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.The aqueous L.tratfe is. ac fied with ro- hydroxy - 2 - phenyl - 2 -
‘t hi azol i ne %dmxya%i'{“?@ lige- Ml 4l %’ﬁg’ﬂ?’f@m&éf @C’ﬁ% precipitate an

addi tional 48ydexy-43gten 1§‘»2J’(£tﬁ)iyl))23d i N S ARMBOMG-1MIRS-thGzohGdd ali@r 120 on
of 4 - (p -thmdacblmc-@pchem - 4 - hydr oxymsp. 236—81(: our. On cooli ng, crystals

of 4-(p-bro §or glé ;gazol i ne- a‘l R 48

‘phenyl’) - 2- pli yp nf))gl? jh%}gf; £ ic ac@cI d g?p cet S: ?p 199——%)1°CYR

150[err]. Ana yS| S oun C, Fe separated. N, 3.97;
', 9.84; S2- (ﬂclﬁc@ophfrebﬂ]hydroxyﬂexpeml ng theo @bwbenﬂb—@mbﬂﬂfkhlazobwqet&act 4-
requires C, 28gaglge-Scetigagd: N, 4. 03; O acidq gupds—5°C

br omo- 4- (3’ 2f El@&f& e t@f‘ drGxy-42 'gen th2— JMoQ) hc]mig %»thgn —25‘Z

benzam de, 'thiz&mb}z)s-;ghf: a‘tgnneg YI?VIUI' y{h aptzdim‘cng acid,Zm. 137—};{95"0 :

1, 262, 292 ydroxy - 2 -
phenyl - 2 rydpZ _ti‘ﬁgﬂémc‘h‘&‘y phegyly- ¢ epgid ‘éfa"“fc?“’?}’ '?‘é‘il) t H’é‘z‘h‘ﬁfﬁlbprl ate acid
of for- pioflcC EFd SRR c‘?‘n is then dehycfr ik ford mula Il(b) wth

t hi oam des, 441151&0;&‘3*@([0QiMhla@pchylﬂZ-(o—t()lﬁb f ueyg- x)lcthoxﬁahcnyphqm;blyl)-5--51ia‘_zol£-hi azol epro-
hydr oxy- 2- t Bithizolincdecdic atikanoi ¢ aci ds arcetiqpacid, mgi. Al *6ci d.

“pared whi ch ar ed to formythei.r )
EXATPLE 5. g%ﬂ%ﬂﬁ?;&gﬁ%ﬁd 5 corr errll péﬁﬂ 29( %é) 155| tzla“zaf) eaceﬁ(anm c acid.
When the procedure of Exanple 4 is 4° Hydrox - 2- Thi azdl i ne-5- Al kan0| c

Aci ds 4hydisorThghambP fatdedinoi ¢ Aci ds4-phenyl2- <m—toly1> -5-thiazoleacetic

4- hydr oxy- 4#TB2PHREBGISF 294 (o-tol yl ) - 2. ocid, 123--57C.

4-(2-thi enyh)h&(ﬁz QledlodypRafili-pEaliacet g, aghdlyphkifyazmtdynemazaeet i ¢ acid
m p. 136-8C2-t a72)1|i}t,xe{5 emf:(hﬁy erl%l/?]‘6 ty rox&iﬂmfangprt&9 5—152°C.

2- (p-chl orop t hox nyl ) -
met hoxypheny T“}'r%) %B@?%é; et lé’&‘é’? ic acg‘ ‘Cg"“’p%%“ﬁl '3’@16‘1“3 SHeiaeleicid, mp.
199- 201C. 2(pc oropenl)4hdrox- h%]l

2- (p-chl or ophleqh'yiyﬂ-llhem@ytol}ﬁ—zttmz&mm eae@hqllﬂ-ﬂ?ﬂﬁylhimiazmceﬁc agktic acid
acid, mp. #33uGeid 2. (p-chl or ophenyl ) - 424 d@ 84021 (&2- t hi enyl ) -
2-(p-chloro Vs A -5- 2-thi 8lihiCoR&kR

t hi azol acet %Lh}%%is;diﬁﬁa&%%ﬁ?ﬁﬁﬂﬂé 4- hydra(ﬁﬁ%iltlh Et.g?(a%ﬁrret h81>@<§c phenyl)

2, 4- bi s(p- et hoxyphenyl -5--t hi azol eacetic 2-thiazoli ne 5 acetl c acid

ot hox o Frits g&f&ﬂuﬂfm’@f}hﬁet hoﬁlg‘bﬁean%@”%m uﬁ(%l I ne- ?y_ —

4- ( p- nethoxyp ?ﬁmF) %F 3%toi yl)-5--thi aZ0] N az acetic acid
acetic aci da- h@army-%@neiho@phéylbw@ fieyylyt- pinﬁmythmxapr(emﬂ)twstﬂuanyl)-

4- phenyl - 2- RokitnlingiSacSictahil azol eacet i ¢ 2 54thszelgagdtic meid 5mge M98 4%ei d

acid, mp. 165-7C. 4-hydroxy-4-phenyl-2-(mtolyl)-
4-pheny|-2-(n}tolyl)-5-thiazoleacetic 2-thi azoline-5-acetic acid

acid, 123--5C. 4-hydroxy-2-(p-net hoxyphenyl) - 4-phenyl -

2- (p- met hoxyphenyl ) - 4- phenyl - 5-t hi azol e- 2-thi azol i ne-5-acetic acid
acetic acid, mp. 149.5-152 C. 2-(o-chl orophenyl)-4-hydroxy-4-phenyl -
2- (o-chl or ophenyl ) - 4- phenyl - 5-t hi azol eacetic 2- iazoline-5-acetic acid
acid, mp. 168-71C 4-hydroxy-4-phenyl-2-(p-tolyl)-2-thiazoline--

4- phenyl - 2-(p-tolyl)-5-thiazol eacetic acid, 5-acetic acid

acid, mp. 170-1C. 4-hydroxy-2-(1-naphthyl)-4-phenyl -

2- (1- napht hyl) - 4- phenyl - 5-t hi azol eaceti c 2-thi azolinc-5-acetic acid
acid, mp. 145-8-C. 4-hydroxy-4-phenyl-2-([err]-trifluoronethyl-

4- phenyl -2-(mtrifl uoronet hyl - phenyl -5- 2-thiazoline-5-acetic acid

t hi azol eacetic acid, mp. 143-5[err].




4- hydr oxy- 2- ( p- met hoxyphenyl ) - 4- (2-t hi enyl)

2- (p- mret hoxyphenyl ) -4-(2-thienyl)- 2-thiazoline-5-acetic acid

5-thiazal eacetic_acid,_m.p. 149-51C._ 5

1, 262, 292 4- Hydr oxy- 2- Thi azol i ne- 5- Al kanoi ¢ Aci ds

5. Thi dzol eal kanoi ¢ Aci ds 4-

4- hydr oxy- 2- ( 2- napht hyl ) - 4- phcnyl -

2-(2- naphth¥l) 4- phenyl - 5- thrazoleacetlc t hi azol i ne-5-acetic acidl3

grd mp._271-2[err]. 4-hydroxy-2- (p-48eRoxyphenyl)-4-2 napthyl- -5
““2“( p- net hoxyph[{e gg(;r%j\y %raclbazcr)]rfg-gt[\g%(xéc%cr ?clds2 t h'l 1'31)1!.’3';}3111015(: gg(?st cacid

-t hi azol eaceti_c

4-2- ( p- chl or ophenyldjoxftolyshppxyiyApRhgny| - 2-(2-naphthyl)-4-phenyl-5-thiazoleacetic
c‘2 6p chl or opheﬁry:tO)meASrgbrenyid 5-t hi azol e- -a'mb; m:pohnne—ﬁ pr opionic acid

prlopr oni ¢ acid, e napht hen | - 2-

4- (1- napht hyl )z- éﬁyz% %Eﬁhﬁi@ﬁg%&%gr‘“ fﬁ é‘g Ili’? %&?t 5aC| d.
acid, mp. 166- 7 [err] 4 hydr oxy- 4- ( 2- napht enf[
4- (2- napht hyl )2-(2 =bles hy154-h)rdmaz-e4pmwetr c tzktpakloxbphmﬂ)&-;ﬂ@em 6-¢hiaele-d
acid, mp. 1682BEPICIPREMIGIGA 2, 4- di phcnyprepnic ridzoipi HE—8°C.

_2, 4-di phenyl - 5 faiea e € _m p .

, 152-3C. 4- hydrbﬁpzﬂiﬂ;a&rgfgéx%/%%@ﬁ? - 5‘ ('fl t{,‘“‘?éﬁ?,fbﬁ‘yl ->-thiazoleacetic
4- (p- et hoxyphe henyl - 5-t hi azol e- 2 thr azol i ne-5-acetic acid
acetic! acid, %Y ‘i 3¢ nsR;’g Dephesy! Ry dr oxy 4ﬂ'”??é@§%’ﬂ?2¢ﬂﬂ%@{@?@ﬁ§¢hﬁ)henyI
[err]- nethyl

enyI -t hi azol eacet i 9% PR ¥i%e-5-acetic acid

acid, mp. 1424—%0}:}42 Ingigha@ytye-Biapheny| - 4- (Z4‘diﬂ)1|e@|ﬂﬂtﬂlazaeaccnc acxd m.p,
¢ 2- phenyl 4- (2" ¥piceasidl ) - 5-t hi azol eaceti ¢ dB3-6B°Ct h| azol i ne-5-acetic acid

Dbt sl PR, S e
acid, mp. 168-9C. 4 hy roxy 2- ( p- met hoxyphenyl') p eny

2- ( p- net hoxy p(r]ge’i‘i Ufg dighenyfphenyb| e- Z-melthyhzekhplmyIE-qmampnceﬁu c acid
pr opi opi ¢ aci %HC'SI iesfeidr ). 4- hydr oxy<i%-BReHgt2% (o-tol yI ) - 2-

4- phenyl 2- ( 0-4-1Bkibsky-2-Bhehidaz OhRayDI20PI ONi C 2t RLAZAI ] l i d
- acid, mp. 107 9@1a7dmh§edceg4§yca B Pheny! 2 tx11§'4 a%%&;%)?'ﬁ@a‘)&&@ét‘éa%

2, 4- ddl phe”yl 4 ﬁym'ogyz-g phcgyl%l%l (t)oii];!])cz— acid, | C henylsdy(p-tolyD)-5-thiazoleacetic propi oni ¢
aci ! thiazoline 5-acetic acid a d .p. %8—9

4- hydroxy 2-(0o- nethoxyphenyl) 4- phenyl -

2-(o- met hoxypw %Cpp‘rre?wyiph@ylt)-lérpamll- e- 2—(p-hmami,nem)zﬁp1a@ﬁmtmaza1@ d
aceticiacid 4Z0 17:95 Brgpienesacid 6 propionic acid, m.p. 174—5°

1,262,292 4-hydroxy-4-pheny - -2- -2-(2- 5. EXAVPLE 6.
aI kanorzc aci dshlé)idl)x1e}:'3ﬁ}%ogﬁ§slﬁ§r%t€ly& 2 whi ch ar chi ?}élz %“’%% th'mkf Wep“bni’ ocedure of
Exarrple 4, the eh d ted to afford the foIIovvl ng 5-thi azoI e- 5 follow ng
ic4 - hydroxy - % fi@-thinagline-5;) kano?:é'du’grﬂ%}ﬁ {igeofepropienic keidvherei n [err]
“and [enr] are defrneof asfollows [err] [err] -

[err] p-ethyl piHHdnyky-Z-\o-'nﬂhoxyphenyl) PRyl 2-(o-methoxyphenyl)-4k Bbdyl-5-thiazole-

p-tri f [ uor ometyrlnsriyAcetc apeny| 4 acgtm acid, ﬁ)ar r¥}29—p}1%er¥y¢ e

furyl HOC . CH, - p-ethoxyphenyl p- et hoxyphenyl
[err] phenyl p-i odophenyl [err] p-butylphenyl
n}bronwphenyl [err] p-nitrophenyl phenyl

[err] phenyl S p- fl uor ophenyl [err] p-i odophenyl
phenyl | : - Jerr] 10 t € phenyl ' ~ p-propyl phenyl

[err] phenyl ) _ m but yl phenyl __.[er_r]

i
!
\



phenyl p- ni trophenyl [err] E 10

EXAVPLE 7. is filtered off (2.0 g., 2499 mp. 77-78C. Ethyl
4- hydr oxy- 2- phenyl - 2- Thi azol i n-4- Analysis: Found: C, 44.8; H 4.8; N,
4.0. acetate hydrobrom de [err] requires C, 45.1; H 4.7; N, Ethyl

_4-br.ono- 3-oxybutyrate. (5 g.) in 4.0%

120 acetone (10 nl'.) is added to thiobenzanide (3.3 In a simlar manner,
ithe follgwing thio- 15 g.) in acetghg 490 m.). After 16 hours at rgom
‘ani des gives—the—hydrobrom-de—produet—Hndi—tenperat-ure—the—egqui-red _

~hydr obrom de salt caE®®riasi ng t he abowkanismeids &3 tre prepasgie kit are then 6
.7 Repeating the procedure of Example 4, the dch)dr tc gcQ( %ghth‘. following S-thiazole- 5

following 4 - hydroxy - 2 - thiazoline - 5- alkanoxc aci

7 Thi oam de roduct Cycl ohexyl 14

.t hi ocar boxam de Et hyl 4- hydr oxy 2- cycl ohexyl - 2-t hi azol i n-

:4-acetate p-Br ormt hi oben - Et hyl
i 4- hydr oxy-2-(p-b m)phen _HJ,(S t hi az-g— &_4 acet ?\tn‘?
ip- Chl orot hi oben —

4- hydr oxy- 2- ( p- chl orophenyl - thi azol i n-4- acet te p-Fl uorot hi obenzam de

*Et hyl 4-hydroxy-2-(p-fl uorophenyl) 2- thiazolin-4-acetate

m Tri f 1 uor gRethK!, R AORNZANRAA as follows: - Ethyl
4- hydr oxy- 2- (mtrlfl uor oret hyl - phenyl)-2-thiazolin--4-acetate (o, mor p-)

Met hyl t hi obenzami de Et hyl 4-hydroxy-2-(o,- m or p-tolyl)-2-

~thiazolin-4-acetate p-N trophenyl t hi obenzam de Et hyl
. 4- hydr oxy- 2- (p- ni t ®phenyl - 2- thi azBlin-4-acetate. EXANPLE 8.

‘chloric am? ﬁﬁﬁ%‘ dried [erlg}1 ﬁmd evapor - ﬁ%@y&H .CH,—

2, 5-di phenyl -

rmaterial taken“up n ether. The na sinilar manner, the foll ow ng
‘reactants 2enitedpheay! sol uti on ishemdshed with vlvé@a@rCHQ-N hydr o- give the
. products |ndhca1t ed: Ester

oxy-2-thiazoli'n- ated to gi've an ofl (6.0 g.) which is
chromat 0- 4padbominethylphenyl phenyl gr aphecHQm GQHJGHE)El ution with

benzene 5 Al[n‘ixture of et hiilt‘l 4- br ono- >i_§ é&?enyl gi ves the desired
ester as a PPt alline white f:}'butyrate (7 %Sy t hi obenzami de (3.4 g.)
and solid (ldBx@henyll % m p. p-BQo:Pedr ] . ar}k(yd:r@uzs_sodi um carbonate (1.2
g.) in ethanol Anal ysis: Found: C, 66.8; H (50 m. 95% is
stirred at @byo[err] for 5 Sp-iodoryenyf err] ré‘lﬁncr%*é(cga) @H(CB{Q‘H 5.3; hours.

The mi xture gy ideR evapor at ed, and il 4. 1; wo,c%dk 10 the organic

oam de

Product Met BYT™4- br ono- 3- oxo- g2-fluorophenyl oben"za(r:ryld(&é ) Met hyl
4- hydr oxy- 5pliptopRhyloxy- ( p- met pexgphenyl ) but YH@UCeCH,—

pheiiyl)-2-phenyl -2-thiazolin-4- acetate Ethyl 4-Brono-4-(p-chloro-

Thi obenzam de Et hyl 4-hydroxy-5-(p-chl oro-

phenyl)-3-0 fyrate -propylphenyl HO,C.CH,—

phenyl) - 2- pﬁgﬁ‘% 2-thiazolin- 41-, pg)gyeg ;?ye Et hyl 4~ Br ono- 3- 0x0- 4-

10

p- Met hoxyt hibtsehzan de Et hy#-bayiphetsbxy- 2- (R Hoxy- phenyl butyrate —

henyl ) - 5- 2-thiazolin-4
g_cet ?/c) aci g {yn- indi - pni?rgphenyl Et h IHO .CR(r:PrI{“‘rm A- QX0
Thi obenzam de . Et hyl 2,5-di phenyl 4- hydr oxy-
5- phenyl pent anoat e
2-thi azolin-4-propionate Ethyl 4-brono-3-o0oxo0-4-(1"- Thi obenzam de

Et hyl 4- hydroxy 5- (1' - ht hyl ) - napht h
nm.p. 77—78°C.
2- phenyl 92- tx«ﬂ ZPA Iafd; “%‘E%;ﬁ%t E&P&YJ 4% ﬁﬁl&% £ 5% e N, 40.
p- Chl or o-t hi o ﬁy hydmbroml Gmbe@yﬂn)s -d-454> phienyN, but yrate
hydr oxy- 5- phna;yl 4-bednhl-3aik©tbmtyma-lc 4(5a(get at e40°/o
acetonc (10 ml.) is added to thiobenzamide (3.3 In a similar manner, the following thio-

15 g.) in acetone (50 ml.). After 16 hours at room amides gives the hydrebromide product indi-
temperature, the required hydrobromide salt cated, using the above-named ester reactant.

Dt N T



8 1, 262, 292

8 EXAMPLE 9. allowed to stand at roomtenperature for 21
4 - p -Chlorophenyl - 4 - hydroxy - 2- hours. The crystalline material,
after filtering 65 phenyl - 2 - thiazolin - 5 - acetic acid off and

washing with ice-cold acetone and ice- A stirred mixture of

3-brono-4-p-chloro- cold ether and drying, affords the title com 5

phgnyl - 4-ox@-butyric acid (400 g.), tipehenz- pound (8.05 g., 42.3% as
—its hydr obrefde—am-de—(188—g)—and—sodirumctarbomate (730 gy mp:
en97-98[err]. in isopropyl alcohol (1 litre)_ is heated at 60[err] Analysis:
leFodind: C,~ 41. 0Thipgmid3 8; N, 3.5. 70 for 1PR&GY and is then poured into

wat er. The [e\ﬁ,gds‘%‘é"gg*"h%%""&iﬁl' 0, H 4. Oj'gth,qrﬁ%)‘?’:lgt_@%y%ﬂh&fﬂzh%\éoﬁﬁl' idis

3. 7/% 10 wth acehwere an

filtered off, dried to give 325 g. of
t he ~The hydrobrom de, on treating with sodiumtitle conpound, mp.
141- - 142 er r] . p-Brrog¥pkengemidgyy dr ogen car borﬂ%ﬁg ’i*;gfi’\'?%”gz”g"bf?‘? WWé1 d of 1the

tical sanple is recrystallised from isopropy fr'eée base, m p.
109-110[ err]. gionprotHicdedzyhitial | i s- 75 al cokryl.4-hydroxy-2-(p-chlorophenyl)-2-

ing fromether. Analysis: Found: C, 58.7; WHiazin-f:accic 3, 9, Anal ysi s:
Found: C, 52.1; .6 N..4.6. 15 [err] quires G 58 7 A1 0N,
[err] requi res? ,uo gl.m?’;énzi'—rf}‘d‘h. 7; N 4.0% %E%ﬁi%ﬂ?{f% ® fﬁmmp hcrl% # '
4. 7% EXAMPLE 10. EXAMPLE 14.

80 Ethyl 2 - cycTrfheempthylthigbenzapmddr oxy - 4- Ethyl 4-hydroxy-2-(m-trifluoromethyl-

__4- Hydr oxy- 2- (p- chl or o- phenyl ) - 2- phenyl)-2-thiagolipdpigfe _ 2 _ thjazolin
- 5 - acetate (p, m= or p-) MURIBRRhIBREA- PI 0PI B{1C-1881oRy-20,- m- ofp-tof@lAt | On Of
cycl ohexyl thiocar bo>€arri dg The react i onthatolip4ebdass ot hi obenzam de and
(7.15 g., 0.05 I.) in acetone (25 m.) ig, added S-Fro_rm-l aevulinic acid
by the nethod 858?95’)‘%?"%‘?%?’6‘5" of ethyl | eﬁf’hiﬂi ﬁ’aﬁﬁtg ¥R BP bto- pr o-
‘Exanpl e 10 affords the title conpound £ pl nnat‘p'j(ﬂ 15.g 005 nol.)

in acetone (25 m.) In the preparation of 4-hydroxy-thiazoline- and the

m xture is kept at roomtenperature 4-acetic acids, the

[err]-hal oacet oaceti c agighrissg. of 25 for cflork dBiOUsaSer,aifiel (VB0 )ahd Ok@E+ ] for

3 hours. The d&dul g diphmptidotexy-3-thisgadiny entaicd magivermril €6.0 g0 whidh isebromytgt al | i ne

el sar e B e RS SRR R G ter: e
cycl i sa- wit hyARREBHE S 'ﬁédg 40066 50 U5 U5 B, S Battiont he

h
. iobenzd
protecting gr aiipiréus s@QRV@MonaeQD2 @Y intditRnd! hi aglybi|erdind :eC, &3; H, 3.5; N, 4.1;
hydr obr:om de, (5thpl. 95¥d) onalided s1eiPovi@tl forf Hr Si RSt Guit.eNQuShrequirys| C,é80eH, 5.3;
117-118[ er I‘]). hours. The mixture is then evaporated, and N, 4.1; S, 943 -ch i
T H i a
rr

ved b
’%’l{ig‘ﬁ‘g‘,%afe*‘%%é‘ﬁ R

T the organic .matcrial taken in etl -In.a s

catal ytic ydgtwéj%ﬂi)ﬁ Rvashed withllang', gﬁelﬁg#fy%lvgtﬁe?h indicated”

3.8 i - [e requires C, 46.1; H,

6.7; EXAMPLE 15. N, 3.9% :

2- ( p- Chil or oph | ) - 4- hydr oxy- 2- 11.

t hi azolii ne- el o acid rihge oyclohexy I . hydroxy - 4 -

met hyl |- 2- Meffid-reael-psoi- of beFliopknzdmide onvacet Olictby] Athgdrdky-5-(p-methoxy-
—thi azol i n- 5- A@aRghoRIPhGybutyrate and p- chl or ot hi oBfEmPAREE At benzy|

2- The reaction of cyclohexyl thiocarboxanide (p **thlorophenyl) - 4 -

hydr oxy; - 2 -Edyldazehd-A@-chlood- 15 grhiobthz@Ridd10l . ) andBthyl 4-hydroxy-5-(p-chloro-
[err]-acetyl -Preni>-axelsit o- 4-acetate which is selostefmehetyl-9-thiyzdimegenat ed

ocPionic ‘acid (9.75 g., 0.05 nol.) according to the acgtfe t et rahydrof uran in

, 4d1e presence BifylanpB@siabxol0 Met hogetd iyl ediPhfiel0 Bth QshydiBxydBpUnerlof- 5%

7; Nei ght of 10%bhepdlbh@gdicum on-charcoal catalyst 40 gHenyt)FBSpHeRyaHaithitlin-4-

th'ihi @oline acid as its hydro- to give the title cettisogdd. bromnmi de, m p.

. x29-130[err] . pue s Ao . 1he new and noyel .coppounds of the

;n’trfp(;rzesent Anal ygf:});%ggl e%’i;%g‘;t;‘;’“’c, 43. 1;T1T—?,b1rg?[8?° N, 4.5. ?ﬁ;ﬁéﬁﬁﬁ%ﬁ?ﬁfﬁ“@%ndar d
pharmacol ogi cal test pro- [err] requires C, 42.8; H 6.0, cedures
general |l y den?ﬁfglgﬁ‘l“&%%"étﬂ'ri ty Thipbenpgmide 4. 204 Ethyl 4-hydroxy-5-(1'-naphthyl)-
reduce inflamBiTON"EA8 are useful as agents 45  2Phenyl-2-thiazolin-d-aqestanm) £ 12
for the treatB®ft4-wbmd-Nbdoapmat i ornp-cdrhbWiobenzamide Ethyl 2-(p-chloropheny!)-4-
4- hydr oxy- 2- c4pliegtidxytacc2- t hi azol i n- I n the phar nedokpsipall-euatdiat i on of
the 4-acetate “properties of the €empsunds of this
i nvention, The reaction of Cyclohexyl throcarboxam de the elfTects 1n vivo
of the conpounds are tested 110 (7.15 g., 0.05 nol.) and ethyl
4-bronmoaceto- in the procedure of Wnter et al and Buttle 50 acetate
(10.41 g., 0.05 nol.) by the nethod of et al specified above. Exanple 10
affordsi 11.0 g. (62.5% of the The conpounds of general fornula | when
title conpound as its hydrobronmide, mp. admnistered orally in the above
test procedure 124-125[err]. ' at a dosage

A~ a2 ~Nr N Y o a A - AN 1 = e ~ A A = ~ o~




EXAMPLE 13. hydroxy - 2 - phenyl - 2 - thiazoline - 5 -

Et hyl 2-p-chl or ophenyl - 4- hydr oxy- 2- acetic acid with

4- ( p- bronophenyl ) - 4- hydr oxy- 120 thi azolin-4-acetate

2- phenyl - 2-t hi azol i ne-5-acetic acid and with 60 A sol ution of

' p ¢hl orot hi obenzam de (8.59 g., ethyl 2 - (p - chlorophenyl) - 4 - ydroxy
2° 0.05 nol.) in acetone (40 ml.) is added to a thiazoline-4- acel

shOvvn in theé3fol | ow ng sol ution of et hy?624%r onpacet oacetate (10.41 g.:

tabl e, whi ch shows the %kl tion and dogages 7o stand Qe Lol eHPclthre ] chet one
and the m xture4i.$ - tRshGEANG -aly§ext he [ enduls. Theske luQrzﬁ;] j_rﬁ{l Qfter Mieifhg %85
17 ; 8 O  phenyl - 2 - thiazolin - § - acctic acid off and washing with ice-colld, z@ﬁ@xe 28dPice-.
9 [éer r] 65 A stirred mixture of 3-bromo-4-p-chloro- cold ether 'md drying, affords the title com-

A enyl-4-oxo-butyric acid (400 g.), thiobenz- pound (8 05 2/ 3s hydrobrgmide,
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and [err] i s X738k e<symon éy Yal) {ihededd 5 bec% hemuﬂe 4 et hyl
radi cal . abovaolan@nﬁch emusylamd:e i-p-biomgrphar atxgxqﬂeam I’[Erd@&lﬁk—mh.&omﬁund. h| az@ksi ne

according to Cnl%tlﬁm1125 gm0 %(i)ﬂéolé i agesor @5@11 Iélvtﬁwc Prcmah@mrlw{x{ l{srd@f{‘-lhkgdlng}

0. acctic ¢ y-hatoacctoacetic acia is,
whi'ch [ er I‘] fé Sfo é? 933 1 hﬁ:xgit (?f’éqfof?% 1OUr e}%ﬁ h)zgurse, gotec % dl tmanner to
phenyl and [ergickssllc bRy fied b ok grse&lh carb MR e bhler che cyclisa-
phenyl and [ erwi}h dc8ona aﬁzadrhowgm-t lg. 32d}. altion reaction the protecting group is conven- 90

2- Phenyl - 4- p- bgf . welwlestetaww@rwomld%mp u?lmtllly r@novet|; fftrhmalq?@l qdh@gﬂ@wrdu ng
walicnl 18 remov 1 1
‘te Claim 14 n'ltn 191?1 %96115%1%% by gy V\M&"ﬁ’f“é‘?‘r] is

Analy
hydr ogen OI‘ oner, ) l)@f i€ 46'15,}31—%07t EXAMPLE 15. -
100 nmg. in ths, 3493905| ti on 2-(p-Chlorephenyl)-4-I58roB2- Avi cel
(Regi st ered Tr ade Mark E‘(AMI’IF 11. 30 r’r% 7. 4 - tipoluc-Bratioplenyl ) - 45-
hydroxy - 2 tfl%'{lj - slg S8 4 - methyl - 2- The n,acu(% benzy! 4- bmmmc; oacetate
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