phar maceut i cal conposi tions containing them5 The present invention relat
tQ)\l-(4 pyrazol i di nyl) benzani des and provides certain such conpounds 5
which.gre believed to be novel and which have been found to EERsS3 B - 1
anti-enetic properties and to facilitat

ani mal s, including human beings, with mniml side effects. The invention
embr aces -drReFeRPRUNds t hensel ves and pharmaceuti cal compositions -

cont ai ni-ng .them The conpounds of the invention are l\l-g h12 hydr ocar byI

pyr az o\ hyﬁv)aztidmlabnnmd%am’ n@rwfe"‘tca'rcﬁﬂt’asmﬂwm"'“ ng the

10 R2 N 15 ' wher ej n I n ldes de RN Luclt domipB@ids Y | or 5
phenyl | GWEte et N 'Epfgﬁgﬁéo%éf g"‘ﬁ%}:ﬂgf%gm,c%;;,,,&m'fmcme or

phenyl | o V\%?Ic: léve::fwzafr\':I blooded ammals including huméh bRAgd, @il B siddeffdetogen, | ower

afkyl enti n’ib%l@é’s@t&&:ﬂﬁrﬁodi\yﬁhmlvewa plarmadetticel compasitions cphtelomgthem

chl or o br OKELombéunkis efttievetioy lare N-(b:Abydradalboyt4- pirerplidinyi |bmi9<'y'de%\31"%faﬁt9§ﬂ‘“'?;r
acet ani dwand wherethere is nore than one R3 radical these can be the sane
di cal or diff8ren— Al 25 niszero ;1,20r3. |

25 As used NA fol |l ow ng terns have t he meani ngs indi cated. "Lower

al kyl Neang stra t or branched chain al kyl radical containing 1to 8

car bon agons‘for exanpl e, nmethyl; ethyl, propyl, isopropyl; n-butyl;

tertiary buty, -anyl, isoanyl, n-hexyl, n- heptyl-and n-octyl. A "Iomer

al koxy" radlcal has the fornula O-lower. alkyl. 30 "Lowee cycloal kyl"

means a c)YpY rreprese ](fwé% tu@l Bﬁg (MQF‘QIQI"O 12 carbon. atons and.

GB 2003 153 B 1 SPECI FI CATI ON N- (4-pyrazol i dinyl) benzami des, and O
8l

15

i ncl udes S| reser k,g%q wergml opent yl, cycl ohexyl , 20
cycl ohe yIRz Aol gp@,ng,}glkya,m pheaflnyl cycI ohexyl . Phenyl means' t he
unsubst i tutreehpf&aanyﬂydroaﬂmab nidro, anyiiefigolro, phlet.dhadneo, triflasernetinl.dewvels glivd iaper ad| cal
or radi calakomtisuiihameytorostamideantdiwheregierajs meriejag anq Rifadicpldhessgan he e pamerjdical
condi ti on@rwﬁer#@?@;l on described herein such as |ower alkyl |ower ‘al koxy, zg
trifluord Fo Systituted phenyl radicals
have 35 p?ﬁﬁéﬁ Iﬁggﬂfggwm 9nscr§“ ;gééhgann pfglébe&hﬁmﬁﬁﬂEbﬁﬁrbbh&ﬁﬁsfﬁﬁéiéhﬂaﬁd
above. ufr&;}w QB&O;SW'H b1, teRiadyibyity SmyiMitiam@lDi-explrsheptyband nektyk he :
phenyl nUCUBUSwaI xyWradidal Fithe foinaus -Ofevesallybt i t uent i s present can be the
same or 4§ fflewesnyclaatia” cmandaaydlicalipdragioal containd anrquteaﬂmr i\g ﬁ" | fﬁ?“é" to3
each ot herradichisas tvolpbityleavelgnentineyclobimyl cvel 2{8%;. riﬂ(}ﬂ%‘f g‘ X §,’%e,ad,ca|s
pref er ably fﬁ:mﬁn%? e :c oroﬁzﬂ ise nﬁgn n@&fr&&% eé%ﬁbeilhér@ﬂngu adl.
branched “1""'}3ll hytoeh mﬁﬂ S r&&ﬁwpse ercme o$ The SaB¥tifutedipReryEradisdls hawt: hy | |
propyl, Whrabll, ho HRE thak iR RubsfidertEHuEH & thosotentiopstiabave. myiélsabsytuem @nbginany 36
acet anm do, avilsbie BasMdNY bf thelPREryDYIeushih evbyn mpne U0 1Y, sutﬁmue nmdnttqat\ &the saqg

| uor orret hydr diffa@htaad en bé invhricde positiqn m@mae?wetqmen thewe f°‘ : ;‘;m

groups as dﬂ@mgubsﬂﬂpn@ﬂ@t‘hwep"e&ﬁ ,ﬂ aﬁ; t oxic
phar rmceu'[qrwm @ﬁr‘gro cya i; ;ﬁts e e%lh X |f of- a0
For mul a ”luﬁgmet ylﬂ“ﬁ' i yf'?ie sco e s |nvent|on such saI ts can -

| i kewi se bej,l n‘?tﬁet@m *rih@rm&w&-‘élkﬂf argaﬁ;b GrioGpsaE Pdnyyt, mgenethvmﬂweopmmmwethvl-

Organi c ar‘quniymorganl c acids can be enployed to formthe har naceut | caI Iy

accept abl e mamnmablpharmacesmalj\eaocqptab'est'q*%ﬂdlt'?’esaét%?f&? bB%‘i‘i‘?etI] sf m LT Cyg

phE:hor He:glsooyithinithe scepeet this '"V?'!i'e'ﬂ'lsti"h 51"? ise g ﬁ%%e . f DL stapl ty[]’él’l c,
ria

toformt
mallei c e ﬂr%anlclzw qszeﬁmigs Ip s hd'i‘iﬁ c r$c acetittlactid) riét s@pHahfRp ar ed
thOdSsuccrf fmﬂm% brofi na n'zol@éEﬁfs |Tﬁe§§[t9ﬂﬁblbb£&i BWe&ods
detSer m ned,y| |cat|on of t he net hods of Chen and Enxor, :

Phar mac. 5EX Phe athemea&;@eaeawé deisDinedwmihgaimadiiortian of thetredthods gf Chpad

Ther. 154, aaena%aap(mees)msmu@am# pféee'mst Iy Pa&sm?‘iy
usi ng the f dhdgassirigep mwtm 9’ ‘}"pgj “ﬁaﬁwuzﬁ %raﬁl

g were st aW?}létan1d? rou fel t itqﬁ:‘?glﬁ scree"’ Lﬁlag‘aamﬂ‘“sferéd\/\/at er ad
li-bi tum: %m{g%%fgn%% t i?.g cdold (G4 MDD g® dﬁdléiﬂm) Thé&orirbl%ue isdosag/bitt a@tia a - 55

t est co g&b,& r-Y4 115.5,, rhindte PR WigQIosind, hytfansdrhﬁvanamv,lbnstamcam.l a

(OA nl /1003 g &ed%trwal @hdidting dineetiotailulast bage winiich badissratided-heef hauitien, 9?53'55

-al one, 4 pdvidetedisugar sndeom stersk tolvieyd a sgimi-gofiqs hqqumoequsm §i feats’ ,th tHRE

rats are gmﬂtnmtva\lﬂht}lestbt 'twbﬁﬁ&ﬁsﬁr "f"’S" Byjcenfea! ﬁzg aréJu{%an of g0

met hy| celep gfPHAcs édwaggl uII %ma&%ﬁ’g‘hﬂ’represents
m%u&‘t?rﬁateoﬁf WiHR OF3(00hI Sf B4 Friesl to -

stomac
powder ed s r#g:
Sixty m ”Uﬁgﬁ%trﬁg GerﬂGeai t| @ﬁ mfﬁB&bmédﬁldﬂﬁig)thd’fbﬂuérlbﬂ total time), the rats
are sacrif i qRélprbtérrédiombeiul offixahple abdret redliap emesisSAtemben agminist¢red 2@ dase el offs
removed. gshw/Kgud.d.) asd ineashdthagastrinenptiiedtimesienificartyMpen agninigerpdat deses fremaf- 3W| che
they are cut open, 60 rinsed and the enpty stonmach wei ghed. The
di fference between full and enpty stomach wei ghts represents the anmount of
nmeal rerral n| ng |n the storrach and IS substracted fromthe wei ght of 3 0 m

Y b o B Y o o, . - o oy
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\ .2 9.0 ng/ kg. Met hods of Preparati on The prepar atlon of ,t.he benzani to - -
corrpounds of Fornula. | may be acconplished by contacting a 4-amino-1, 2-
hydraocar Gybpgana:zel [ d| ne (For rruI all ) Wi t h an appr opr| at eI y subst i tut eq
benzoy € 1 .
sequeng : "5 R2 c
(R3) fPre ara (R3)

10 R B R ot i con gg& Ui m%s ﬁ%iee %

uIaII b

oCa
@Z @ ove vvlththe prowso
t hat Beanqa@ﬂmy ScalylpYraEaYidiRdT :[ cwa

pri marmulaim secrdivgto b fdNoRing FeadlioR YeqGaHoat! Y1 | C rogﬁ'enate e"z° | é‘;"%m’

precursorcon})ound -of . For. mul a J -wherein R3 |S nitro. Al ternatel y, a corrpound
of Formula B whef®in R3 is pﬂWﬁ no may be prepared froma conpound of
am no—1 a

Formul a_| whej el R3 is.
di | yh §- cipto+ (R
preparatién 1, 2-wydrocarb I-4 pht hal i mdopyrazol i di nes are used as a1° :
react ant |1 e 20 I]ﬁtter afie p:quared by t he reaction between a 4-chloro- -
1, 2- hydroc byI py zol i di ne and potassi um pht hal i m de. The '

1, 2-hy drocarb | -4- phthal i m dopyrazolidine is hydrolyzed i n dilute mneral
aci d5 "‘thg@"’ 'R }aFD‘F'éa'FFﬂe&T b‘a’ﬁﬂ"tﬁmp@t{'isﬁth?‘qﬂ’ﬁﬂmtée brémdry #reido.t 0 |.i ber at® t he

di-cal'.- 20 - I n .anot:her. met hod of

free4 lmm %‘%?ﬁf f%eeaﬁoaofsla ect ed
benzoy, im& 91fn'o yB@prgﬁaY&frton\ea Jn@&f%nc Ia'h:ﬁ. wgi%%& oZy‘;\\Ih Hzmg&%' di nyl)

benz amétdecomdsund Mt eéudm&mae arfin oﬁ@i@al e use i nopreparing
comou Hdsnoﬂfer thethordf areparation 1l 2:hedro@rby R Plithdliridopyradelidihédlabe useHas b rdabthiR! d‘hbeﬂ?— oi ¢
aci d \dvletdre wrspamirw zat@melt-qmbeﬂweet dfydhivhd- be-bydigdatbplprezolidind dné pgtasdimence of '

tri et)‘?f éte {f {@gt ks oh 'F%eraaa"d'nﬁ @hY‘!DO'Y?Gd Bdilytemineratncidithe mixxed
anhydlf, a@t \Q ; il‘éct%% €nz yT: é)gfﬁft |v iithe esnr hy roc}%ocgﬁypﬁmkca Teen I,; : :
| ovgEt Gk é!ﬁc%wh"i’ch% I]E % Q?Z?ﬂi 33%?‘21. dige is.
added atehfslisstitutea bawd bEdltﬂﬂﬂih lspd%ﬁia& \ﬂ lcﬁlBJoQﬁGbon@i@lrﬁ AceoPtrbtHlamine
bi car lronetbydens chieride etfrons ta titedifotndtht Miked Srgdiride Bf the b&mw&cudtMra&Qmﬁiﬁﬁﬁw c phase
| S seﬁa?mueﬂtmquwwpweﬁmomom@#péamorm hsioicarbppyrézolirtirefis addedoftes bit t abl e
5 additign fmgt B%ﬁ?ﬂ@?‘lb'céﬁP'éﬂtq seb@oy#qdyd fasfteffeﬂcthnmnqs;pr@pbﬁ i ng%t he

ic phas ep e;comp: :
Conﬁgﬁaﬁgég Etg';beaﬁg s(l )% Bfﬁ oé' com U\'/‘% T ? ti OL]E hle?/
re rroid -%xg aﬁ m%?ufﬁ%r 0 ow ng:
2- f | ueguekmpzoy! . chI ori de 35 rom) enzoy _
35 4- br2fiwoipeerzoythicide or i de 3, 5 dinit robenzoyl chI ori de 3A-di chl orobenzoyl
chl-8pi éebrthgmev'htdkmnzoyl chloride 40 3-trifluoronethyl benzoyl chlaxide
40 4-t r j’ \" é‘h’ chloride 4-butoxybenzoyl chloride
2A—d| ch, or| de 4-net hyl benzoyl chl ori de 45 4- cyanobenzoyl .
dlethoxybenzoyl chlorlde ' 45
2 mab h@xyﬂ@mw,mmammmmoyl chlori de 2- met hoxy 4-di met hyl am nobenzow
chl or i deerBarpiyiitexzoyibhiotide obenzoyl chl ori de
2- met hd-bytodytienagyichlodidec h| or obenzoyl chloride 50 2- et hoxy 4- brom)benzoyl

chl or I -dlmethoxybenzoyl chloride 50 .
2- m;gh ong‘fg? 5- tri f I uor onet hyl benzoyl chloride. In Fornula |.
centr ﬁ%wggngovpgh%ﬁgt The conpounds can be resolved i'nto ﬁ'nelr

opt i caIzln)etm{u;.umqefwramob%zmnaé ng the corrpounds with optically active
or gani 8-nmthioslg4-aindbeheqybahikiterg t he optically active forms by fractional

cr ystal2+me£m-%ﬂuord'ﬁ€hlemmmvlthvrleerrbr aces these optically active forns. 55 &
Cer @i 'eit‘%\f‘ﬁ Gmﬂb%ﬂw Pdé%lr razol i.-di nes of For mul a II useful as 50

I nter $ Icen res eb are Ezsﬁ% h I;:hlorl unds calrlTPe re B S o vg
bel i Yl bytoRBnRE K ool ﬁ Spricéh %ﬁﬁ% oS %gﬁ%ﬁﬂﬁ ﬁ%%’u 'J{a?L ct “mat ter
of ouUkorGSRAREIASE c@étblﬁz‘aﬁﬂh Tra ir@éHtio racest s@thMIya
201867 Rertaliveatinsr02-BYdrezarbyi ppiszoiRiingé of Farmuall asdill adimuredebie®oh id bpatathRof =~ 55
60 R tompounds of Formulal are believed to be novel compounds, and these.compounds form. the subject matter

of our copending British Patent Appllcatlon No. 7901821 Serial No. 2017678. These novel compounds of '

Formula Il have the formula - _ Ce , .

b o

hydrol yzing the latter conpound in .
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GB\2, 003 153 B 3 wherein R[err]re as defined above. The conmpounds of
Forrmul agl | wherer n [err] S hydrogen rray be prepared by heati Qﬁzam,_ tgre 5
Of a4 a ~Vdlla a ) - aVaVa¥a¥a ed—anne 1\ / p

I n:a steel bonb at a terrpera- ture of from about 125[err]C to about
200[err]CV7"@re'nzB 5enm’@re@sdgee<taabare hours. Such a procedure |s al so*

appl i cabl e R\mewg;esewwbr rrepapag Dy heati 'E?I‘?faa
byl o nt'?b’a’tz 3”:3?; H:E.F"foogg& é% efaﬂ*h‘f“ Y Sucrta i V‘ §t Ower
al kyl am % r r:L ﬂﬂ@sldw%r orp |n91QIIR&}lé£td§s& §

Il wher ei Rn prosn s\w Iy 1B aara,mma mbbéfe&ﬁﬁ%&ddng a 1,-2-hydrocar, y -4-

aryl sul phorHeesrypopydsat Birmala INehetsitiR*asTihbriyiveaydie p&psredus/treabmrged 2apdrbdarbl-4- og et-her

in a sui talwlaylpbotvtpmpvrazmldlneznMInwarsugstltuwdem Knie tngbthér splyenti Aol i di ne
may be pr ép?dwéoc%yﬂ frenfteviphagvienpveeiin fredbyren fping o sodurn afofs
1,52- hydr B e P o Moo irgﬁs%;h'g Edrmrm@)r begHPESHPERIY! PIBF%RE a8
benzenesul I] hyg ﬁ zolld lsﬂ'o?h :ﬁ’tUe Qﬂ)ﬁh—aﬁhbﬂfrﬂz&ﬁhn’o@a %¥re@§£ Ot|C
sol vent  sUfiRer@Rclésed Momeycxheeplepzre WEkhO8radeBlrbs disciaded #ANS. IPatet Mo §ss§

t he respectThee.ovfhlmmmpnmoinodmmllmdalfcﬁmp‘maspranm‘ﬂaﬂureoresaltshmichdtegodmaed | n

or t hey -tsamotiveropiingpeentacicdoydingiieV.SrRamet LABSB3NdENEHEY in U. S. Pat ent 15
No. 3, 660, 428 fqin\glnaweqrattga%qeec"é UM‘%‘FVFGPWBP@%“P“&HEF ‘!t‘iE"P@P'ﬁ‘i describe
fluosili cr‘Ee%Iﬁ‘?aEF"%‘?j‘HP‘t"i‘QS’H“‘?QfF°§“ kch are useful as' 15 not h- proofi ng: agent s
accordi ngji% Ht:d?ﬂ Patent’s 1,915,334 and 2,075, 359 ' .. 15'The
fol | ow ng fﬁykﬁp,ﬁy,gkgﬁ@ﬁé be the preparation of various internedi at es, 20
and the Examgngon efRBshehyd Bhdsptene1528 62 a;bleunmfmrommwmdﬁvaetredt‘arvmulcmoﬁnegas

Pr epar at i ovhich \Aﬁéaod:erﬁ]bdn@dbyaﬂ_semtdetemheym pEthemixtlirate 60°C until excess chlorine gas .

20 A sol utqpm?fquvtfﬂﬂeﬁh@?wf 5 ﬁ *I('—)N 5255 mbﬁ\er'm*t UFthhESGeW#hVGFOWQGS

chl or of O%ST‘H o ‘: e‘ﬁy' i
the terrp azo ?ef l ?ﬁo :Q:fs H rojmés?g : ﬁ'é efed
over the S:an iﬂ&f—‘a ouE ra&‘s%&r’db@srfle fth dAenttsteds mﬂnﬁ\ &on oml éﬂ&ﬁ\e%gldrhlx-
greeni sh wek bﬂWc@aﬁrtmh&aﬂ@eaTMnechn|otd1ﬁrrr:emd tﬁtﬁ%th&)vﬁdéedlcé'ﬂtrXfeuﬁthdm
added dr-oppmssiere &8.t3 rgsidudl rdaterial disyillefat R --CiBBhinyd give-24 85 (A5¢H efpaldudi nol at. a
rate whi®h caused the reaction mxture to rise to 40C. Subsequent to.the 30
addi ti on, Amlsis:>5" CalqujatediprCdtiditlon was refl(u"i?éﬁ rﬁ’] o hours, ‘cooled to
room tenperature apd gxtracted with water. sped aqueous- extracts.
were basified with concent rated sodium hydrOX| ae ml;ggl on and the basic

m x- turgs extracted with chloroform The dried chlorof.orm extract (sodr umss
sul phat e) Awpsratanfcent rat-ed at reduced pressure and the resi-dual mat er.i-al
distill ed4a’tm'9@1%4/e wpy32okd® nmt o give 24.5 g (75% of product 30

30 Anal ys Ih%ﬁrz;:;e In a close sém%as‘:lo 1:§d;esthylo‘\(/)rra:o "5’]?" g)gpnﬁ:?is‘%'%ig rgg}cg?m
Ss
Qﬁlo%f

Found
40 mixt ct d with j r | ether, 1) it t
35 Prepar B Aol bx el Qittet oo H it OV AMERO LA Bl o ShrhEsolur ?5231?8@ 615

nol e) * %ofddhttédtai reducediprédstivg wna:za&uﬂmmanﬂs&%cmtm to GiEUDSBIY (4598 BF

anmoni urﬁ hyatluerxi de in a cl osed steel chanber was. heated-at 150C.for _
appr oxi rrat er 36. hours. The cooled reaction 40 m xture was extracted with
|Ssopropy fon3 he a ueo Iayer saturated with potassi um carbonate and: 5

ey oo o e SRR, oo o/ s bt S lhiid

t he r oﬁihouessdjnsaardohadarﬂtcon‘tﬂaaou&%ﬁlaa@d fomathaurg wite éHibr&fodn. TKrediddhl rdterial
product : Sowerﬁorwpatraabn afthehloroform extract was distilled at 90-100°C/40 mm to give 73 g.of product. . ~. . 50

45 4- Am no- &, 2-di rrethyl pyrazol i dine A mxture of3009 (2.22 - nol e) :
of 4- chl oro” 3'2” ﬁgégfzol i dine and 600 rrt ‘of concentrated ammnl um

7] i
hydr oxi de iy gg & b YO RudsTh By Bl e Ok £ o 1.0
theV‘@s%&ﬁ’é)Hﬁ ﬂﬁéi&%&@ﬁh 5%b €rsaﬂ Ju& Eh8 Il kie Wa aboreﬁrtd%gined f &g
18 hour s waikda barbtvoo"cmménm 05 e.0 e ditdhzeR@uRRonyl chbRdaldsadded arp@RIze. Aabrstiing T
t he chl or dérdmhourebetreagtén niigtorechias 'shakdnedthatlut%dil;ﬁﬂﬁﬂrdﬂdmhempagted@lme gyeofiried

pr oduct . 03?] spEigp arettate@ndrconzanmrq gt rPG"%d Ppreggu rPe'f F um-qservwen R0 QNJ ?frﬂr"efd%

suspensr gﬁe pdyr '” 60
with 116 ?EI o o Iaég {fer |U %% a " éﬁt §FH |
hours at Marerst of HagChofnirhe fel uhﬁbtrtrysta vtaeu.e@ d @Ws le

161.0 g ( vage)preducbenzenesul phonyl chI ori de was added dropw se. A ter
stirring for. 1 hour the reaction m xture was shaken.wth, dilute sodium
hydr oxi de, the-separated tol uene layer dried over: sodium sul phat e and
concentrated at reduced pressure. The residue was dissolved in 300 m of
anil i ne, :



t hbe~m xture heated for2.5 hours on a steam bath and refl uxedfor3 hours.: The*:
cfod) Bd mi xturewas extracted 60with dilute sodi um hydroxi de solution and the-
'skparat ed aqueous | ayer extracted with isopropyl ether. The 60 conbi ned \J’
" organi c gey6dsSsREt er drying over sodi um sul phate were concentrated and the
r esi-due—gi-sti-edto—-a—pot—tenperature—of 140[err1 C/80 nmm The residue

Wmch vvould not crystallize was distilled at 110 125[err]C/0 1 Mmto give
' qretieddct . 4 682003153 B

r 54}" 'f'q' disthypyeezo gg razoI | d ne - To a st| rred .
suspe ; &in : daétﬁa = ne sﬁ% was fded
28. 858&!& r debn%inrgg i gé té olul&r;%{ t cg%gg;?ito olfﬁlis E%g at ? pot

wut t
ith-at

t enpe bii-1dfusnediiphdRyl2hiDEde a0 Mibfahabl Feltbrd thﬁ room
terrpev-\ﬂérlsﬁmangfohﬁ)oemhelhom)mtheﬁddadredh@rﬁmﬁEmkﬁxraN& abﬂehﬁlﬂc arﬂl (0 2 -
rml e) dr'etiOBeerq)umsllmt@tee'ﬁlgldpmﬂtydededmtonwd@onwnﬁﬂ&tah vadmebfybdublooame with the *
Frddag. seseltionaras i mied for B trourgsing wes ther qongentyatédb Thearkmidue one hour
bt ‘Bgv ga % esumf: "ﬂﬁéaﬂ %};‘%‘t@ﬁt‘s& frexiges thagdsedrbiprafofmiaverivasisonean-er aind -
dri ed oy e ol E e IR T C PG 1 e 409 o P4SE S o1 ut i on was concentrated to
a vol piparstfongbout 100 m, aniline (100 m )wasadded t hesol uti onwas refl uxed -
for3 hwfemyaﬂp}ytm&:tda@pmMMMIéﬁ ed.. The residue 10was partitioned between.
chl 8% ofT 0169 relotidinipthyl s€phwaide was ddgeiidd f g d2mol@hug4-ciéred 2cdidtyimtaasliafink ayEsy g\ass
conce iR molekpf potassiug Paﬁa'm'%TheésiuﬂﬂeNaqudlat1é§fcaftr4§_l§_’®l €00 e@hn@ifﬂ;enemThe gi ve

R e et
e e st

WELuridd Rydnaé Gue (2 orhgk@ss um
pht hahdldﬂrﬂESdef&oﬁﬁb\ﬂlﬁlbthI 40875 rﬁltdfiedspa@byeéthelirﬁé 1R&IBdt fz@dthcQO ed and -
fi | t efren theFirae Jolvittsestaavagive 6 ga(d&%)tofprenucequmlmédamfmwewr and
extractedtwi cewith 150 m of et hyl acetate. The extracts were comnbi ned and
conggﬁ’t’ﬁj‘ﬁt"‘ed Coigatedior GetleNiRs partiti ofi€¥5%bet di l.ute hydrochloric_acid.
and“et hyl acetgiQ. The acid l'ayer . was §4b b%a i th potassium car boffat e
and extracted W|th chl oroform Thé 20 chlorof gigpawas dried (sodium.
sul phate) and concentrated. The residue (22 g) was treated with 22 g of
mal ei Brep@atiaevd and 75 m of isopropyl al cohol and 75 m .of isopropyl ether.
The3%t4@éﬂ°é @sz'gtﬁéé’?%gﬂlglal I Ipzﬁgﬁ%ﬁ\,\gféﬁn};{% om t he e;e:f’?frre 1?% vgaqt s%it e to
give 1% 03% ' c weserepaner ey THhenzypgrmpihyids :

P ?zol 1{acc% I,o]P zrg’i@fé J]

Cal cu C, 58.60; H 5 95, 25
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The pharmaceutical compositions of this invention comprise:‘compounds, of Formulal or pharmaceutlcally
acceptable salts thereof, and a pharmaceutically acceptable carrier. Unit dosage forms of the compositions
contain from 1.0 mg to 100 mg active medicament per unit dose. Preferably, the‘composutlons contain from 5
mg to 100 mg of medicament, advantageously from 5 mg to 50 mg;.per unitdose. - -
65 The pharmaceutlcal carrier may be eithersolid or Ilqwd Exerfiplary of solid carriers are lactose, mag- - 65
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