF ]imNm E ome V
[err ]na "E %_& ,C
err]) [aRd RY = ;b) I‘:Bnr;?a b&m&éﬁ% £a.7 324!53953 H), 435&5&@ dﬂrs d
, 2H), 688218, 4H), vfay- llﬁwlmethbﬂ/ 5- (tnﬂuoromethyl)—l naphthalenyl]carbonyl] N-methylglycme
esfer (CREL)SB f 3 bbhis] 3H), MWJ?@@@HM 3prtsn, 134), 6.2sB3(m, 4
CRIENCE . AR LR g e et
4, 6-di Phitian vﬁa *Eﬁ étﬁ%&%ﬂ 3— 6*CH, and
exanpl e Fﬁz H): @b ms-123°¢s|-r{wiﬁ4c bhmweﬁs(d; zmhluow smmém 5(31 “2H), 7.0—8.5 (m,
napht h¥l Shkl Jie IN- ﬁﬁd@ﬂﬂsbm vlmm% y-oaphehaleptilaarboreriiiNemetiiglydirer mpthaindstérer r |
= [err], NMR(CRCIHH00 (RAHL % 8k f1-35-arsL 4£80((e|2H). 7QvRS(MeH] ) [err] 3.0
(s, 3H, 3.7 (s, 3H), 3.85 (s, 3H) 395 (Ses3H), 4.35 & 5.45 (2d, J = 17Hz,
2H), 6.8-8.18y ﬂ)ﬂﬂwrﬁd"}re prédeBurs of Example 32, but replacing N-[{S-bromo-1-naphthaienyl)thioxomethyl}-N-
N-[[ 4, & dneteidhaioy methitesief withomanuv kamdunn@fphé dsfaﬂmtpr dombhmsyifbrrd\uarm »hlyihrgl ycC

| ne 25 mﬁ pﬁ,qowersqlm bctje e d(:r‘ qugl ?‘bgmjc t tha l)t fqr l‘"alc\l‘j Igl cme
3H), 3. 9\ ?655 ?FB o 2 Z m°e mﬂ § 1?9&%?% o-%%?n‘f 5H),
substi t utg 1Q”br ax {MeOH) 337 nm (s10 zaor 322 (9,675), 278 rss 385)

B-(triid umsum% t( sa )- m’aubwryAAafcamapatdoammesas oK w8%; Foasd:c, 58:88% H,
exanpl e 563% N ISO%S(b) m{( i hety-1-hdphthalemathinKombtihy) N@wetrw lvom -nflp 153—154°c NMA

;napht h(ill THiOE th| AMALH X e
;[ E(DREL]( [;H r%, {gg{é%@ %ﬁ Z 1;170” %E;g%s-(égﬂ: E)@Hegs lgggg 35'/‘/» d%%ﬂ [5( d

2H)", . O- :glﬂgodﬂnr?mloﬁ ethaxyal- naphthaIenyl]thloxomethyl%methylglycme mp 168—169°C; NMR
N-[[5- (tr 5 H). 14i0d3. 38). AL Bhiak g J = 18Pl BHE] BhHim. SH IFovte mingcaleil2900g] vy
i ne met hyl%eé?séfm R@“’(‘T"e‘f’"’ﬁ?‘)"ﬁ‘%Pr’]‘eg‘"@o“(“ém%’rW"‘ ‘J?%? (s, 3H), 4.00 (s,
3H), 4503 TIamAslfoft tHa@olflacting Btates: BE-¢H OE freB BH) LUNKSEDPl € 65 By fol lowing the
procedure of Exanple 32, but replacing

N- [ (5- br onp3-1 eeapRuntaf é&apiipd hi oxonet hyl 1 -N- 35 net hyl gl yci ne net hyl ester

with an equival ent anmount of one Ofs t he qstercégnz)ounds of formula I in
which B2 is |ower al kyl, described |= '@%?‘r’pﬁ"& the correspondi ng
conpounds of formula | in whichk g hydrogen was obtained, nanely (a)

N-[ (4, 6- di met hoxy- 1- napht ha?® rret hyl ] - N- net hyl gl yci ne; NVR
(DVMSO-[err]) [err] 3.05 (s, g+ s, 3H), 3.97 (s, 3H), 4.27 & 4.67
(2d, J_= 17Hz, 2H), 6.50-8.00 {m %H), 9.12 (broad, 1H; IR ([err])

2900, 16720 [err] UVAmax (MeOHR*33Rnm ([err] 10,280), 322 (9,675), 278
(35,385) 40 shoul der at 242 (66,830), 224 (114, 600) Anal calcd: C, 60.17%

H 5. 36% werein Bgsh yqfrwnd;w@ alkglg%:‘%gn,gllﬁnyl f‘g%lgmylmethzgl e ?:n or Iowe:r§ i?é' R? hIs

|\r 6- '?ﬁa'g ¢ > NVR
( Orrfsé %y Ien@éuf’ﬁ tﬂr? % %:: t(g‘?_ﬁrg seée Q?’om :g_?_ﬁ u;ﬁgoégq ynﬁ cfr}égwfoﬁgbrjf%mﬁer a%

16 5Hz, 7.5 (m 6H) (c) N-[(4, 6-dinet hoxy-5-

(trlfluororrethyl) | - napht hal enyl | t hi ox®fret hyl ] - N- net hyl gl yci ne; NVR ([err])
[err] 3.05 (s, 3H), 3.9 (s, 3H), 3.95 (s, 3H), 4.5 and 5.11 (2d,J = 17Hz, .
2H), 6.75 (s, 1H), 7.2 (m 4H); IR ([err]) 3000, 1720, 1270, 1130 [err], 45
Anal Calcd: C 52.70% H, 4.16% N, 3.61% Found: C, 52.83% H, 4.46% N,
3.57% and (d) N-[[5-

(trlfluororret hyIthr o) 6- met hoxy | - napht haI enyl]thr oxomnet hyII-N-rret hyl gl ycin
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“wherein R.1s hydrogen, T-ower “al’kyl, [ower. al kenyl or phenylnethyl: R2 is
‘hydrogen or _Lower alkyl; R3"i:s hydrogen a Iower(mmﬂ on 6 i
the naphthal ene ri'ig; " or ‘a’ substi tuent-at - ‘positi }"ﬂ"m"mﬂ”"he 65 -
napht hal ene ring, the substituent bei §§B§ct ed frofn the "group+=consi s

of Neter al kyl , |ower al koxy, 23 § The | atter ester con'g)ound
(2.45 g, 7. hilomvamvl &its9, trthdlomsﬂwl\ﬂeditﬂﬂtrp@nemth@ d Rtand BF eatibi hvﬂﬂ)qenwa5 aridféeach i
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b SRR R

(pH = 3) 4b uthhaelo
resuI ting sobsud:emsdnmédt ﬂdsitbds semaadnmn pasitionsva 6 end sauﬁdre haephthalehalting, the dulistiont

et hanol to !nvéchh@ frq"r the goupsoraint rmaf ! \Ief?' XY, hn'g az@)xrlhzleeehv'_:r\rm therapeutically |
(DVBO-[err ]afc 'E@IE Ff oun f( ﬁiants t;:roegra ro en, cr\r:ver aI%ﬁ%@w gévlbre glr?ﬂf is f
64 (a) B}ﬁ friobifogaM 6]- oﬁ&rdl r&&EPCae oﬁi Sof 'oP

an equi val esbstitishisn bositfonsl4, 6-or 8bfié hepkinald nd’\‘&'@ )é lb&edﬂﬁ‘d th@ group
exanpl e 61 qonmtleadf lofwel‘salltyl doweer mk htldnadvamemap bod(yriﬂuo,romelhvl, ar!k:OR‘ and R® each is |

N-[(4,6-dir gﬁE:J_ R e th uen |e Es"ﬁgt:m er
(1, [err] lk‘oxE.é? g’Fr(lo hal -
105 107] er It nﬂu tﬁi €r ko tnﬂ T met ‘5) fé (S 5- 8-

0 (s, 3H)(lowéridkokRByverJaliaxy? (B-Ea,lo-@ld)(tnﬂm?or&n(tml)pﬁdr{)'lmem] O&mﬁaﬁ-hﬂds-‘(ll-ﬁhlorophenyl
N-[(4 6- di rraethxyly and R & rha¢nenlyﬂl3 Rzand Bheac!) is msubstitupntio |t mapréhm ee@toérhe

NIVR ([err )threezu beTg dlff ent we tlon the esthres g{erﬁ edf :
7t %r?s S A bR e éf'fﬁ e

Qmﬁln 65 REE h,Sow€ Al &ﬁ‘/fnﬁ RBi hilrégen BF lbwér
et al., J aﬂm RUsth’aloSOE *halo ﬁﬁl R* 2ax6H® &Gﬂﬁgd;oggm ms’ dﬂd 6re @hin ofepbstituents on the

napht haI enyﬂ #lme@ne ofl frop thetg xg' We afkoxy4,6-giflgw ff F
RE L *;_gwga %ﬂ; éﬁ?k 1ib ﬁ, "
3 86 (5 we l rﬁwhe is h g 1l e able s ﬁm or rédﬁc

uuaN- 6rrethoxy1napt aeny car bonyl'| - N-net hyl gl yci ne neth

est er. 4Ky onmgmfslemtmesvb%tls loweriatkwi; BYis bydrang 'urﬂ?aIdeto andBtand Péf—'ach is
4, 6-di rre?‘hoﬁg‘g"fs“:‘ 1°F'|‘f “6%? u t—““ l‘Paq( PFE%? Aﬁ‘,ﬁte °E9df OEv;;gPa?':gx ‘;fn%"gs
exanpl e tEo St‘lgylt 'h drgé ‘ﬁ i * is 5-{ lfluo thyl)
napht hal enyé x;l:} pRYtiGlI sdcéueaumgahwereefsmr an[cezrrr 9 bhser [

[err], R3 =s4a ﬁmunmcmnﬁ‘l-% mamds @rio}1 rﬁplﬁhaﬁir@m)npxdﬂ&hy(l{l\lem&]n)lgI{/tﬁfer §-I(S- 0

(S 3H) 38 chlgras1- ngqhbhale@yl)ggpx myethyHY-methgiglygine, NJ(&bromo-Baankthglenaithioxgmethyligiyeingiz
[{5- r_‘}nap alenyl thioxomethyl}-N- propylg’lycrne N-{(5-bromo-1-naphtha enylithtoxomethyl]—

N- [ i 4, 6 dl r‘r;?al(p ygfhtoﬁme 14 IE”(S bm{]ysl,-Y pij:halen &{rmmetw 1:N- eth%ﬁ?%m&h#sﬁm g,hy c
i ne 25 met dsthylR&Ling, or NVE’or( eyl d ster?th
3H, 3. 94t( S, 8H)compo@isi leln'iZlH)hrchﬁs Wi[%(t@‘lu@wmethm) 6-mieth X\L1 mhslenvlltfﬁmtomethvﬂ N

substituti etbylgl -1-naphthalenyl thsoxomethyl] N- methylglycme N-[[ls)
th eth ho riflugromethyl)-
Gt o %%%rg T T e A
7 ou hthalenylithioxomethyl
napht hal amym] trhetiopigiyeme Ny § ~NB mehlbrp g& yenenexsmeu hydap&ﬁilerymh(oiométmlgr}/cnmd:r ma = !
CH3, R3 5- CMSSPO ‘éFQ :;ﬂwgﬁ@l-‘lsefhl 21- 1x2y C nl;ll\/rl‘? t m “ :
metho -
(s, _3H) 3. IZS ng%hylg yeing, N - l?g; ‘éc’iich'lyw‘l ?;ﬁng’lenyl)%: X0Mme ? rp!:t ylg m %‘ (5
SH); via  prom entyloxy - naphthalenvl)throxome N - methylglycme N (5 - bromo -
N-[[S5-(teef Jnumwomat ﬁy&r&ﬁileew)lr 6 tHigxomensyt 1 Nna@. all/&riby N Cas b 1s deayl-gl yc

| ne met hyl whtbalpnMXé e:hvi N[-emat}\vlsly@& 5 [[3H)brorke 75 (§ @ pxyPpropxyf s,1 -
4. 35 apaphtpal I(hd:xorz 7 NO: @eﬂsvll mes H d:rg%v N [[5 qommeﬂty”w?w
or

ht I nylithi bromo
procedure 0 ’\E
- napht ha's?”%%ﬁ%ﬁﬁ% % Ine mef'hthy'g 2P O ihe |porresponding

equi val ent anm@uat prefmarammabfcombusmesE@rprmmp@mdaueﬁﬁg fdabémleambndarbnshn aldidBatid s
| ower al kyl mame'sbwh?s'eebmm-smprpew@zhs clahedcromve@p@ﬁdwmg1eeﬁrpwﬂdlsarmceunca"v

formul-a | i PFegiiatiarsarie
N-[ (4, 6- qb naLzz%é&::jéﬁoun F‘fb%g“ mJa 'i;% é:xo%? Ettol%]fng_sénaestaHy? g?/fm(pr%]ventuﬁmrehevma
(DVMBSO-[err]) err . , 3.90 (s, 3H), 3.97 (s, 3H), 4.27 & 4.67
(2d, J = 17Hz, 6 50 8.00 (m 5H) 9.12 (broad, 1H; IR ([err]) 2900,
1720 [err]; UV[err]max (MeOH) 337 nm([err] 10,280), 322 (9,675), 278

(35, 385) 40 shoul der at 242 (66,830), 224 (114,600); Anal calcd: C, 60.17%
H 5.36%N, 4.38% Found: C, 58.38%H, 5.20% N, 4.80% (b)

N-[ ( 6- met hoxy- 1- napht hal enyl )t hi oxonet hyu N- et hyl gl yci ne; np
153-154[err], NVR (DVMSO-[err]) 8 2..95 (S, 3H), 3.9 (s, 3H), 4.65 and 5.2
(2d, J = 16. 5Hz 2H), 7.5 (m 6H); (c) N-[ (4, 6-di met hoxy-5- .
(trifluoronet hyI ).- 1- napht hal enyl ] t hi oxomret hyl ] - N- et hyl gl ycine; NVR ([err])
6 3.05 (s, 3H, 3.9 (s, 3H), 3.95 (s, 3H), 4.5 and 5.11 (2d, J = 17Hz, 2H),
6.75 (s, 1 H, 7.2 (m 4H) IR([err]) 3000 1720 1270 1130 [err] 45
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e e

d - :'.'f'.orrrula T [err] 60 vvherern R. |s hydrogen )
4 '_vver al- kenyl “or - ‘phenyl net hyl i Rds:. -hydregen-. or.
drogen, a- lower al koxy at--posi'tion 6 of the- nap ﬁ"ﬁi‘ﬂ"
.%bst@ent at position 4, 5 or .8 of 0089 &6 napht ha’1 erFe Lin
bstituent hejm&mﬁﬁhﬁp&f%fgmm the group consisting of lower alkyl, lo
a koxy, 23 - 0059596 hal o, cyano, nitro, {rrhal onet hyl and
térfl uoronet hyl t hi o, and R4 and R5 é?f&rN(% MCOP8N; or [err] and R4 each
a substituent at drfferent positi onk seI ected from posrtrons 3 to 7 of
the napht hal ene ring, the sup8ti
C nsrstrng of lower alkyl, |owerlgel Mox¥) hal o, tri hal onet hyl
trihal onethyl- thio, (I ovver)al kgky (| oweK) al koxy, phenyl et hoxy and
p enyl rret hoxy substrtut ed on t phenyl ﬁ'bl‘tl on 5 vvrth a lower al kyl,
Ipwer al'& r| hal o and :r |s dro en; or err each

k. b t $Nereil ‘ w $pb fF ’gfort
i5 a subs {h IU@J‘ ga‘%h 3‘ l?’tﬁ{rﬁ@ dnElﬁe@ c:@% consrﬁtl %E\alrm :ﬂﬁ .
t

o[ t he' naph,ta InRFdCanki ititaio
cpnsi sti ngdlﬁéreﬂtomonabﬂ(mmphtlmdne nﬂg)duebﬁsutha&ﬁmﬁa iy mp&&roﬁsé
akcept alif ebding gelegrad gaqﬁpccqoﬁlstrnnovfglawercallm.sbwerf akiny, maln:p(rlmdme&nyl tn-

fprrrul a l Qélﬁhraj‘i‘yj: he“ PUEF’Y emom iuhmfeteerw orr]
ow aI x ndR ro
i 5 hydr 0geghc bstifile d,ff ﬁ and o NS e| ‘%‘:%en
of |ower abbytient baig selectol Holh Q@ﬁ@oupaco SPrkofl, ere%h wn o is
nap ht hal2&nkydrdgan or bwvelaallsm bsé thetapatically apuaﬁuable Gélswith arBon(gsm ofGih base of the
pht hal en‘c'—? A gyeoeatent s ber ng selected fromthe group consi sting
of\A over al ky ,,eirﬁf@@:r o %@%yof&%mﬁ Sjaimes inislatm b whishicamarisesuor omet hyl , and
[err] and [err] each i's rogen; or [err] and [err] are a pair of
substitd@ents on the napht haI ene ringo-@afmisdrstbbent being at a different
pbsrtron of the ring, the pair of substrtuents bei ng selected fromthe

g{oup of pairs consisting of 3 -I ower al koxy, 4, 6-di (| ower

koxyY, 5-hal o-6-1ower al kylR ower al koxy,. 5, 7-di hal of1B-

(yriflueeonethyl)-6-1ower al kox VA trifluoronethylthio)-6-1ower
al koxy, 5-hal 0-6- . ('l ower) al kgl y( | ower }al koxy,
5t hal 0-6-[3-(trifluoronethyl)phenyl nmet hoﬁ/] and 5- haI o 6 (4 chl orophenyl

t hoxy), ei n ne Jan .
oot wenan o oot g bk b ket B e R amtefn
S

di f f er elotveralieyl; for ons on the ring, the three substituent el ng select ed
ffomthe 20 @?’6!&5”&%"9@9Wu'u!d(mwulslllhal 0-6-1 ower al koxy and 4, 6-di (| ower
koxy)-5-(trifluoronethyl); or when [err] ,is hydrogen a therapeutically
cetablke salt thereof with an organiSeCeN(R r@®Hgeadr base. 3. A conpound of
aim1l wherein [err] is hydrogen owdr al kyl or phenylnethyl; [err] is
drogen or |lower alkyl; [ergf @ or 5-halo and [err] and (eyr] each

hydr ogen; or [err] and [err] &% r of substituents on the
ht halgne ring selected fromtMe rou of pairs consisting of
$halo 4-1 ower al koxy, 4, 6-di (| after aI koﬁ?) 25 5-hal 0-6-1 ower al kyl,

hal o-6-1 ower al koxy, 5, 7 di hal o, 5-(trifluoromethyl)-6-1ower aIkoxy, and

5. (trifl uoykereingl B arlﬁt‘ Iql"b . e ha)wéinecalhlctmw ageh B if lewer]alkiySorl eyt g £ tcOBbtdie the]

i's 4-1 ogerSoHPREY" ‘{°E‘i"?']“d of forgyia bwpherei ¥’ it Biyd B° aparad dpfined ferpin agt Religwerogen;
al koxy; or V\'f'&?%a&ﬁr[:,ra]m a;nﬁ,or;&glgpfgmlaaﬂ\;, herapeutically acceptable salt thereof
with an organic or inorganic base. 4. A conmpound of claim1 wherein [err]
is lower alkyl; [err] is hydrogen; [ew rc]_NlFs')_&,.g@bgHand [err] and [err] each
is 30 h}( rogen or [err] and [err] areja pair O6f substituents on the
napht hal'ene ring selected from t kv of pairs consisting of
3-hal 0-4-1 ower al koxy, 5-hal @6 ‘ﬁﬂ Lfoxy, 5-(trifluoronethyl)-6-1ower
al koxy and 5- (trifiluoronethylthiy<6" wer al koxy, and [err] is hydrogen;
or [errls is 4-1ower al koxy, [errh is 5-(igifluoronethyl) and [err] is
6- | ower “al koxy; or a therapeutically acceptable salt thereof with an
or gani C OfwHeRM BIARY, R BAG RS arg as AeffRAMPHAM Plint cfr -
N-[(5-br Ompéndlr&prbalnEIydla)ﬁth&@m A a.r&mrﬁ yEp. yzﬁéﬁ%fﬁtgﬁbta t:eac:é
chl or o- 1- napiét Heauired) ransiounitonbe Porhdouid ofédrinyla ¢jiviyeréin @3 is hydrogen into a corresponding
N[ (5- bF% ?ew&p'Htﬂﬁ%?P@Hly 531t fjap Lesarie pRinqreanicciasre,
N- [ (5- br onp- 1- napht hal enyl ) t hi oxonet hyl ] - N- pr opyl gl yci ne,
N-[ (5- bronp- 1- napht hal enyl ) t hi oxonet hylRp- N-(2- propenyl )gI yci ne,
N- [ ( 5- br onp- 1- napht hal enyl ) t hi oxonet hyl]-N-et hyl gl yci ne, N-[ (5- brono-1-
napht hal enyl ) t hi oxonet hyl ] - N-butyl gl yci ne, or
N-[ (5- brono- 1- napht hal enyl ) t hi oxonet hyl ] - N- (phenyl - met hyl ) gl yci ne, or the
correspondi ng nethyl ester thereof. 40 6. A conpound of Claim1 which
~is N[[5-(trifluoronethyl)-6-nmethoxy-1-naphthal enyl |t hi oxonet hyl | - N

1

OHN




~ thereof . 8. -A conpound of Caim1 which is N-

745 Nt e met hyl gl yC| he,. Cof N (3 3 chI oro - 4 thoxm -

_napht hal enyl) thi-oxonet hyl ] gi yC| ne, or:=the- cer respH“’IlI; "mnrﬂll |H h 3
t ox

1 - napht hal enyl )t hi oxomethyl|l - N DQ\@ﬁ? gl yci ne, - 5, 7% dichlor
1 - ‘wdpht hal BMHe)tddbR b RiMRh 1Y lersin e con%hWJf k@b iR obtmned l{y(céup'lmé’{ &%ouno@f
pent yl oxy fermlav napht hal enyl )t hi oxomethyll - N - nethyl glycine, -

brono - 6 - 50 rret hyl - 1 - naphthal enyl) ohhl oxonethyll - N -

met hyl gl yci ne, [(5 - iodo - 6 - met hox\§ -_1-- )
naphthafenyl)thl oxorrethyll - N.-"net ekge, N - 115 - bromo- 6 - (3 -

met hoxypropoxy) - 1 - napht hal enykd yl']l - N - nethylglygine, N -
[[5 - bronpb- 6 - (3 - (trifluoromethyy . met hoxyl - 1 -

napht hal enyl ] t hi oxomet hyll - N - et iyl gl yci or N- [15 - bromp - 6 -
(4- chlﬁkophenylnethoxy) -1 - napht%ajenylIﬁﬁloxonethyll - N - :
nmet hyl gl y I pat £ r of . n A

har moey e 17 e of BARGEalinin Sbcef Bh 6o b Rle e “ov.coon
conplications in a diabetic manmmal, which conprises a conpound as cl ai med

in any Wné&laims fot the @pnttacting RVatg)AF a phar naceutical ly acceptable carrier. 10.
A conpound clair in_any.one of clai 1 to 8 for use as an agent for -
preventing gf:Arpe ‘iegssfld repa"%%a °°(§"p§5'é'{%é°rg‘ lication in a diabetic manmal.

65 24 0059596 11. A conmpound of th fig( !cﬁ éc%éz] wherein [err] is |ower
al kyl, ower alkenyl or phenylnethyl; P] I's2a substituent at position 4,
5 or 8 or the naph- thal ene rkno
group consisting of |ower al Ryts koxy, hal o, cyano, nitréland
trihalomethyl, and R4 and [err] % ydrogen; or [err] and [err] each
is a substituent at different pdsitifQns of the naphthal ene ring, the
positions selected from positi oﬁs 3Rto 7 and the substituents 15 being

,selectedfromt Igl(ou onS| & {‘/" Ag r akog

erein R is Wi I; R%i
v Lo T B it LR oL eyl
phenyl ngt h@Whaﬁi\d ﬂﬁ&l@lﬁby ub®Rie ﬁtxbém% sisAEd10f lovitd? la 1OIBw¥¥ ) %EX@
| ower al kyhblo, dvawemutraIt:imboyapthhahd)tnﬂuoramctlnmhmma hyéndahehcﬁ 3hydroden; y%ﬂsmgééachor

ferr], [e r'srz sugfituentat differ E'&GPF“!%S %e’es\a@fs@m positions 3o 7 af tM r@PEth!le oss-ﬂmmbsﬂtuents
sel ect ed Iaf)o er ;?I:]o%c gl nd l?-ne mzlléﬂ on Eé' rt on
bei ng sg o érQﬂ% EIPd* y x?& yor Ak r%rﬁgyeae:?\ ll
t ri hal onetsbhstitueatiditferér p&ﬂlon Etélgﬁdih ﬁdisntioﬁé/\es aritd 60f the Qaphenaleh&h e Elht%ﬂthgr)f

accept abl deiva seleapid; fron the@rqyarvousisting piiowerzaiiiogy, hals @nd friktlomebdpou thdraphaicaiyn R
i s hydr ogé%c%t%ge safét fihotnesganic 9F ingraapia pasa gf e exsrRoutthef fermularhuderein R%usdwmogen
whi ch cgnpri doester of formula 11 25

[err] 3% Wne‘r%gl ﬁm érrfrﬁiﬁ Jé*r"??”g'?‘“fér‘] and [err] are as defined in claiml
and Ris |ower al kyl wi th . phosphorus gggLR j_f(j..dgo@@ 35 obtain the
correspondi ng conpound of claim1 wherel n lerr] 2and [err] are as defined
hierei n %nd R2is | ower al kyl; or:. (b eiiel yzi ng the conpound of fornula |11
[err] 45 wherein [err], [err],R[ err] are as defined in¢ahaim1
and Ris lower alkyl or ar(lower) { obtain the correspondi ng conpound
of formula | wherein [err], [err%4 [err] &nd [err] are as defined herein
and R2 |s hydr ogen; 50 or (c) reacting an i do acid of fornula (1V) [err]
60 wher? el TwHeRdd R', R'R} ah®RYafe adldefird8 héteih biERlis 10WefdIign WithlphesghBrup berid3biBdd.Ls obtain
pent asul f |tﬁ!q§cctﬂ@sn9bdles epnirloenccafclain &epersid ifh &°,0 apbRfrrde @xf defihegi hereln adddY’ & lower
[err] and E) re as defined ein and [err] is hydrogen; and, (d) if .
requireg, ﬁg’f‘&l 'Yﬁ'"ﬁdhet"'r?@pewgffﬁ WBH formula | wherein [err] is hydr ogen
into a correspondl ng 65 therapeuti cabLy_m:{éf;m.@b@@qsalt of an organic or

i norgani ¢ base.

o5 | ()
60
R R?

wherein R', R®, R* and R® are as defined herein and R is lower alkyl or ar{lowerlalkyl to obtain the cor-
65 responding compound of formula | wherein R', R®, R* and R® are as defined herein and R? is hydrogen; or

26




225 . 0059596 A13: The process of cl ai‘m: 12 \/\herel n the corrpoun —formul a
.[11 i s obtained. by.coupling-a conmpound-of -for mul a m ein
ferr], [err] and [err] .are as defined théréein wit ﬁ'lm ter of
he g/r][rula NH([err])-[err] wherei nO[@5959Gnd R are ds defnne rel n‘
or ntract.i ng. T 1. A process for preparing a conpg
P )[ eaCc? Tg %anﬂ%oa V\,ﬁ% %rrgulTle g rrp

Pf fornula I err] is hydrogen, |ower alkyl, |ower
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- {phenyim l}glycine, or the co nding me
6. The process of Claim 1 wherein the compound of formula | which is prepared is N - [[6 - (trifluoro-
methyl) - 6 - methoxy - 1 - naphthalenyl]thioxomethyl] - - methylglycine, N - [[5 - (trifluoro-
methylthio) - 8 - methoxy - 1 - naphthalenylithioxomethyl] - N - methylglycine, N - [[6 - (trifluoro-
methyl) - 1 - naphthalenyllthioxomethyl] - N - methylglycine, or N - [[4,6 - dlmethoxy 5 - (trifluoro-
50 methyl) -1 - naphthalenyllthioxomethyl] - N - methylglycine, or the correspondlng methyl ester thereof.
7. The process of Claim 1 wherein the compound of formula | which is prepared N - [(3 - chioro -4 -
methoxy - 1 - naphthalenylithioxomethyi] - N - methylglycine, or N - [{3 - chloro - 4 - methoxy - 1 -
naphthalenyl)thioxomethyllglycine, or the corresponding methyl ester thereof.
8. The process of Claim 1 wherein the compound of formula | which is prepared is N - [(5 - bromo -
55 6 - methoxy - 1 - naphthalenyllthioxomethyll - N - methylglycine, N - [{57 - dichloro - 1 -
naphthalenyl}thioxomethyl] - N - methyiglycine, N - [(6 - bromo - 6 - pentyloxy - 1 -
naphthalenyljthioxomethyl] - N - methyiglycine, N - [(5 - bromo - 6 - methyl - 1 - naphthalenyl) -
thioxomethyl] - N - methylglycine, N - [(6 - iodo - 6 - methoxy - 1 - naphthalenyl}thioxomethyl] - N -
methyiglycine, N - [[5 - bromo - 6 - (3 - methoxypropoxy) - 1 - naphthalenyl]thioxomethyl] - N -
6o methylglycine, N - [[5 - bromo - 6 - [3 - (trifluoromethyl)phenylmethoxy] - 1 - naphthalenyl]thioxo-
methyl} - N - methylglycme, or N- [[6- bromo- 6- .(4- chlorophenylmethoxy) - 1 -
naphthalenyllthloxomethyll - N - methylglycine, or the corresponding methyl ester thereof.
9. A process for preparing a pharmaceutical composition characterized in that a compound of formula |
as defined in Claim 1, or when R? is hydrogen a therapeutically acceptable acid addition salt thereof with an
65 organic or inorganic base, is mixed with a pharmaceutically acceptable carrier.
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- worin R' Wasserstoff, nied.Alkyl, nied.Alkenyl oder Phenylmethyl ist; R? Wasserstoff oder nied.Alkyl
bedeutet; R® Wasserstoff, nied.Alkoxy in Stellung 6 des Naphthalinringes oder ein Substituent in Steliung
45 5 oder 8 des Naphthalinringes, wobei der Substituent ausgewahit ist aus der Gruppe bestehend aus
nied.Alkyl, nied.Alkoxy, Halogen, Cyano, Nitro, Trihalogenmethyl und Trifluormethyithio, ist; und R* und R®

50 jeweils Wasserstoff darstellen; oder R® und R* jeweils einen Substituenten an verschiedenen Stellungen

ausgewahlt aus den Stellungen 3 bis 7 des Naphthalinringes bedeuten, wobei die Substituenten
au.sgewéhlt 'sind aus der Gruppe bestehend aus nied.Alkyl, nied.Alkoxy, Halogen, Trihalogenmethyl,
Trlhaloggnmethylthio, {nied).Alkoxy(nied.)alkoxy, Phenylmethoxy und Phenylmethoxy substituiert am
Phenyiteil mit nied.Alkyl, nied.Alkoxy, Halogen oder Trihalogenmethyl, und R® Wasserstoff darstelit; oder
55 R? R*und R°® jeweils einen Substituenten an verschiedenen Stellungen ausgewahit aus den Stellungen 4, 5
upd 6 des Naphth;linringes bedeuten, wobei der Substituent ausgewdhilt ist aus der Gruppe bestehend aus
med.A_lkoxy, Halogen und Trihalogenmethyl; oder ein therapeutisch annehmbares Salz mit einer
orgamsghen oder anorganischen Base der Verbindung der Formel (1), worin R? Wasserstoff ist. ,
] 2. Eine Verbindung von Anspruch 1, worin R! Wasserstoff, nied.Alkyl, 2-Propenyl oder Phenylmethyl
60 ls_st; R? Wasserstoff oder nied.Alkyl bedeutet; R® Wasserstoff, nied.Alkoxy in Stellung 6 des Naphthalin-
ringes oder eir Substituent in den Stellungen 4, 5 oder 8 des Naphthalinringes ist, wobei die Substituenten
ausgewahlt sind aus der Gruppe bestehend aus nied.Alkyl, nied.Alkoxy, Halogen, Cyano, Nitro und Tri-
fluormethyl, und R* und R® jeweils Wasserstoff darstellen: oder R® und R* ein Substituentenpaar am
Naphthalinring bedeuten, wobei jeder Substituent sich an einer anderen Stellung des Ringes befindet und
65 das Substituentenpaar ausgewéhit ist aus der Gruppe von Paaren bestehend aus 3-Halogen-4-nied.alkoxy,
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ei ner aadafeenngse.eJ | INi-tbe St -ngmthialenid)thigrametvll-Nopeth % uorme@rﬁ’@p f;ﬁ

ausgewi hl meshomr@ay)ﬁ@ppr@a;? gthuglycin, N- [[5'B'°'“_6

4-ni ed. Al gy’%@wﬁﬁ §§I g%ﬁgﬁﬂé ';]nge&ez(ﬁ,s oL m$ 2i¥ie q',’gnh\?fnstyf?ert??xy)u})r -
net hyl ) ; tzdn§ zurRi Werhited agmut E teannminrrtaabascrsal z

hi‘evon gi koﬁblme:ioneﬁ B Binérf Iaﬁaetied\eﬁ Saungar.(yeeivhe enheMerladmg. Ge irEdinemn devéﬂtﬁfwﬂahg

von' Anspr bisl8 beanspropht, URE e\nas almfmzetiﬂsc"' imne*un zugv vl aeth AI s MﬁtelzuﬁZ

10 V\asser ’L°F E'B ¥arbinduog “%'B 'Le&é'éﬁb bn 53

und R4 un r[,gc "e'"e NN n er R3 und Raein

Substltg,;entenpaar am Napht ha |nr| ng 5| nd ausgewahlt aus der G uppe von

Paar en best ehend aus 3-Hal ogen-4-ni eg- @Lkml),LCcheOHDl (ni ed. al koxy),

-5- Hal ogen- 6-ni ed. al kyl ,. 5- Hal ogen- 6- nijed. al koxy; 5, 7- D hal ogen,

5-(Trifluormet hyI)-6-ni ed. al kq PTe rifluornmethylthio)-6-nied. al koxy,

und RS sserstoff ist; oder R34 koxy, R4 5-(Trifluornethyl) und R5

6-ni ed. Al koxy bedeuten; oder, wen Wasserstoff ist, ein therapeutisch

annehnbares Sal z hi evon mit —ei nef, organi %hen oder anorgani schen Base. 4.

Ei ne Ver bi ndung von Anspruch 1, Rforin RL i ed. Al kyl ist; R2 Wasserstoff

dar st el : LAgoe ERvIRGthYINet: B eih %W@dtlk@ntvﬁ%dﬂﬁﬁd Qfsfodst B1des

oder R3 ur}mgﬁa e%g l gffﬂgeﬁﬁmmvmd%amhishams dietr iGn pmhasiehm@ ea/\mmlalkﬁus

der & upp&.eﬂm&oRamamgerbewmmad ued, Frit@lobel h!lhdrﬁ“e'dd l@m’? Tsqt Q 80: 20

n| ed. al koxoger R3u(1¢ﬁ1 ibweils einen vegienjap yersahiegsnen Glgljanoen des. ™ hthalinringes dafstellen,

unte e bi nd dle Supstityenten aus wahlt ind aus

(Tr|f|ud3'??% ?br;QQI: by % %,f,ﬁ, o iﬁ{’né i§ithio)

4-ni ed. X kox FUPRA BB T uorrre unc - Ni ed koxy Si nd oder ein

therapeutlsch annehnbares Sal z h|evon ) elner or gani schen oder

anor gani schen Base. 5. Eine Verbindung von Anspruch 1, die

N1 (5- Brom 1- napht hal enyl ) -t hi oxonet hyl | - N-net hyl gl ycin, N

[(5-Chlor-1-naphthal enyl)-thi oxomet hyl]-N-nmethylglycin, N [(5-Brom1l

- napht hal enyl ) -t hi oxonet hyl ]- 25 gl ycin, :

N- [ (5- Brom 1- napht hal enyl ) - t hi oxonet hyl - N- pr opyI gl ycin, _

N- [(5 Brom 1 napht haI enyI ) th| 0Xx0- rret hyI ] N-(2 propenyl )-glycin,

~— o~ o . [T T Al F /7~ ™ oA




ghgcin;- N[5 (Trlfluorrrethy1) 1 naphthalenyll-thlo orrethyll-l\l—rret vl yei i
et e Ve 4\%{’1*4—~6eD| fret-Fraxy=-5-: " mI YN

(t rf | uor met hyl ) - 1- napht hal enyI I -t hl oxg ("'””'I””"I der

en echende I\/bt hyI ester hievon ist. ne Ver bi ndung vo’h Ahspruch 1,

di b la koxafernyiaet Phnnmmrmm pin| Phidylt@Esubstiatidnyhg h Aty
oder N- [ ( 3 C&t&rnfeé(y éﬁ'&gxﬁ:n =1 ;{é] P RS MWIQWP@? eippaSub-
en spr echendahias b o Checed i a%:“ ea AR
di g N-[(5-8Br ms@ﬂmﬁbﬂﬂmyﬂmﬁﬁiﬂﬁ kgl Atkyl ér eu{irs% ésrbalz mit
N-{(5,7-D chF'B?mlgan' H@P@Ir a wc'hn @isanbt MM;% rm:tnhyel SYSTLON ist.

N- [ ( 5- Brom 6- p {' ‘?Féjﬂ%\ !? pdpyich 1 Keameprhshtgrejchesymakt:
N-[ (5- Brom 6- m(ghy -rtlzgn RPFY W‘)”st l(=)‘3E'3\3f\2"@ﬁylI-N- 40 et hyl gl ycin,

N-[ (5-Jod+d- met hoxy- 1- napht hal enyl ) -t hi gxomet byl hyl gl yci n,

N[ 5. Brom 6. (3. Od(.énﬂ(ﬂ) EHL\E&}H |

met hoxypr opoxy) - | - napht hal enyl | -t hi o - N- net hyl gl yci n,

N-[[5- Brom6[3(tr|fluornethyI)RB y I

met hoxyl - s napht hal enyl | -t hi oxonet h yl glycin oder (.

N- [ [ 5- Brom 6- (4- chl or phenyl net hoxy) /1- '

napht hal enyl | - t hi oxonet hyl - N- net hyll’gﬁ ycin odBf der ent sprechende

Met hyl est er J}o vapr]q, @l n%gﬁ& ég{” uti sche Eﬁf‘%&mnsetzu}g %um Verhuten
oder Erl epg \, gﬁt ﬁﬁ‘k& E
Saur ger, m%ﬁg‘%ﬁﬂwﬁmg ung, wein e em?dlerr‘¥ l'u ‘ﬁﬁ wbeh'erglz"'e_“s"ﬁ
beansprucht utid das Hhelrplysieeen rier\ediindusd) dé IFaetRTNARr en Tr ager aufweist. 10. Eine
i ndung, wie in el nemder Anspruche 1 bis 8 beansprucht, zur Verwendung
al s Mttels, zum Verhuten oder Erleicht er&=©+N(Bi’)—ng¢mH schen Konpl i kation
bej ei nem d| abeti schen Sauger 11. Eige Verbindung der Fornel 50 :
O=C- N(Rl ) - CH2COOR 55~~~~~~~~~ 585 R5 r 3 60
worin Rl nied. Alkyl, nied. Al kenyl oldgt Rhegl| nethyl ist; R3 ein Subdd)tuent
i ny St 8 ugg 4, 5 oder 8 des Napht hafinringés ist, wobei der Substituent
ausgewahl i i st aus der G uppe bestghend ausrfi ed. Al kyl, nied. Al koxy,
Haj ogen, Cyano, Nitro und Trihal ogennethyl und R4 und R5 jeweils
WaSser st of f berdvéﬂtﬁérﬁ‘ updiBYWigd AnsriudRa defniert disl uaid Reipd Bikpiskdbd Artled detkyblsedeutet, zum
vef schi edene ielpn.g T8 gfgt{z}gha@@ Xespintua derfermel Blsweriy R+ RE) B aind RYwwp bier @ifiniert sind und

gl {0, 2 é§er7= Gep,! t sind und die Substituenten

St I I ungef? unt gg,
aupgewbhit sind aus 65 der uppe es eﬂend aus ni ed. Al kyl, nied. Al koxy,

Hal] ogen, Tri hal ogennet hyl, Tri hal ogenrm;@w(thgHZ@ébH ) .D -
X 1111 1111 111--1,;, " R~ V- ~~~S - 009596
I CG~fAiilllID L (nied.)A koxpaminet | koxy; Phenyl met hoxy und

Phenyl rret hoxy, am Phenylteil sﬁb it *ied. Alkyl, nied. Al koqw
Ha] ogen oder Trihal ogenmet hyl, und/R3 rerstoff ist; oder R3, R4 21 R5
jeweils einen Sub- -stituenten i n% er sch| ege&nen Steliungen bedl euten
l)Eg'ewdhlfs aus den Stellungen 4, und 6 des Naphthal - inringes und der
Supstituent ks geWehki 5 hen

Ha‘l ogen und e'rflsprechﬁn &J; \g!ld;f}d Wi Sn ﬁépn%hul IQI'? %Ing r% %:osaﬁor n?a gﬂﬂ&hg%ﬂﬂu:gdd;;
bedeut et , od@sseemff!eddema euitl sch annehnbar es Sa z mt ei ner or gani schen
oder anorﬁ’a "tssi'-iegé?aﬁe éﬂ %‘L anB TER] der germg‘unsgggpﬁmwdnsmrnfnﬁwass;axaﬁ ist in ein
Ver fahren zum %i't:@a eqiganis g '
wel ches unf aibt Forrhé Yv)das bine %zen el rr'1esle Arrllb'" egfj Eﬁdgbcrhﬁg’?pet“l ?‘i‘iﬁb'"d”"g
0=C-N(R1 )-CH2COOR r §~~~~~~

(11) 15~~66~~~~~~ worin R1, R3 R4 und R5 wieoom Anspruch 1 definiert sind
~und R nied. Alkyl ist, mt Phosphorpentasulfijd zur 20 Erzielung der '

ent sprechenden Ver bi ndung von Answsuc NN R, R3, R4 und Rs wie hier
definiert sind und R2 nied. Al kyl ist; das Hydrol ysi eren defy)

Ver bi ndung der Fornmel (IIl) 25 -
C-N(R)-CH2COOR 25~~~~ 2 30 R4 R3
3R

worin R®, R* und R® wie hier definiert sind, mit einem Aminosaureester der Formel NH(R')—CH,COOR,
65 worin R' und R wie hier def:mert sind, erhalten wird.
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_ ;Worl n Rl R3 R4 und RI W|e~lr~1 Anspruch 1 defl ni ért si nd und R ni ed. Al kyI

-.oder.. Ar(nl ed, )akaI ‘beleut-et, “zum-Erzi el-en-der- ent ndu‘n
“der . For nel (I) worin R1, R3 R4 und RI wie hier: wﬂnmam muﬂ
Wasser st of f bedeutet; odor (c) dasgdﬁgggggn ei ner Am dosaur e er

(1 VN0 *C N(R1) - CH2COOH R5 _

V (1V) 45’atentansprﬁche fiir den Vertragsstaat: AT - RARwrin R, R3, RA und R5 w I n
Anspruch 1 definiert sind, mt sphor fid zur Erzielung der '
ent spr echende‘f?%?’b?“ﬂ'ti‘ﬂﬁﬁﬁe'\?'bﬁ'"%n§%"%"" ‘%w&ﬁ'%ﬁh R, R3, R4 und R5 wie hier
def i ni e/t sind und R2 Wasserstoff b ﬁh-ungb (d)- wenn
erforderlich, Uoerfuhren der Verbi ndun mel (1), worin R2

Wasserstoff ist in ein entsprgc
or gani schen oder anor gani schBn—z
die VErblndung der Formel (11) ppel n ei ner Verbi ndung der For nel
M) 557 COOH 60

(V) RBworin R3, R4 und R5 wie ﬁler deflnlert sind, mt elnem

Am nosaur @esd & Wassersfoti; med. AlH( #ed. At@ﬂzPhe@wm@wi ist: R Was sas @ Alkyl
definiert bgjewgt,ﬂsélvqﬁgﬁrqt@hmmﬂ@xvg tellung thalmnnges oder ein bstltuent in Sgellung 4,

apbR e S o szééé:sz%zt e
Rs

el ner Ver 1und R* jewe1§‘ ned Substituenten an verschiedenen Stellungen
SC- N( RL) - Gide6vent dusRéen Stelanydar 3 misRy déd aphtsdliofifges rhedauiterl fpbei di¢ Substituentay |
oder Phenylsgewdmt Ismdstqs dQQ Gngg @agqh@fuf a@dggd Nikvgnied-Al xv,% frihglggenmethyl,

Vasser sPoflfihalogeermetyifiie oy, Jas e .

e it mi |e Ztg;gn der nh ﬁ dalgiept oder
Subst i t uefporyFElgLYe e,%?sU (Schfbasne hBGWEBR Sus dePS@IUNGeT 4, 5
Substi tue'ﬁhd G430 lihrirgSd beaélﬁe befdekPpetithas 5!.& ﬁliﬂﬂlthBtmls'k‘jert;ﬁllupNse?Wq;e?:;ﬁ
ni ed. Al koxjed.Alaky gl@ibgenGynalrihaldfehmethy!T pddn ines) terapeHise mbaren Saizes mi
Trifl uo#ﬂmtdayllstthhn oder jasarganiseien [R4se 4o VRB'"F‘G\%P‘*T Bormgld é’Y'%'f‘@fa {Vagseratoftist WA der
Rl und R4UY i nen. Subst rschi edenen Stell ungen
ausgawshl t i’ﬁ"%&‘ee“l ef'"t?ﬁgen‘;o@é{% &% lﬁ‘ﬂi’sz{lﬁla hthalinririges bedeuten, wobei
die Substltuenten ausgemahlt si nd ausowuq«§1 CPeBt ehend aus ni ed. Al kyl
ni ed. Al kioxy, Hal ogen, Trlhalogennethyl 20 Tri hal ogennet hyl t hi o,
(ni ed.) Al koxy(ni ed.) al koxy, GQ .
Phenylteil mt nied. Alkyl, nié
Rs Wasserstoff darstelit; oder R3, -
verschi eslenen Stellungen ausgewahi¥t aus de-astellungen 4, 5 und 6 des:
Napht hal i nri nges bedeut en, wobei %er Substituent ausgewahit i st au;mper
G uppe bes{ ehendeaps K Ode¥iniertiSh@ URR HiddlAiKyliveaduey aninBiidsptorpeptaeyifihzuth s
therapeuti éﬁ@egﬁuﬁ %ﬁ%ﬁﬁ%&rmmnmﬁ Agsprach 12ﬁormrﬁgéﬁhlﬁéem’e"hwe?dg’ definiert sin Rl
anor ganigs ¢ Rewied3a8e batiedtety/eddp| ndung der Fornel (1), worin R2 Wasserstoff ist,
wel ches unf al(b):dag Hydrelysierandse Vorbindusp qes F°Kﬁ‘?'éﬂ9est ers der Formal (.11)
'O=C-N(Rl') - CH2COOR 30 R5 < s _N( }=CH, COOR (11D
K] R4 R worin Ri, R Gre’ RS wie hier definiert si nd
und R nigd. Al kyl bedeutet, mt P-a.--.~--ntasulf|d zum Erzi el en der

rapeut i sch annehnbar es gz ei ner
‘Ver f ahren nach Anspruch , Worin

&4l ogen oder Tri hal ogenrrpt%yl und:

ent sprechenden Ver bi ndung VOR® A worin R, R3, R4 und R5(Wie hier

definiert sind und 40 R2 ni ed. Al RyQ Ut et ; oder (b) das Hydrolysieren

der Ver bi ndung der For nel (111)
50 '

. . d.)alky! bedeutet, zum Erzielen
R, R, R* und R5 wie hier definiert sind und R nied. Alky! oder Ar{nie N
\év;rl:ntsprechenden Verbindung der Formel (1}, worin R!, R®, R* und R® wie hier definiert sind und R

Wasserstoff bedeutst; oder
55 (c) das Umsetzen einer Amldosaure der Forme! (IV}

0=C—N(R")~CH,COO0H

é0 R® gg (V)

R R

&5 worin R, R?, R* und R® wie hier definiert sind, mit Phosphorpentasulfid zgm Erzielen der entsprechenden
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und Phenyl met hoxy substituiert am .




C N( Rl).:-.g-tz'om:ws rTEn L_.".;""- T .
311).R3-50-wor i n-R%; - I'! R4 und R & ’mer deti

ifed. Al kyl oder Ar(ni ed. )aI kyl. bedeutet, zum Er zi gllmnum"llmnuﬂ'"m enden
-bi ndung der Formal (1)," worin R1, Fl80592596nd Rs W & hiter"defim ert si
:?;? xis S ((:"i Srt lggng e%d&%tpggéh bﬁfer ‘SE und(Rg 2meq1|er dLH\B (?tts%n%rlmg h{l \Wasse nloﬂ%%@eﬁ

65 worin ,da$ Oberfafiren @ﬂer%rﬁiﬂdﬁn{'&e@ Eorfal (1) WeétntR2 SWaa€brstdH ikt, in ein entsprechendes:
sphor pent tsapdutisth zmﬁbﬁeﬂm.rdebrgmﬁcsqmrcmemmemscﬁam Base.0059596

5 2 Verishrge nbihnihsery ch/bmbm@ pdee Kp).lwor Wasmrstoifu n»e¢e4kvu ’”%'W%
due

hi er definie '!3“ V'dﬂd‘zﬁ’?s ‘?;B ﬁ"eqﬁ \zg
eiiner Ver bi n ::; ¢ en Alky$ med Arko%} alogen, Cyano, -
~ ent spr echendRfirolu @mme Hi/r; n@mrw als V\Sadeismﬂdaefenaf @81 RS GriueRt emckabsmuenten

anor gani sad e paaBascNaphthalinriiy bédemtéralwoeﬂ lqrdac&:bémg mslh arl emmmdere'aftewdvsrgéoﬂ

wotin Rl \Wasbefindetoynd ' dag; I(%lt!’sg:';p npa% i st n_ me tg;q;d mi.a goo n-g_
Vésser st of f gi%%% ﬂ@iﬁ &yjlkob? 1% ri nle S/ aioge'n-G-
Stellung 6 d jalRbky! 638 ai SR (et &M) bmat-nethax eunJSt ammgagsm-éhlor
oder 8 degs Namwha{hbm|uﬁg93vva§star,stomhetentdoder %Bgundmmwﬂe-m&mmntensmph-
aus der G uppeliiyieg bedeutan] wabsi sich jeder ddritef Subpfjteatenai ejner an#ﬁéﬁ"&@é’ a'ﬁ bRﬁ"t"F‘})

und Trifl uor g%‘ I’-"rel %“Fa“ ‘Wsﬁ’hj"bﬁ%‘f pus dog, Geippes $-AiPY-Alkory Srhalop e "' oxyHn
t;

0O g/ Qac <3AIY’
PR i « » Wi SV SRR L TR TR
AR

u.ntii R.4 ein S prucﬁtai\é b {H) Qﬁ’epm) Rerin IR Wg&elgﬁﬂ‘e“&@ﬂkylﬁ@é?@hedymﬂfyl
Substit uenp msastae bdan&em@w idedtbtt RY4-Ha6geri sges-Haedennstaind (R dind 88 jeweils
Subst it uent emme rstc@jmaqu h g@iid; bder B%@ndgﬁéglm@gbstl@em a%rbggorﬂ@h@gll(mn%g;ﬁam me'dealkyfjgr
nied. al koxy, Gpge Pyn(Faprept %'ﬂ s 3-Ha : Al oxy), 5-Halogen- -
5- HaI ogen- 6- ﬁ%}@ | ox Te(goq R’n n?; aflmxfraf(gra Xieﬁhﬁ (Trifluo I;\éthlo -6
5(Tr|fluq,gng 1 O n|e xy,

(nired. ) al koxy( na. ad-fa)qainkueohyAns&u&Haul absib); ﬁelﬁraz'(nte;uwudﬂgar mésyérgtefpmwtr@tsmmen
und 5- HaI ogehe®utetiund!i’ mrdR51€8'ell "hbx R Wdﬁ RSSV\ES}@EWSTIPG?’E"H‘&FP dinripg

odér R/ Ra g xgs;‘#er i éﬁﬁ:% b e ity
bedeuten ol &eu for ﬁfe xyd’é% étrw%n Ba. Rk bind 1 0ET 6N

des Ringes Rndphi WRh 150 ﬁ:tdné u&ahMga!dsgﬁmam),td.shagbs&uswﬂem -5 -
Gruppe 4-ni e(l!rdHn kmxya;iﬁ%ﬂalahyb)gemeﬁmtmd ﬂl lmd N [(5 Chlor 1 naphthalenvl) thlox0-
4,6-Di (nied. ap%ﬂ - ?ft'\r*G'YUF'UHer 3 oot 'Ht \'{n‘h y _tloxo
(a) odor (R), N e ﬁh le XJ ] - iycin,
V\ﬁSSGrStOfﬁ ersﬂahn )Etg ' t aigﬂ;l r?:de‘rhla ngenard: yc'

und R4 und Rinaprensinip - iﬁﬂ:&&eétb\tllo-fli dihéerﬁdtHM)n gly@iﬂeﬂemr emsprdetiende Methylester hlevon
Subist i t uent enggaar’ am Napht haI inring si nd aus ew hi t aus der Gr twm?r}\l - [5 -

" 8pFach 1 (1
Paar en beSt e éﬁ E'%ﬁh ch nwgﬁitha q :jor:c%’r:%: ]r(! A ét I ’ - [{5 - (Trifluor-
5- Hal Ogen' 3 tho ﬁ len |5 - (Trifluor-
rneﬂhb

5- (ITri f 1 uor rm\,t, —16. fapi Oihyoxum hﬁr r-h'fe{hV@nyEBJ!Bth h[4CB (kriiayr
und‘ R5 V\asserrsaitlwi)f i smapmﬂanleatMoxnmadle Ko xyeth¥Rdlydin (ﬂerlder amsmme)MadeESRB

6-Mi-ed. AIkoxy"eZS"Etedeuten 4 Verfahren hy
oxo%éth l_(i%{ gﬁ ﬁ éﬁ\%ﬂwlrglor 4 -

ni ed. Al kyl#i . % 248 o)Ly ﬂé;g
und’ R5 j evei ISt:Fn$h¢=,|tr sqr Iiale%l/lﬂ th:dalI Eth & Bnt ddte%ﬂtv@ﬁpﬂﬁévoﬁm

Napht hal i nri ng 8. Verfahren nach iARshriact SIg@ Hlb Vahmdld@rdeGFMpPE(I)vdim hétgestatinwird, N - [(5
best ehend auBr@nH# o ethow--m edamthhls '39l°mﬂ"i§ -0 fﬂ'ﬁﬂy&"f&i“kﬂxy[(” Dichlor -

5- (Trlfluo‘f"rré}fﬁé‘i;e"@ n| gf VJ"QH VFF‘r N G’r ?’ﬂyﬁ; ﬁy%ﬁd’mﬁl V"'

und R5 V\ﬁSSGI’nﬁ XeMiox thyl] - N - methylglycin, N -

5- (Tri f 1 uor mgfshyg mum ( nﬁthla oxy nSﬂ)HﬂfElenﬁ] M&&é.ﬁhmeln-maﬁhtmwhmhua-

worin di e Verdsomdsngd3 eletifltﬁrmeml il n,vlntéth@xxﬂerl prahalenythi- thipxompthyl] (1% - meghyiglypin

1 - napht hfl easet ) -H5t rﬁrmo }@ 'orph yimeghox ‘gr frehifalenyll. - thioxometiyl) -y - methyl-
For

napht hal eny! )¢ °'"t ethyl

‘”Tﬁéﬁh}? b BlsBimmbhsstzbrigD dadul3h QBtennzb
ein ha sammensetz dadu ehnzeichnet,
napht hal enyl )dag etl mg] (WC\MQ,m Nnsprich 3 defifdé MBder, JAr/{gnn naWa% atofigt, pin
- thi oxo) net hyér]apeutld& -anrphmpgtésﬁépmaddltldﬁssalz[h(eﬁon miBreinan ergdnischemaulit mr@mydh}n Base
t hi oxo- 3560 it ipérh phariazeutisch annghrohseamylirgec geglisgbtiwird. N [ (5 - Brom -1 -
napht hal enyl) - thioxomethyll - N - athylglycin, N- [(5 - Brom- 1 -
napht hal enyl )- thi oxonethyll - N - butylglycin oder N- [(5 - Brom- 1 -
napht hal enyl ) - thioxonethyl] - N - (phenylnethyl) - glycin oder der
ent sprechesde Met hyl ester hievon ist. 6. Verfahren nach Anspruch 1, worin
di e Verbi ndung der Fornol (1), die hergestelit wird, N- [[5 -
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(Trlfluor rret hy’I) ;_f_ 5 et HOXY. 1~ fnapht hal enyI] ThI oxorretrryl]

_'j_met Rylglyoin, Noo [ 5 S (Frifhuot = net hysthi 6): AN
napht hal enyl I - th| oxorret hyl] - N - net hyI gl yC| n, Im”mﬂ IIIF" II uor-
methyl) --1 - naphthal edyl] - thi oxonethy - - *met hyt glm/cisn @ er

[[\4/6 - Dimethoxy - 5 - (trifluor- wmsgs- 1 - naphthal enyl] -
t hi oxomethyl] - N - net hX?ﬁ‘E’Y? i n odor der entsprechende Methyl ester hievon

ist. 45 70 asipegmreh n gjnerYerRipdupd dePf'?P'ﬂ'l’e Ver bi ndung der For nel
(1), die hergestellt wird, N- [(3 - {.}hI_Fl khoxy - 1-- _
napht hal enyl) - thi oxonethyl] - N - yC|r? 0 er N- [(3 - Chlor - 4 -
met hoxy & 1 - naphthal enyl) - t hi QxeRELH - glycin odor der entsprechende
Met hyl ester hievon ist. 8. Vermahy Anspruch 1, worin die VergQyndung .
der Formol (1), die hergestellt wy p [(5 - Brom- 6 - methoxy - 1 -
napht hal enyl ) - thioxonethyl] - N/- nethy ycin, N-[(5,7 - Dichlor - 1 -
50 - naphighal enyl ) - thi oxonet hyl ]F!4 N - mehyl glycin, N- [(5 -.Brom- 6 -
pent yl oxy . t hal ey, t hi Byl o . j - -
Brom - 6 - wonﬂé%dfi‘f eg 2&%@&&]@5 pruch Formj ml:i urr‘r%Fﬁﬁd@hﬁegkﬁ%ﬂﬁkglb;%#(ﬁ? N
- [(5 - Jod - hoxy " - - naphtha enyl) - thioxonethyl] - N -
met hyl gl sci n, N - [[5 - Brom- 6 - (3 - netRO™¥propoxy) - 1 - naphthal enyl |
- thioxonethyl] - N - methylglycin, N - Brom- 6 - [3
(trifluarnethyl) - phenyl net hoxyl z5_1 Nal enyl ] - thi oxorret h {,
met hyl gl ycin 55 . oder ‘N -[[5 - Brom - 8§ chl or phenyl i net hoxy¥
napht hal gnyl] - thioxonethyl] - N - mpAhyl- d\ycin oder der enIsprechende
"l\/éf hyl ester hievon ist. 9. Verfahrengfum Herstel | ung ei ner pharnmazeuti schen
usam*rensetzun dadur ch gekennzel chnet, dal  sine Verbindung der Forne

(1), we i AE B“gﬁl wigd¥ 9f‘@ singd Jaif eln%ﬁrﬁln@t%grg@m BN@E, qgﬂnworln R
t her apeuj,i e, ﬁg debi §Q,L|2F0m1§von mt einer organl schen

oder anorgani schen €l nemp ar mazeuti sch annehnbaren Tr ager
gemyischt wird. 65 33 * - .. 0.=C=N(R1)~CH,COOR
I =21 - 1 10 1E E i 01N S 0059596 10. Verfahren zum

Hersiel Is%n ei ner Ver bi ndund der g:or
R5 9
3wrin R, R3, R4 und R5 wie in An
oder Ar(ni ed. | al kyl bedeutet, wel c es das

COOH R5

For nel V) 15
e| nem Ani noest er

V) 20 YS‘Lf er t g 5
der For m3| @E&l‘g x&jﬁ? @ Z%ude?f%? ?gt gt'lﬂdt.is n.ﬁ%@f

n Hﬁlodddm:\ldﬁé Ni rﬁm‘rﬁblaﬁn erstoff bedeuten;
O:C- N( R]_) @H@'m B(Jewells eindn<Substituenten an verschledenen Stellungen des Naphthalinringes darstéiipn, '35
worin R4n “@Bgﬁﬂe "U"QQI" E’é}ef,ﬂekéfﬁ ngenfehis Tiewakit qmsitlh Hie Sgbstltumereausgtﬁubs $ind ausnt
in Stell unga R0

ausgevm hi t nieatAlkakySH @Jen'&gfg ; Eﬁl%ﬁf :;et ro T" wg‘é,ﬁ‘:’j;g .‘%‘33‘ R Kgﬁggin?:gﬁlﬁ

O = CN(R1) - CH2COOR 5

(rr)y 10 (A)
definiert sind und R nied. Al kyl
oaopel n ei ner Verbindung der

Hal ogen, Cgttnentenlih trerschigtigherd Stle niyibgeWaRlt dud fShgdn@\BLiAds des Naphthal-
Wasser st48f E‘ébweﬂfhéﬁ Sugﬂ@{enﬁuwg}w aesmrIGsupee hestehSulms nt:dtembwnlgaidiuen und Tri-
ver schi ede ﬁ'? PrafipdA u epinesntherappuiizeh ennetimbaren
St el | ungen Vg'g bar e °%F ’?r%f"gch?" E%%&ﬁr ‘?égiﬁfﬂg o §; Viasegreiaft ist welaesn

ausgewAhi t si (I%ﬂda@“(ﬁp;ﬂﬁi’elr@ V&BiedLQQ%g.e#a,ﬁng aus ni ed. Al kyl, nied. Al koxy,
Hal ogen,%Tri hal ogennet hyl , Tri hal ogennet hyl t hi o, .
(nied.)Al koxy(nied.)al koxy, Phenyl met hoxy ug@oRhenyl net hoxy, am Phenylteil
substituiert mt nied. Alkyl, nied.Al kox dl ogen oder Tri hal ogennet hyl ,
und RS Wasserstoff ist; oder R3, R4 ume Weiis einen Sub- stituenten in
verschi edenen Stel | ungen bedeut en R usq gus den Stellungen 4, (¥)und. 6
des Naphthal - 45 inringes und-der Sub ausgew hit ist aus der G uppe
-best ehend aus ni ed. Al koxy, Hal ogen urgd Tri- haBogennet hyl; und R
Wasserstof f oder nied. Al kyl bedeutet, oder eines therapeutisch annehnbaren
60 worin R%, R* und R® wie oben definiert sind, mit einem Aminoester der Formel

NH(R'"}—CH,COOR,

worin R' wie oben definiert ist und R med Alkyl ist, wobei eine Verbindung der Formel (A) erhaiten wird,
65 worin R', R%, R* und R® wie oben definiert sind und R nied.Alky! bedeutet oder
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’)
B T
= TR

Satizes” ‘hermorgani-sthenzeoders-anorgani.-schen Base der Ver

o o S acled IV
n | *

(V)] R=~~R 60 worj.n R4. und. R5: wi e Lni ert si‘ndg

Aminoest er der P&?ﬁ%ﬁﬁvdmfﬁ%“%'“%?@%%ﬁ??ﬁ&% wi e oben definiert ist un
R i ed. Al kyl ist, wobei eine Verbiﬁﬂjung);ctg.rN(ﬂcmgaoo(qA) erhalten wrd, 65
wor;iin R1, R3, R4 und R5 wi e oben definierjt sind und R nied. Al kyl bedeutet;
oder 34 80059596 (b) das Hydrol ygters nes Am doesters der Fornel

L M S *4 R5 5 R5O=C-N(R RXR3 to worin R, R3, R4 und
Rs Wi e oben definiert sind und R ni £d7A™ oder Ar(nied.)al kyl bedeutet,
wobei ei ne Verbindung der Fornmel (49 erhaltgh wird, worin Rl, R3, R4 und Rs
wi el oben debiniert sind und R Wasserstoff ist; oder 1 (c) das Unsetzen
si nes Napht hal i nc 5 AR G eh BsinRRSinF AR hie&RNch 0G8r A2@ieRRalkyAieduwnét] woliaBsine
Rund R wie g "%?ﬁ&m%%ﬁ%&%ﬁ%ﬁ%ﬁnm RYARund 82wip ebei@efirfiprsinglund R Wasserstoff
NH( Rl ) - CH2COOds; o in Rl wi e oben definiert !st, .in Anvyesenheit ei ner Base,
wobei ~ si ne s¥er bi toiHam gmeeszen Rigemiiaphinalincarbengiureshionds dif Fafmelyor i n R, R3, R4 und
Rl wi e oben definiert sind und R Wasserstoff i&be¢) oder (d) das Qoerfuhren
ei ner Verbi ndung der Fornel (A), worig R Wassefstoff ist, in ein

ent sprechendes therapeuti sch annehnb&s @ﬁ er organi schen oder

anorf gani schgn Base. Revendi-cations pour contractants: BE CH DE FR
GB IT LI LU NL SE 35 1. Conpos6 de formul/S™T ~~~2 S=C- N(R1) - CH2COOR
40R5 | _. ‘ ' R4 RS .

(1n45 . ' - R4 R3 dans |l aquelle RI est

| ' hydr ogene,s Wibrid RO WO Gndskaid 6beh aéfdiartasing, mia bioGrAytisosiuré deriFermel ou

phényl net hyl e; R2 est |'hydrogbne ou un grou yle inferieur; R3 est
| ' hydr ogene, un groups al koxy inferi eurN"gﬁ'?_pg'i"Fs#'gn 6 du noyau de

napht al bne, oy un . substit ENinRASLdehiR efier BasdWolki slhe ViPbIRdiingl GerFarprel @) drhatten
le subdtit uwtﬁ?&?@eﬁ%ﬁ% ﬁﬂ&arltﬁgt?fa%ged Bofi6/0 6P ufCR Wesseetoff dati agaix al ky| e

i nférieurs, al Koxy deskriateer dner Nerbingbwaier Eoymel $A), wpriny fyWagsersiof|igh. in gerBRReRydes
et trifl uor onBhérgdeutiscn annebmipescialz Riner esganisehen PR AN AANISGRE" FRSet ome

d' hydrogbne, ou bien R3 et R4 re e nitget uant en des
posilti ons di f%ﬁ’%’lﬂ"é‘é""ﬁﬁ?)‘f'éelse?tseng'?i&{%éB%gglk}? ?gggugug% du noyau de
napht al:ene, "1 es quRsidotddtbmufdtiant choisis dans |e groups fornme des
radijcaux al kyl e inferieurs, alkoxy inferieurs, hal ogéng,

tri hal ogenonet hyl e, tri hal ogdnonet hyl t hiQr,C-(l‘&ﬂ*h'o‘%szEQQBeri eur) - al koxy

i nfgrieur, 5s phényl net hoxy et phenyl y substitues sur la.portion
pheryl e ave® un radi cal al kyle ig§er | koxy inferieur, halogeno gy
tri Hal ogenonet hyl e, et RS est |'hydriggbHe;~gdu bien R3, R4 et R :
repriesent ent chacun un substituant g positions differentes choisies
entre les positions 4, 5 et 6 du noghu @& naphtal ene, |s substituant etant
chotsi dans*fe groups conprenant des substituants al koxy inferieurs,

hal ggeno et t erﬁ@haQuelle R? est hydrogéne, un groupe alkyle inférieur, aicényle inférieur ou pl}énylméthy_lg; R? est
) I'hydrogéne ou un groupe alkyle inférieur; R® est 'nydrogéne, un groupe alkoxy inférieur en position ’6 du
noyau de naphtaléne, ou un substituant en position 4, 5 ou 8 du noyau de naphtaléne, le subst_ltuant.etant
s0 choisi dans le groupe formé de radicaux alkyle inférieurs, alkoxy inférieurs, halogéno, cyano, nitro, tr;halo;
génométhyle et trifluorométhyithio, et R* et RS représentent chacun un atome d'hydrog_e:ne, ou‘blen R*etR
représentent chacun un substituant en des positions différentes choisies entre les positions 3 a 7 du noyau
de naphtaléne, les substituants étant choisis dans le groupe formé des radicaux alkyle mferleur.s, gll_coxy
inférieurs, halogéno, trihalogénométhyle, trihalogénométhylthio, (alkoxy inférieur)-a!koxy inférieur,
55 phénylméthoxy et phénylméthoxy substitués sur la portion phényle avec un radical alkyle |’nféneur, atkoxy
inférieur, halogéno ou trihalogénométhyle, et R® est I'hydrogéne; ou bien R® R* et RS représentent chacun
un substituant en des positions différentes choisies entre les positions 4, 5 et 6 du noyau de naphtaléne, ie
. substituant étant choisi dans le groupe comprenant des substituants alkoxy inférieurs, halqgéno et trihalo-
génométhyle; ou un sel thérapeutiquement acceptable avec une base organique ou inorganique du
60 composé de formule | dans laquelle R? est I'hydrogéne. . o
2. Composé suivant la revendication 1, dans leque!l R' est I'hydrogéne, un radical alkyle mfeneur, 2-
propényle ou phénylméthyle; R? est I'hydrogéne ou un radical alkyle inférieur; R?® est lfl'!ydrogene ou un
radical alkoxy inférieur en position 6 du noyau de naphtaléne, ou un substituant en positions 4,50u8du
noyau de naphtaléne, les substituants étant choisis dans le groupe comprenant des sut?stltuants alkyle
" 85 inférieurs, alkoxy inférieurs, halogéno, cyano, nitro et trifluorométhyle, et R* et R® représentent chacun
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‘i ot H

'genorret hyI_ H _.':u:n sel therapeut1 quenent accept abI base organl que
oui"hor gani que dii "60 conpose’ de- f-or-muls-iF#dans-1-aq ﬂiiig Mi rogbn 2 -§
2. Compose - suivant |a revendi cationglgsgiggg | equel , _

radi caJ_/aI Kk Ie |nf erieur, 2- propenyl e ou phenyl net hyl e; R2 est hydrog
ou un rad| gﬁ' pien ﬁ’f%ﬁl fepiésentrpt 'éGtPalré bay neswie mauwhapmhléad Kagye

i nferieur g,%n;"a"m gmﬁ' sﬁi%ﬁ(%ﬁaux EEE{ Ny al paerGe EH'PS§'H§I§§ ¢tent sheisie dans le
posi t i 0Ns hétogsho-8-dikfle n@Q’Y %ﬁ eur Ng—g#luorome‘l%l'fﬁlr OISVSI S
dans | es grrmannpws,csdtrmneaméthyml&sssw&&turiférléaial $h gkb(d @(a u|r) 3?2

inferieur 3'0919&?‘&@?6‘#@"0"9 éthylohériviméthosy] et i5hialogénoi6ed-Eyd-eshemyl f, &SRS est
repres ent trof Lj:ig R et representem chacun up su tuant sur le noyay de naphtaléne, chacun 4

arls | H;Bt lt sr.wjl J ﬁ! rente sur Ie noyau, les tron ijuayds étant choisis
* C 1oLmfenMr)-s-Enflu’Brol‘néfhy r?@&&ﬁ 'eur)\gfhﬂggmsggﬁﬁ?’@pg Ler:tgigd Eﬁfﬁ? de
subst i tuamtsmmgsé alvec tmsyuas» ctiganigapbi ia @mquechaque substi tuan occu a
posi tion di 683“1 é"ﬁﬁi’ﬁ \#ht Ip gev Um % dans deqped Rl est Shvidesgbrieuamgraupetaikyle uﬁéﬂhhﬁbxﬁ
)

dans Ie QE ?ﬁg és‘:ﬁé i el %Fd%' !%ééeseqﬁaﬁ 60 7aical &tatggéno ou 5-

i nf 6ri ggr substiudit bHo fe: dayls | mfgr eﬁ?'éﬂe Ra[ig
5- hal og6nt.m4€9ead-k-dkgxyi rﬁﬁrb Glﬁlfdi(al foridurd), SHE oe-aslk\elae mferleurs 5-ha|;:2:g gaarl';z

5-(trifl UUM%% h ﬂgdmaloaﬁnho trmuornhahyneam«axy Sin Eldfuk§° | bl O5- @riFfabidyHetniiid) 6Bk OX Y

i nf 6ri eur 9 )PjF"IRI’]F%I“PGQS‘ Aeﬂlonyfenm,Eﬂ' e Wh $adichl-5-(trifluoro-
hal 0g6n 9 1ra bl lﬁ% ﬁ?ﬁ'@ qu%ﬁ est I'hydrogéne, un sel thérapeutique-

5- hal og6no GI- cémﬁ Csuﬂa 1; b 'fmr C I ang, DRvie sl ef]qu3 R4
et: Rl repl"‘@QOBQr@nB" eshaedicalBhBdyesd étlnuarlf re‘éltéEe éi\t maem (fg ﬁi éb ¢ ?-%CU”
des~troi s s‘ﬁ %{}‘FE"S U('ft: i dmsuttmea Sur lel matddef ﬁaﬁmeleﬁectﬁlsre dafs IB%)’tﬁl'#e desS
troi s sub&EEh 7<a %hﬂmésmﬁrslkqwmmsrszs-((rmh&wy
i nf6ri euréstﬁn %-. fkp%:%sfﬁr : g}iﬁ §%Xvé{1fﬁ £S, ¢ ogene ou bien R?
infé6ri eurdu n'In{et men%bemﬂﬁ&nﬁﬁﬂ’ay&eaaablefablc éoﬁﬂso 32‘ (.a [Breriet sel
t hér apeut | q@eﬁmmostam la erdﬂ:etmme GuEgsnia Ol awecmbme as,eptgglg@mhgg éy.,w
i nor g;&gj, q@igm"‘o _h1V' X %,n ! -1 maebfeﬁnhl)dmxpméth\zu uanmethﬂguﬁle RIN esns -

I hydroge,;].gpyl diRing raﬁﬁﬁ 31 B t?‘f'llﬁ;é?' o (zﬁ;f h@*énﬂnhl@@methyll -

' hydr ogesemot 1L veBhaimm Mkehyil ﬁ r‘ﬁ, y"c’fn s t'[(sur{g ra’érP Dalveined " ou
5 hal og@néﬁhﬁt R4 betyighsine e@raaﬂ;eus eBko apunadmle ,m&o Q,@B&E::J’, g en
R3 et R4 9‘6’1’ t“'UFR';er hvhmd@orrespwamltuants sur le noyau de naphta al &ne
choi si é5 g;‘,;ﬁ’?g e‘f{?i"?@ "f‘o‘ﬂ%ﬁ?@é'ad\é ﬂﬁbs(tnﬂuqmetsvue-s méthoxy - 1 -
hal 096n0 ﬁe é/ Yclpegm(%)ﬁ [5 lg Ithlo) - 6 - méthoxy -1 -

5- hal ogenﬁetﬁyllal lky nﬁtﬁyrg'iye,hé &ura?N °r| edr}zggzz:::"”::“m'
5, 7- di halrogevuo N 5.étvigivinevwsdtesesi r)metsyuahmsdo aﬂ{l eu phiaienylithioxo- i
5-(trifd uor th? ‘Blaalftk/ atltm‘ dar iogeirest letN Rl[(3e-sbhld:rohyd|l‘ ogbexy 04 Dbi en
R3 est Urpg ﬁtﬁg?j}} oL X/cl ouedt N [H@di ebleros- (4t-r|rﬁétlmxvo 1-

cm
Bt hyl e) e BRICoRpbed Burtod '|§6}1 §°§a|te E} Wl glnelli 'en' rs
| \hydr Og&laehtal&l‘;l)slgxomé;wlapnut,;:q.b;@;,m mﬁtﬁ?alfdgj;to p 8 @pg ét
I@anh |-,

ung bae Zgwa mhof( arbmm:e 64. peﬁwasp,osﬁ &uﬂaﬁtémimthiaxdn%f
dans |eq Z [ af“éﬁ 1e"iphtﬁ6w"§mxom§tﬁylbsltl -Iméthythivoipenen -R8 -est

hoxy
un radi cahéodabsis) faie 5011'E'°'H°h>ﬁd-r(§gene
~ou bien %nflﬁrogéhﬁlﬁﬁérﬁﬁrt&rﬁ% Hnﬁag;ag,gn ha\'gxom Y'W%E Db Ty AU de
napht afterfsom of s ide- donmphbryingstianye: 10efpRaEHAhiokSHRES. N m% b i,‘i §este,
3- hal ogedbet'g/'@ﬂelé‘ﬁﬁ PP'i'ﬁth eurs 5- hal ogeno- 6- al koxy i nf6rieurs,
5 (t rifl $REDan 2 mﬁlqeﬁﬁqugmgu @fombattre des complications diabétiques
5- (trifl uevendbd é’ kidk rdadtﬁiﬁ"ﬁuﬁ‘iccggébﬁ@“eg‘m"‘ et aetareguecdesbi en
R3 est 58un radCCIabosé-sﬁHﬁOmhequ 1&oh®des rdvbnditafio Qs a étre utilisé comme agent
(trifl w%gvr@)f Vigtd-viRcs'uns Complicatiad idtabatiqtie etk X Mamiiféb askit de Aidballl So|
th6rapeut|qb saeﬁ@ﬁl“é{ﬁl e de ce conpose_ avec une base organi que ou
I nor gani que. 5. Conpos6 suivant |a r@#@-ﬁﬁlﬁ&)&@HgﬁOQﬂ qus est la N- [(5 -
brono sl - naphtal enyl )t hi oxonbt hy] | ..-~" N- nmethylglycins, N- [(5 -
-chloro - 1 - naphtal 6nyl)thi gsong N - nbthylglycine, la N- [(5 - 30
brono - 1 - naphtal 6nyl )t hi oxonbtR ine, la N- [(5 - bronp - 1 -
napht al enyl ) t hi oxon6thyl] - N - cine, la N- [(5 - bronp - 1 -
napht ags6nyl ) t hi oxon6thyl] - N -g{2 - propenyl)glycine, la N- [(5 - brono -
1 - naphtal 6nyl ) thi oxonbthyl] - N - ethylglycine, la N- [(5 - bromo - 1 -
napht al 6nyl )t hi oxo- nethyll - N - butylglycine oula N- [(5 - bromp - 1 -
napht al 6nyl )t hi oxomht hyl) - N - (phenyl'nmethyl)- glycine ou son ester
n6t hyl i que correspondant. 35 6.- Conpose suivant |a revendication 1, que
est.la N- [[5 - (triquororrBthyI.) - 6 - nbthoxy - 1 - naphtal enyll -
t hi oxom6thyl] - N - -nmethylglycine, la N- [[5 - (trifluoronb6thylthio) - 6 -
- nethoxy - 1 - naphtal 6nyl|thioxomethyl - N - nbthylglycine, la N- [[5 -
(trifluoronbthyl) - 1 - naphtal 6ny| Ith| oxo- mnethyl 3 - N - et hyI gI yC| ne ou

T o w1 1N a o 1 . S




B

s e st N, )

[(r 7 - dlchlom- 1 - naphtal6ny|)th|o ] - 45 N - e hy egC|ne

lafN.- (5 - b R! esp@xiayiicad xikyle inférieur, ecihirigur po bhépylowtbyiayR®lest unjqubstituan
hyﬁ'/( gl yci mz;?\“g 5.o:p (98 ng.ngrd%ymhm@eﬂ;‘?gt n:iz:‘a ch:m danhs :e gr?ﬁpetd:ss seut::tslgl‘:;\::
naphtal eny!| )tﬁl‘\tﬁ('ﬁﬁﬁf ox{‘ll gé?ewﬁ.é.F rxget%e m %;Bﬁog Ehb‘;t pdeans e: posmons
ot hoxy -1, }3;1 WA h;,p(p,gg, Bt J,t.o,,s u@bda@on Pt fes {ufbbtituants
brémo - 6 - ant RBISIS BN GHBEDENBs subdt |tuan te f&ny illkw@kmiemrh \hajogénoNtrihalogéno-
rret hyI gl yCI neme{h&leerhalﬁg[éﬁometthnD(alkm@ infé u@r)-alkoxy inférieurs, phenylmethoxy et phénylméthoxy
(trifluoromet hn}us mﬁ@h@"gﬂle avegun ra i qr afﬁpwaf Irge ne Sdz;halzlg:::;
met hyl gl yci nem et:s Shonitu:h es t::bf% t \';:-ls ::Jﬁtfi eU" o g&an‘s le
1 - napht al' g f'& i kox‘;l rieuFSEH. eYﬁlhﬂébeﬁbl'n&ﬁWe Gﬁil@ﬁreimfemy\}'drdyiﬁeou
corir espondant yn Qad.aomﬁsnﬁfémn aﬁmauéran:qauﬁquelnaattm&etaalepavec/em ibaggyorganique ou
conbattre des uwphquomnssédh@sbeqm Ruest 'hydeegéngn nanmi fbre attejnt
di abbt e, qui n’}?g%'g ﬁ’g‘% tgﬂuf u‘fefl‘l""ﬁﬁéa YRCEBieg Jeahaeiste:
r evendi cat|'6ns 7' "ee'i P S SRAM aceut | quement accept abl e. 55
10.: Conpose suivant |'une quel conque de@#@ﬁdﬁgrﬁﬁﬁ% 1 a 8, destiné a
etre utilis6é come agent preventif ou curajif vis-&vis d une conplication
di ab6ti que chez un mammi fbre att(a'snt te. 11. Conpose de forrmule O
=0C-N(R1)-CH COOR-R5 65 _ ' (1) R3
36, 'O i;;i 00 O~" 00 :-=. -0
11|1|tLtII11!1!1 : ; danslaq’q‘eIIeRl
i nferieur, al cGner |nf6r|eur n
position 4,25 48 s,Bq mas‘i}]f - f’ 5&%,%%:"%5&?3 rfvenal o tdgﬁﬁﬁf&‘fa' 734y
| e groupe des ' e ﬂ rllt‘?es'd@ rﬁﬁdn?lﬁrﬁﬂeesa&l Km@)ésﬂd’r\ rﬁd' ttaEtlEySRa, infédéungfirbien
cyano, nitro et t(tf)' ragén@mdﬁxmébeefoahulm et Rs repr63entent chacun un .
at ofrs: d' hydrogbne; ou bien R3 et R4 repres % un substituant dans
desipbsitions s differentes du noyau de“ngp Iené es positions 6tant
choisies parni les positions 3 a 7 e Q Wbstituants 6tant choi sis dans
| e groupe des substituants al kyl a’in : al koxy inferieurs, hal ogBno,
(al koxy inferieur)-al koxy

trihal ogéno- nethyle, trihal ogébnonbt TITING
inferieurs, sphenyl net hoxy et phenyl mgt hoxy stistitu6 sur la portion phenyle
Roxy infé&ieur, hal ogeno ou

ave¢ un radical alkyle inferieur, al
trihal ogeno- anlqsellgh‘ Re&R® Lnt@‘i‘l@ﬂﬂﬁﬂ?dorﬂ&sbhﬁna F83andiddtiont eRB est un radical alkyle
repiesentent c fé%mouar(éwhﬁfehéuﬂaaﬁrod&ﬁﬁled&ﬁpqsemrtesmgam@efdmlﬂ%lrdem'é@e"e R, R%R
choilsi es ents eetl A& sniessiéfinitions ddnnéés icitet B gl hmdrogdne:cRy Bifpht al ene, | e '
substi tuant et anticl@Heifegfaoitanamideadsiests M4V ubst i tuant s al koxy inférieurs,
hal ggeno et tri hal ogenonethyle; et R repre;;gjumah'_dayéb'mbne ou un radi cal
alkjle i nferieur, ou un sel therapeuthuenen‘ acceptabl e avec 'une base
or,gani que ousi nor gani que du conposeg daps~Hetg R est |'hydrogbne. 12.
Predede de preparation d' un conposB revendication 1, qui (V)
congi ste: 15 (a) a faire rbagir un ¢ {er de formuls 11 O = CGNRL

) - CH2COOR 20 ' RS 3 _ '

I') RAR 25 daps laquelle R R3 R4 et? Rs ont les definitions donnees dens

| a revendi cat i ashslaqraénem‘%tR‘urﬁsroadles:@éﬁmabdswbmepmaw lageMendicatien 1. Ia!?ec 'espe"‘as”_!,f“'e lde
pent asul fure dehgshtwsp bROF ebtesiy g compesess J”FesP@dE'BH?)'Gé%e’E’dfP?%'s’p‘lfﬁﬂﬁﬂ‘fe ey B etR° ontles

revendi cati on fe H%d qra élet es"l%? ‘ﬁg Rle BMtuid CBnSRhIeNk dsPPyadQEHRESSUN sel
o o w%:;fza R T g
conpose de formul 13 P ohédé%uvant la revendication 12, dans lequel le composé de formuleQt@stNgbRpu par

) -CH2COOR R combifdison d'un composé de formule V (1'11) 35 4R3
dans laquelle R, R3, R4 et R ont |es defini ti oneHdonn6es dans | a
revendicatiog 1 et R est un radical alkyle infedieur ou ar(alkyl inferi eur)
pour obtenir |e conpose correspondant de ‘dans | aquelle R1, RBW)R4
40 et R5 ont |les definitions donnees i®i

| ' hydr ogene; ou bien (¢c) .
b faire r6agir un am doacide de formls (I gRl)-CHZCCEH 45 R5 <
(IV) . 65 o . R

. . - 000059596 @ C
t un radical aIker

GCs
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F3 50 dens laquelle R, R3, R4 et R ont les definitions donnees dans |a \
rlevendi cat i on'1, avec |e pentasul fure de phosphore tagut imn! onpgsp £
clorrespondent de | a revendication 1, dans |equel R ﬂ!mumclmmmfumﬁt I SG(S
definitions donnees ici et. R2 est I'hygbgpegﬁ et ( ® gasMechbant, a
trranstorner |e co&ogggﬁ?gﬁ%m rru‘la..e I ‘gg\swequel R2 est |'hydrogene, an un
sel 55 ther {{38%ef , cemttelbiue définis danp indilerevendicative, dyasen estqydtaiminsecidd de
i nor gani que?—"g'fﬁ'ﬁ.'ae E&EG%CQBF ganstaauelle Ra g1h st telsiayp défipis dges jaditeaepgadication.
conpose de frevéidicationt paiIrEQPLRRNtd@ A6 0NDI nai son d' un conpose de fornmule V
COCH 60 . 5 . _ § _ (V) 65
R : R1-Frocédé de-préparation-d'un-compesé-defortulell1 11 | 1111111 11111 1111!'11
0059596 dans | aquelle R3, R4, et Rs sopt L@L‘s %Hec 2nis dans ladite
revendi cati on, avec un ester d"am noaci dg A A NH( R1) - CH2COOR dans
laquelle B et R sont tels que def ' d8Qs | adite revendication.
Revendi cations pour |'Etat. CONRPA m 5 1. Proc6d6 de prepar at'jlgzn
d' un. conpos6 de -formule | S=C N(RD R R4 R3 15 dans | aquelle' 'Rl est
| " hydrogene, un groups alkyle inf&fieuf, alcenyle inferieur ou
phényl n6t fyyl e; R2 est |’ hydr og_eneﬂ‘c‘)u f groups al kyl e inférieur; R3 est
| * hydr ogene dassiagelieiR'sestil yansyenke, UnGrdupl aIkAB inf@isir AIE8RYIE irdélieHOY(AtheR\Bméthyie; R? est
-napht al ene, 'byfregenserhut dreupapikyleinfépesi Riest'hvidrogena win §raipe sllxq infadieursa pbsimdnam,
le substitu %ﬁyf?%{:éﬁzhtﬁmif?iun%ﬁ :uplr‘g egg@%gggi%ﬁﬁu{fgju@efﬁuaﬁgineﬂm!ém] Ik yybstituant étant
nreri eurs, b SRR AT LA ST T ot .
génonet hyl e rairésbﬁtblftlch&ﬁrpdﬁu itulahdl éR deositionsilfrarantel EHdEsfs Bt quﬁpoéﬁgrf;% 7'4d noyau
atane d' hydrde bphagiéneUedsubstiniahts étant¥hoisia [@BESe GioB e fofhded Radibauss MIAd infsHaln, aRéky
des positi orgf,r 15 bplaghnes tribplogéapméthde tribaldgégomdiyilthioo KetkoBy dnfétiedu-alkawyalnfédeurs,
inf

napht al eng, y P “lgf“é stitygs surjla pastignphenyiegves wy sadical giyledndérieur, alkoxy
radi caux gsl mﬁimﬁtgﬂ%ﬁ gﬂs Eoﬂ% g:i%ﬁ@?ﬁ”@%@& Ewg qu " Rﬁgpresemem o
@reai’ehy brd

S . 0'et 6 du noyau de naphtaléne, le

2
tri hal og6norsbisiyb staht dhbisilcagsad hdht daéab adintd 4ty Infelrburs, Ralb§8hY et trihalo-
i nferieurs, ggtmmmftivieohdiup selt thirntdustibitacssptatile Jved wne basdirghriqua Wut ihérganique du
phényl e ave€°'ﬂ§°%;gaf%!av!e fi3py lagusiin REest Ehydroganek gwiyorBBite; nf 6ri eur, hal ogéno ou
tri hal ogeRorret Ry? B Epoipyn woestepdaformlsil. ou bien R3, R4 et RI- -
repr6sentent chacun un substituant. en descRgehLtANsock f f6rentes choi sies
entre les positions 4, 5 et 6 du noyau dej napht al®ne, le substituant 6tant
choi si dans | e groupe conprenantsd-; Mbsti) uant s al koxy inferieurs,
hal ogéno ¥t tri hal o- g6nonet hyl & | therapeutiquenment accgpjable
avec une base organi que ou i norgani je onpos6 de forrmule | dans
| aquel l e R2 est |'hydrogene; qui c ‘g—'i sts; (a) a faire rb6agir un
ani doester de formule If O=C N(R )BtH2CcOOR 8 _ :
R55 40 dans laquelle R, R®, R* et R® ont les définitions données ici et R edt Ll Radik@! aliefesinféagunedvbele
RL, R3, R4 EEMERITHALS phasehoss poyr ebten eeawmé%@"ﬁ(?'} ! 9% lp cavenghrationd denis legketyil.e
inferieur, ave@ b hydaiot Dbt asbnnionp oI PBaiSBEER? r e conpose

cokrespondant de la revendication 1, dans lequel R, R3, R4 et R5 sont tels
que dMims ici et R2 est un radical als%n-m(ﬁi?\ﬁ-@ﬂgommn; ou (b) a hydrolyser.
| e conpose de formule 111 45
S=C-N(R1 )-CH2COOR 50 R3 dans |zque
dMinis ici et R est un radical. al Ky drieur ou ar(al kyle inferi(dUr)

pour obtemir |e conpose correspond Rrmul e 1 dans laquelle R1, R3, R4
et Rl sont tels que dMinis ici- etg®5 R2 esq3|' hydrogbne; ou bien (c) a

fai r e robagi Ga.msqaéﬁeﬂ‘?ﬁ% 'Rd§ Rds ntf t ggt}leld%firlisvici et R est un radical alkyle inférieur ou ar(alkyle infériex'Jr)

pgur obtenir le composé correspondant de formule | dans laquelle R', R®, R® et R® sont tels que définis ici et
55 R est I'hydrogéne; ou bien ‘

{c) & faire réagir un amidoacide de formule IV
0=C-N(R")~CH,COOH

R3, R4 et R5 sont tels que

60 5
R | (1IV)

. R4 R
65 dans laquelle R', R® R* et R® sont tels que définis ici, avec le pentasulfure de phosphore pour obtenir le
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ure de phosphors pour .obtenir rrposG correspondant de |

AcBtion 1, &aipssd &ﬂé&ﬁ&hd&hds Bheve%ca@&n R3arsWtuel R RS, R8ILIG: Ak teldi gBie Béfinis ici
ydrogenelhvﬁmgéﬁd)oua transforner un conpose de formule |I dans

i R2 est esrfﬂsme'rvnwnmefeqe de Fegmale bdns aleelle Resst I'eydrogdrie b e sel thérapeutique-

I ndant " "l’JU’} orgamquez 6
Sui vanl ¢ am% it e A e
ggene .ou Unest axlidfgb nea ;éHEallalkf/lel‘rtf&ibDr eerq@rne,peray nOyad LeRAPRE)E gg;, ¥ Is@bstifdant en
' @ydrogene oepsulnnsrha p@&hu adyRy Hendphtaiénd, tes sybsiRBangsitant thwisiirdagdia groupede substituants

O o o g L, ®

radi calf al kyl e | F'e”é'j 'E " h2ieséns o l@ﬁ lmnﬁtpr.é?metw §hR* et R® représentent
substi quant en po ﬁﬁ Foctupa @ Eﬁ% 5] Eeg J%ﬁ.&"‘#!@gﬁ“ﬂ*g?%ﬂf Gans 1o
6tant ghoisis dan§m :fécﬂlbélképso - lkBkyAR AL RAFSS 4,681 (IS inférieurs), 5.
i nferiqurs, hal oghalegénas atkvs, mlénéum 5eblog€nb$4amarydnﬁrﬁémysl, 8.7- dmbloﬁfho,et (trﬁﬁ:orométhyl)-ﬁ-alkoxy

represdgntent 1o ifésedin 5 ('" sueﬁthame@cﬁ‘i@'kwenfmur)elk@ef inférieurs 5-

substi fuants sdf Ezdaga%%!}o(u wW!Ey eggzﬁe acu gt s& gﬁ&r Fﬁr’\oﬂy e naoqﬂaqe:te. E:aceusr:

positiqn differen FsubditanY Sbbups n@-uMorsﬁo Giter ma 1s@tant choisis
.dans |4 groupe ded@allé@o@@rﬂal’ﬁﬁ&m“ e8(afkhlyS intéribli) 8- salo%e -agﬁmnféna. X ¥,6-di-(alkoxy
inferigqurs, 4,6- dlnfé(‘lairkﬁa luornfnethvle)urs) 5 hal 096no 6- al k¥l e inferieurs, :

a revendncatlon dans lequel R' est I' hydrogene un

- (01 ?ﬂgrgrr?fﬁ%ff"’ﬁ - ﬁ;%'f AR i e

i nf.6rieurs, 5- ha &h‘ 1d R H@hH Qdessé Ié &blipe des an s de substituants 3-
hal brgeno 6-[3-(tr héld:gém-c}alﬁmhymlfé)-u plr& I-di!ﬂkdmﬁ'yénee’s), 5-halogéno-6-alkyle inférieurs, 5-halogéno-6-alkoxy
5- hal ogeno- 6- ( 4% cinfégiewp 1hnlesqqu (trlﬂ@qrorﬁfgh\djﬁa“qoxm yeférisgesnet SitriflypromeRgthiqrg-alkoxy
et Rl represent ent“f"gﬁ% ot [EE %gfféfalsélr‘ﬂ [Pt prerarligy Aikersy inférie &F 8% un radied) Sefisifiuoro-

infér
des trois substitUa ﬁm LRAhte dHrS rdph ’é"éiae%wn&,ta%ﬁmdﬁsmw IREesH QY Bbkcal biRTe inférieur;
troi s substituant g2 &t marogéhel RS ek ufl fdRall5alg5ENd RER‘GER T eHaSsMtbrit aRtcon Khydbdnaxau bien R® et
i nferi&ouf)-5- havbo éfwm&vt &hk paing dendubstitiants suete nbyd- di ny) paialéoe(ythIe dans le groupe des paires

inf6rieur)-5-(tr tuang)'s h8|093I3)-4- (5-tr|ﬂuoro;
(5 ou’{o) eI EHAR Eﬂf’@ R e
radical alkyle in ers PAdbAdE b vamm e%ﬁéll com é%e&@.u@mqu stﬁéﬁ@%gﬂaN

al kyl e inferi euws; (R3 emhoun 1radhﬂa$lérm) akmw -OWN 5-héahpgaire, b N4- g5 Richoro - 1 -

repr 6sent ent chacuwhtalélny‘!!m bﬁ'@y‘l OUNb'I emétmlveme-ma riepr 88 enprome ure- pwphtalépjdthioxo-

substituants sur [EWHigp _e'n'aép't]a Y oxo 'E%E?’%’Wﬁ\%ml" hplrmeﬂ'pgprﬁ@é fie BN - 115 -
de substituants 3na‘ﬁi‘auéa Rh6ko SE XV, ét ctn@um -{es"éﬁ %omhaam.ﬁ PSan - N
5- hal og:6no 6- al dsy berylgRti duﬂh”NS-, i« aganamﬁhtalérkmeﬁ;bx |QNfe&ylméthyI)glycme ou son

5, 7- di hal og6no, Se(terrmétﬂmm@mﬁds boridpat6- al koxy i nferi eurs et

5-(trifi uorondt hyl t H 8cégs gy ’?VH'P@BP‘EU? dansdaqueb §‘P°§° ch '@éﬁ? o0 Setla -
R est wn radical i fl\f% %@% JM € 'm\é'ly T( Lﬂﬁiﬁ”ﬂ:elalal\ll\l {E
methyle) et Rs 5 itlord ﬁap% mfh.bmrﬁfhﬁ hy gweiﬁ Slﬁa RWIME dirhhoxy -5 - o

paragraphs (b) deﬂhaomam)ndlmatnaamallnyllmsmétmuelNRSnQ&wguanéa@h Csdh abtkiy | Réthylique
inf6rieur; R2 est correspatdegbne; R3 est un radi cal 5-hal ogéno et R4 at Rl

repr Gsent ent  chacyg c.mfamé'a o ,ﬁ:;%g;%@wﬂmém";ﬁ@g:; i)
substituants Suj hismdlyay mmﬁ}wm@ i :ﬁﬁ/ BB G nBi. €

conprenant des substs. Ptd:&é’&a&un%nhla régfdicatidh Bl Xaquél I RFpBdsIds formule 1 qui est prépare estla N -
5-'hal ogeno- 6- al koX¥y |brdr®r1%umé,th0>(vS~1tfnabhtdémvd)ﬂnqxﬁhét 1)~ aietmbgvcmmaﬁml ﬁﬁﬂsdrchloro—
et 5-(trifl uoronﬁt1 |ng viggbi ° F@t!iw'slvc'eec- R Nerst((sl msﬁmo gl efyfoxy - 1 -
bi en R3 est un {1 n 4 YCI ?tgy l%gl'zth agl"‘ﬁ;lenithy or;!:tah‘;lhta'i‘l“ﬂﬁhéto:;:
5-(trifluorontt ylg%n@tnaR I -tbrbmor%d-( e%soaidfmsyy) nu dpﬁlldrényl)%u oxoneh d EN - méthyl.
sui vant | a revendiglyaibe, &N 1[5 darsnd egjupl - (frﬂummmﬁhdﬂ\em‘f&mﬁw -a Inaqmalere,ﬁmuoxomethyn-

prepar6 est |a N N 3méth 's‘vcmebPEIh)N- s - bremo h‘t%ll‘@‘h pr)l@rnmmmmn 1-- mgpbtalénylithioxo-

m6t hyl gl yci ne, me&y_} meth 1§ Ou sqn esteq 533 g%
oy Gyl ne: o2 8 proHdd ce el e ool LTI °a'za%%%ftm&m°&°:zz.3:

la N - [(5 - brompharmiceutiquenbritat @ﬂyu ¢ bidbeOoompbdsltyed urme bN;e-oernQDU @ InglaRQue, b mélangé
N  [(5 - bronpo - a?_ec-unrseqphttahamyée)mdwammmmwlq N - -

propényl)glycine,.la N - 1(5 - bronmo- 1 - napht aI enyl )th| oxonbt hyll - N -

6t hyl gl yci ne, k4 N - [(5 - brono - 1 - naphtal 6nyl)thioxondthyll - N - 40

butyl glycine ou la N- ((5 - brom - 1 - naphtaldnyl)thioxonethyll - N -

(phenyl et hyl ) gl yci ne ou son ester nbthylique @8rrespondant 6. Proced6
suivantil a revendication 1, dans.laquel |e conpos6 de fornmula | qui est
prepar6gest la N- [[5 - (trlfluoronﬁthyl) - 6 - nmethoxy - 1 - naphtal 6nyl ]
- thioxgnbthyll - N - nbthylglycine, la N- [[5 - (trifluoronethylthio) - 6
- methogy - 1 - naphtal 6nyl]thioxonbthyl] - N - nmethylglycine, la N [15 -
_ekﬂggluoronethyl) -1 - naphtal 6nyl | thioxon6thyl] - N - n6thyl glycine ou
la N - [[4 6 - dlnethoxy - 5 - (tr|- quoronethyI) -1 -

D - - .

T T



Procede suivant |a revendication 1, dans | equel | e conpose de formule I
Jui est prepare est 1a N- [(3 - chloro- - rretho

or r—e'spondant @rmlg%agq%g?pég%{m\{‘%cloﬁ,pgsg\ﬁgm;nﬁlgqll on 1, dans | equel

onpose de formi réepare est 5 - bromo - 6 - nBthoxy -
- naphtal 6nyl )t hi oxonethyl] - N - nﬁthxkghyahneﬁ gQoAN - [(5,7 - dichloro
1 - naphtaldnyl)thioxondthyll - N -
fentyl oxys- 1 - naphtal enyl)thi oxgnb
drono - 6 - nethyl - 1 - naphtal@nV;
thylglycine, la N-[(5 - iodo -6 - :
N - nethyl- glycine, la N-1[5 - bfomo - 68 (3 - nbthoxypropoxy) - 1 -
aphtal enyd ) t hi oxomethyl] - N - metfyl- glycine, la N-1[5 - brom - 6 - 13
1 (trifluorré layde)®RECRY RnaRPont yek définitions dumpées abreny tevéridicaticnrtad Ryektlun-radicat alkyle
t hyl gl yci rieférieom ob ardikyle ififpripur), duj comeiste & @ombiifet un cempasé dpfesnyle Met hoxy) - 1 -
aphtal enyl ]t hi oxo- nb6thyll - N - nethylglycbagHou son ester nethylique
qorrespondgant. 60 9. Procede de. preparatlon d' une conposition '
har maceuti que, caracterise en ce qu' un£ gse de fornmula | tel que defin
ans |la revendication 1 ou bien, | of | ' hydr ogene, un sel (V)
§' addition d' aci de pharmaceuti quenent ay Kt e de ce conpose avec une
ase orgapd que ou_ inorgani que, est nel gnge ave 3un support
har maceut i quenent acceptable 65 39 R 0059 596 1JIrci. N

- nmethylglycine, la N- [(5 -
55 net hy'] - N - ('“
-1 -naphtal enyl )t hi oxomag hyl ]

TI-J‘”) 1 10. Sl pa Pgd ﬂm &nﬁé)e%Q Eiang((ﬁ,g 9 ja&ec%gnw‘@ster de
)j- CH21 COOR #grﬂr:”uTquﬂ?q(ﬂf?—gH, ® éns la ~HBW ot R ont 165 défini nE fadfté revdndicatida.

t RS ont z4 es defprdtedd RrépaRBEEEEN daarpssaafaremandl catl on 1 et R est un

adi cal alkyle inferieur ou ar(al kyle lnf6r|ey consi sts 3 conbini er
In conpose de formule V COOH 16 20 0=C—N{R }~CH,C o

qV) 07 .R dans laquelie R3, B4 etlR5 ont les definitions données

lans | adi g revendi cati on, avecgan fo 0
ans |aquelle R et R ont |es defi: pigsddonn6es dans | adite

rjevendi cati on. 25 " 11. Proc6de dé€ prepalNation d' un conpos6 de formule O
C-N(R1) - CH2COOR 30 S R4 R R5

#» 35 daps laquelle Rl est un radical ‘alkyle inférieur, alcenyle inferieur
U phényl Met dnk Riqudiid REEst unifadidl kilé InfsABdr, dnPOMICHEWIBE pRényimetiyled RUS! BroYBELItCEN
fapht al ene, ¢repositibrstd; § oa®du lm\/amde r@hlatalgne, Wavistifuentd ta asndi@es Isgtwspé degaviistituants
| kyI e inf 6”!@/@( féri rq(eljgcy(y s%%sfy}ogénquawﬁizug etE ﬁqyno Pyley ek 4 ot R® représentent

tyihal 096n0"m§v&§n&§z Roschin fa‘"!a"bgf’s‘tfé 5 “°" éﬁLéﬁ:.E?é
4 represm&qg 8 Gdef) swkn@ talicl 16l ARk %n%lkéé‘ysmﬁﬂ&!r, Klbye uﬂali@l FSIAL

noyau detringippdénarnémgthiol (eﬂiomﬁrﬂérfellrﬂ}ﬂkoxﬁtmbur&hbérWInWoﬁaétmhéHVMtWsdblstdesuB

{ 7_at |es shibgttion baanvie aGran adg:ﬂ@lkslpg\féﬂamalkosv féoatpshaumnmbybalqagmghvle et R°

Ve i nf er?séh'i’V§’°9 'I"ﬂ(B‘kgi E? r P'esﬁ n “'[‘F tions différentes
hai

[ raloooEr g AT i

¥ phényl net i@ekyursedami def tHér a;&urqde&emqeaeb@me e Ehs@-U@Sth% dudhlbrganiqua ldl ¥ ﬁpose
férieur, addogi@puelﬁfesvlihedmgenb.air@gwl amsittei hal ogenonbt hyl e et R5 est
hydrogene; oulicembirgr unrameesé e far@e6sent ent chacun un substituant dans

S p03|t|5‘bns differentes 45 choisies entre Igmpositions 4,5 et 6 du noyau

de naphtal ene, | e substituant 6tant ch0|5| daps | e groups des substituants

aJ koxy inferieurs, halogeno et trihalogehOge™Ry e; et R est |'hydrogene ou

H!;: radical alkyle F inférieur, ou 8n- peut i quenent accept abl e avec

p

er de formule NH(R ) - CH2CQRIR

e base &% gani que ou inorgani que du COAP aQns. | oquel R est |'hydrogbne,
oced6 qui consists (a) 3 conbiner unggonpose g fornule 50 COC]—I

dans laquelle R3, R* et R® ont les définitions données ci-dessus, avec un aminoester de formule
60 .
: - ‘ NH(R'}—CH,COOR

dans Iaquelle R' a la définition donnée ci-dessus et R est un radical alkyle |nfer|eur pour former un

composé de formule (A) dans laquelle R', R%, R* et R® ont les définitions données ci-dessus et R est un
65 radical alkyle inférieur; ou bien

40

apht al 6nyl )t hi oxonBthyl] - N - nethyl ci ne ou | EHMJMH M :
o ethoxy - 1 - naphtal bnyl)t hi oxomt&?g?éﬁﬁm ne ous ﬂ
| e

met hyl gl yci ne la N ((5- bromp - 6-.

o
|



55 B : e e “R5 R~~~RW@—M4 et -
R5 ont |es definitions donneos ci- dessus avec un. a or mul-e 60

NH( R1) - CH2COOR dans Iaquel le. R .a la d01059596n don 'E m M R est :
un radq cal al k rieur our f un conpose de ¢or

|l aquel Te R, %bﬁﬁzfg’@f 7525“8%"&?5&"&8’??&'?“ ons donnees ci - dessus et R est

65 radi cal aI kyle inferieur; ou bgen 0 *ol
111111 Hi | 111 1111 (b) a hydrol $ser n a'?%nd)(%'g?%?ﬁde formul e. |

51- R58 OCNRL)YCHRCOR 5 R - dans | aquelle Rl

R3, R4 et Rs ont les definitions. om dessus et R est un radical

al kyl e inferieur ou ar(al kyl e i nf erAes pour donner un corrposé de formule
A dans laquelle R, R3, R4 et R5 oht les definitions donn6es ci-dessus et R

est | ' hydrogene; ou bi en 15 f‘c) a fal F‘e r6ag| r un chI orure d' aC| de
napht al ene car boxyl | &ye

et Rs ont '|"er6‘&'§5 ?f'" nee g &
NH(R') - ClﬂCCﬁﬂﬁ é?gr'fﬁig :ur @?1! dr.ﬁ,é.f' ‘%%E? ni I ;ir?g";fojr;]i e’zgil %sg%st& fgjfm
présence @s une (§)asfreFGddir ummmare d’dtide @B e-d&b@&lsduéﬁéﬁdnﬁulé\ dans | aquel l e

Rls, Rdet Rs ont |les d6finitions donnee ci- %ié s et R est |'hydrogbne; ou
bien (d). a transforner un conpose de forrrul e ans | aquelle R est

| '.hydrogene en un sel therapeuti quer® o€t abl e correspondant d'.une
base orgagsque ou inorgani que. 35 40 2% 0 65 41

S ' r* R
25 dans laquelle R®, R* et R® ont les définitions données ci-dessus, avec un aminoacide de formule
NH(R")—CH,COOH
\.., . dans laquelle R' a la définition donnée ci-dessus, en présence d'une base pbur former un composé de
30 formule A dans laquelle R?, R®, R* et R® ont les définitions données ci-dessus et R est I’hydrogéne; ou bien

(d) & transformer un composé de formule A dans {aquelle R est I’hydrogéne en un sef thérapeutique-
ment acceptable correspondant d’une base organique ou inorganique.
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