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crystals |»snar\,e:sc5|yc£#cﬁlb] HZﬁq)Ffl rst 50 from 2- propanol and then from- . .
met-hanol - béatden@ 65@0giHyVe6s. Ro@.axf white crystals of 4-[4-[[7-chloro-4- 50
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4- [ 30 [ {-2-{achbisimedhyidhia)pyridiny] my4—1[m|mm]rdmﬂwnw tquopwl]anndaenzsvllp-eaazlred Wi Bkhl
m chl o$lmgi¢rb'n'9q corrswepfarmaft-ehlqrec npem!é-cEn @repared -

: ted pytidinyl, yrazinyl-or o
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a ny ] ‘E sa d4—[4— 7-chloro) or (7-triflucromethyl) 4- ' )
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m no] Ca-limayslt];traﬂar E rlﬁni/m-ltl-f[#-lﬂm— Madiginofinylaminolbenzoyllpiperazine C
qui nol HW$—}1methvb‘}-bmm9-l4}[ "[[pkcmmn%qthimpllwﬂemm]bamvllyuwennq n Exarrpl e 23

4-[ 4- 'f"b yraziny-dd - dldeshlog-3-quinaliyl: '°}h9 on 'HGWP?IO ] benzoyl | pi perazine is- .- |
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gtnoxyipyraziavli-ayivllg- PR i nyl %
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- noj beniw d—&h@@n&l@%in@@yfazﬁ Sirifi oromethyl) 4-qunnohnyl]ammo]benzoyl]plperazme
[ 2- 6@- mh(:et:hmbmaayfuaowwnma{m[ny(ir]flu&oﬁu&hﬁ[ Fqlinstinylsaiiebioylipivtragine nol-i nyl ] aga nolb
enzo | ] ooy 19eflub i) pyrazinyil-4-#-H hériffimaromethytidvainolinylJamwiasipdnecylipiperazine :
[ 4- [ qhmpqhwgp E)g rﬁaA di yl 4-{4-{[7- (trlfluoromethyl)—4é,qu:1'§;ny|]ammo]bengyl]plperazme
qui noI N2t
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' pl per aﬂriﬂm}omethyl)l@-qumolmyl]ammo]benzoy!]puperazmes are prepared by reacting 4-[4-{[7-(chloroor

02 1 trﬁ@o}omethyn -4-quinolinyl]amino]benzoyllpiperazines with the appropfatEs(ivfil shi@ e dr

_ SSWP q’f%)ppera I-4[4 [7(tr|fl oro thyl) 4qU|noI|nyII]am _

nO] B Qi su| on {ﬁé—(tﬁg 3 ﬁg enzpylp |perraz|me , i
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- react ed-[wmbmp urs |damp4 {17 Rirol &W]ﬁ%inﬂfﬁeﬁzgylﬂipgﬁazl 12-(5-

propyl umsm)qhydpaanynsollfbnyq-q [4-[[7EJ1+0(‘6—44qfuhblm{llﬁi’fﬁﬁ oyﬂb.wzmel i nyl ] am ho] benzoyl
]plpera2|ne



EXANPLE 36-1.. - o ' =

[ 2-(3-di nrethyl am, no)pyra2| nyl |---4-[ 4- [[7 (trifl uoromethyl) 4 qU| noI I'nyl | am @

no] | benzll ] pi.perazine In t he manner gi'ven in Exanple 8, _ -
teifluoramet hyl )y-4- qguinoljnyl]ani.no] benzoyl ] pi pe@&z&u A21i567 B 11>

reacted W|th (2-chl oro- 3-di net hyl ami noypyrazine to give.1-]2- 10 '

(3- di met hy taiimeay pyiragiton - Acidrd2 b IR RTBI b Ol i Nyl ] aminol b

enzoyl ] pi pérléﬂr'ﬂ!',0romethvl)phenvlsulfonvll 4-[4-[[ZEnldrp-4tdumoliflitaiholBdnY&lpibdtadneanpl € 1 to

4; Other 1 tth’Ef{Pﬁ'Ple su -ﬁ7'(ﬁ!’lf|l!0?¢WIW@fﬂE¢dil}0| inyllemindlbenzoyllpiperazine -
(chi oro) C{ m’ ﬂi nahr}y EB'" lawzwplnﬁdmeby react| ng a
4-[ 4- 17 ﬁL[ 4195F| | ﬂ%E

,ry ui P B?r | cid 85 .
hydr ochl or itdaimstr/fa mﬁﬁ§ L7 QH%- ili‘ a"f.ﬁ lperazme |
pyridinyl )prltﬁe(nrﬁmommethﬂmaére,qﬁmb.aﬂ]w[a [POéHHPdlﬁl Sinbl Rﬁ gp, ép.&}ngde 15 1

(2 pyr.i i ﬂ;l(?ﬁ-w methoy ﬁwﬂﬂulﬁme-[qﬂvnmhmwe}twmaf nmebﬁhb}bb&ewwe&ﬁne .
1 methoxyphenyl)sulfonyl]-4 (4- [[7-chIoro-4-qumolunyl]am|no]benzoyl]plperazlne : 10

v, {[72¢ ingl b
'1 12 (4- nEtl Fj% ﬁyi Ifgnyﬂﬁ [54}[[7 tr Iuorﬁmz hgl 4—qumgﬁ}1y Erﬂ:/n g,(jr:zoy pl[?éggmrrlig] benzoyl Ipi per a

zine 1 - - In-the manner given i rou other
'ZI[ 2 (3-et h}ﬂhﬁbﬂ;:‘difmyﬂo% thQIT-E-% aﬂp th zi%ﬁgf&g@,jzi"ﬁs}i Lmﬁgjﬁg@aﬁ’ﬁwl H“[;['{Fr azin

15 (tnﬂuoromethyl or chloro)—4-qumolmyl]ammo]benzoyl]pnperazme with a selected isocyanate.
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- [2 {4 et h Pfdi'\mﬁpw oufd thm{r{radu(:eormdlddeoronet hyl ) - 4- qui nol i nyl 1] ani no] benz '
oyl ]pi per a D;fﬂo r4-4+ oromethyl)-4-qu|nollnyl]ammo]benzoyl]plperazme
4-[4-1[ 7~ chT kf'ﬁg]? gpie CH'Bf'tYéJ Wﬁﬂfﬁserpazthwé‘lﬂemohnvﬂammolbenzovll- : o
1-[ 2- (4agli ﬁﬂfﬁ ﬂﬁﬂeﬂﬂﬂwrlofya%n'wliﬂl [E74 Loro {hyl§-4-q8{n(o)hr;r\$ﬁ anJ]benzoyH;lauge?zl:zlingyl | aom' '
- i'no] -benzoy h[js- Wﬁ&%ﬁ%ﬁ’yl)ammo]carbonv [-4-[4-[Ftrifluor methyl)—4—qu| {lamino]benz Vl]p zine. oo
d-(2-(4- thﬂ{b[tmemqrb-pwthydihawllérﬁméuc ronlyl-4=[44[7 .chibréQd- W,BM’ X,,,g' }ﬂ amno . -
]- benzoyl ] pl1 ﬁ'ﬂlbmol?henvl)amlnO]carbonYI]-4-[4~[[7-chIoro-4—qumolmv|]amlno]benzoyl]plperazme
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\oII i'per
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4-[4-[17-( i i o
[2-(4,6 dh\%@ﬁe‘@t‘lﬂ:oﬁhfrﬂeiﬂ 5':3??5 CEL .? essufs'm‘i’f &%&5 i LT
t |

per azi ne 2&nvéhnidntly ﬁe?fo AT Gdnft BV ether dloxane ortetrahydrofuran th I, methanol,
4-[ 4- [ [3Q (ethyl btasae; mhmeﬂalwdahbdrequmrwlby a.y& IRAYiGH) proEip T br&bﬂﬁlﬂa&hﬁz fl‘?é‘ :ol\r::\t an? 30
) . These salts are useful in the same manner as the free base.
[ 2- (4- rrem%gﬁfﬁw‘i"m ﬁ’iﬂl}'ﬂf setforth rﬁuitmaﬁveffpruwh@mwmh)amusqu forshé pryéticanithie] ben
yI]plperaZ|ne
_ 2-(4- br(]!)wxﬁLHBVhoxy)pyrl d| nyll-4-[4-T[7-(trifl uoromet hyI) 4 qui nolinylla
- mi nol bedzoyl ] bmthbléts for oral use, each containing 50 mg of 1-[[{3-chlorophenyl) bony!
c[2-(4-tri% [4121&“ ("WWi-(mmnMV]]arﬁnt{]ﬂen@cfy?]pl()érﬁiu‘fe|auefs@ﬁfﬁ?:ﬁ; 3n|¥1§i;n&|1né‘;l]tc 6;381“{ ]ny'ﬁ
ant nol’ berPinePﬁ'Pﬁ'éh%ff qydngjingredients:
2-(4-eth di nyl ] -4- trifl thI-4- nol |1 b
_"O)[/| ] F('” pgl‘ agi(%)epérol ! y ] EsseLtlalLJﬂve'(ngrrelzllentuor One yh) qsuolgno i nyl.am noj benz
1-[ 2-[ 4, 6- bi s(met hyl t hi owgakghmﬁuphgteM [[7--(trifluoropgshyl)-4-quinolinyl]..
m nol-benzoyl ] pi perazi ne. 30 Simlarly the corresponding 7-chloro -
conpourt®s can be prepar ed/lethvlvelldlree Ehhdr6 gisken in Examelsas 5 through 13 40

] p%Cth‘ adﬁitlumsadtmdoyrbwnds oftormalal iIyd Wweélss Bb] be n z

[2-((4-gh ;g 'Hrmafp)'yqncwv pose:ptpm

1-
Z0
- [

other substituted pyridi nZ - triazinyl, pyra2|nyl-- or pyrimdinyl- _
A-[[7-(trifluoromethyl: LI oro)qw noI i nyl]-am no] benzA®Aq pi per azi nes can
be prepared from hal ohet RLIRGHG aromatlc corrpounds a 4-[4-[[(7-chl oro)
or- (7-trifluoronethyl) 4- g qelﬁ’.&hm i nyl ] ami no] benzoyl gpera2| nes.

Representat i ve;eessﬁmwmise ihgredierl b RPAEMSLInk MM% are mixed well, granulated with 7.5%
35 1 g.s aqueous solution o(f’ T\ethyl;eél{lj(;:ose passed through a No. 8 screen and dried carefully. The dried
2,3, 6-g B??EF 401 P yerepn| mixgd with-thétatsrapy stdargpeiandbé ealrinn ben -
Z(()yl ] pi peli[get: ??’5 tlrtne:tsa seful in gmezreatm[ent qegrere hypertensylon in ;:Jqq?ﬁ humqamss dose?)fn 10 ] .en
(25d|rre ? pyrldda?{nyl) 4[4 1[[(7 chloro) 4qumollnyl]amno]benzoyl]p-
~I perazine Eﬂ(AMPLE 38
-( 2- pyr azi nyIQne4hc{udar{d[tﬂe-ahharawgblﬁuIci]dshlbw}drﬁ%@@&dﬂ%ﬁ%ﬁw chibiRiRG 72 ing L
-1 2- (35RedByhe szmvﬁwlf))ii-vlléldw[tlél[{'{—{tr‘tfmotohetmu-4-qqluuolnwl]anﬂy&]@@mvﬂﬁbbmey Hepl Pes@z
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i ne 40  essential active |ngred|ent are prepared from the following ingredients:

- 1-2-(3- nethoxy)pyra2|nyIE$Q“LHmL
Zzi ne

4- (2-pyrimdinyl)- 4- [4- [[ngphpgp 4- qU|nollnyl]an1no]q%550yl] plpera2|ne
4-12-(3- nethylpyr|n1d|nyl)] 4-[[7-chl oro-4- qU|noIlnyl]an1no]benzoyl]plperaz
I'ne .- Starch,US.P. . 10g .

1-[2- chl or o- 4- pyr|n1d|nyl] 4-14-1[7- chloro 4- qU|noI|nyl]an1no]benzoyl]p|per'
azine 1

-12-(3, 5- dlnethylpyra2|nyl)] 4- [ 4- [[7 (trlfluoronethyl) 4- qU|noI|nyI]an1noI
benzoyl]plpera2|ne 45
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Zne 1 1(3 brom)phenyl)sulfonyll-4 [4-[[7 .
S -12)I‘O 4_ GUI nol i nvl ] ani nol. hpn7nvl lpiperazi ne QGE’)zl Qg&ﬁg—B L ,12- : \J

11 1

~[di et hyl ami nosul forrpgrclugp[4 [[7 chl oro 4 qur nol'i- nyﬁgam no] benzoyl ] p| perazr _' _

ne 1

fozl.] b pce},% ﬁfj&ﬂ?l"’f%rﬁ(f WB‘ﬁW‘]arﬁlmf‘ﬁd T[’r?uwyr"fhre f ﬂgﬁg'rtﬁe e)lat'ﬂaa oS nyI 1anmi no]

ben Oy[rrT Fﬂ sQﬁJf%rP@rmcal response is’ obtalned in adults showrng hypertensron with 1 capsule 4 times &

1-0 4ae§¢10xyphenyl )sul fonyl] - [4 [17 chl or o- qur nol i nyl ] am no] benzoyl ] pi p :

erazine 5 _
E
E-ai-l( 4 MMM%QSJ]‘ e?alétllclc(?ag Ie]sforolal usL[eZ\cthQntglrnmg%O oq(?l[hnyl ] am no] benzoyl ] pl pe :
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R8il 18 Pendler the material capsulatable.
[d| rret hylcamca&urbﬁemeh];dwni deeful Mﬂtehieeumnﬂofqmuemierhmph]ammﬂd}lbemwI ]
pi perazine 1 -113- (trlfluororrethyl) -

| or o- Inyl” am no enzoy p| perazr ne
- (phenylsul fonyl) - 4- Eséer{ti[avacﬂxhlumrmeﬁmydrmmbﬁdayl ]am a@};benzoyl p| per azine’ 1

- (phenyl sul fonyl ) 4- [fﬂg[wﬁ (tri-fluoronmethyl)-4-quinolinyl]an noj benzoyl ] pr pe R

razine In the manner B#rahen. LEﬁﬁrrpl es 23 through 7359 ot her 1'._-
-[[substituted am no carb [4-[17-. (chlorooi ' R R
trifluoromethyl)-4- th h a?ér%{‘ %Ua‘f'rlnP noj. benzoyl ] pi perazi nes are prepar ed by

reagting 4-[4- [[7 1§acc65rhls6d.mr omet hyl  .1258g.

~ chl oro) -4-quinol i nyl ]'ani no] benzoyl ] pi perazr ne w t h a sel.ect ed i socyanate

15 Representative coﬁm*ﬁl!n?éiﬂsswil"l@s pr-oduced i ncl ude: 2.89[ [ (4- bronophenyl)a-

‘m no] car bonyl ] 4- [4 EV &t rifl uor- orret hyl ) 4- qur nﬂ;dorml ] am no] benzoyl ] pi pera_‘

zi ne

1-[[(4-trifl uororret hh‘JaF&%M a,mg,no] carbonyl] 4-[4-hbé- (trrfl uororret hyl ) - 4- q
ui nol i nyl ] am no] benzoyl'] - pi perazine 20 1 -[[(4-ethylphenyl)am no] _
carbonyl ]-4-[4[[ 7- (t Ordnpedirfenet hyl.) - 4qur nol i nyl ] anilfAgbenzoyl ] pi.per azi ne:

20 1

| ] ami no] benzoyl ] pi peb@%h.%vrﬂaterlq]s(t% chl or o- 6- et g ggognry! ] am-no car bonyl ] - 4-
[ 4-[[ 7- chl or o- 4-qui noli-nyl ] am no] benzoyl ] pi perazi ne 1 :

-1 (2, 4- drrhrfaagun{@eayéo).aﬁ’eumaa]tmrsbmw.r]th4tr§a4m§r[t3£atdhltmp@nehsqupmopmfn] am- noj be

nzoyl Itpaspanéut # imes d[dee. phar macol ogi cal |y acceptabl e "acid addition'salts of
corrpounds of forrrul a 11 (as well as of 25 formulae Il A and 11B) can be’

Prepp SRV S RLOCES StiChy-2s reacting a 3p25
Corrpoufn,gr %aﬁ%i%}{:ﬁ :ﬁt%rf A @Jﬁ'\ asm'%ggrsserrﬁem gtrlaz\rneaaeeamabl e acid.
Such aggr enrt 7 geochloric, hydro rom ¢, phosphoric, sulfuric, acetr_c

tartaric, Iactlc pam)lc citric, malic, maleic rrethanesulfonlc :

benzenesul f-oni cC, cycl%#eekain@yalnbﬁﬁ'ﬂ@ fa'e'iod'sed t.ol uene®ul foni ¢ acids. The
reaction i s conveni.entl rfor med i n anorganic s l.vent, e.g., ether,

di oxane or tetrahydrc!’fhﬁ$/°§Ff%"f3 1t hanol ., . met hanol, q \eétghyl acet at e; the salts
can ge recovered by qrysial | izati-on, precipi tat| on1g',zf9 evaporating thegs
sol ¢ 30 These salts are useful in the sanme nmanner as the free base.
“Thef ol | owi ng Exanpl esstgeti forth ill ustrative fornul &g ons whi ch are useful
for the practice of this invention: ~EXAMPLE . 3735 . _.  One _t-ho_usand B
tablets for oral. useM¥REHRYRAEPni ng 50 ny of 15¢

1- [ [ ( 3-c zﬁe rg &Mi gre . %e %QWti]sfuggiﬁ The slugs are broken down by forcing through

4-14-[L &y huee&rmtg s 4re GHéh BGthprasebd Rl enzoyl ] pi perazine as
essggt 1al TB&E bRt angiisefdi in Brbating BysRreraRs Aeljs bt Hdnsé biet th Bltbtun degendirglbeahee N4Gs :

- Essent wabhta:eﬂ\evmmalragd esktopdition. :50 g Dical ci um phosphate
150 g 40 : Met hyl ceI I ul ose U S P. (15 cps) o
6.5 g - ' o 40 Tal c .

.20 g cal cr um stearate , 2 5 g The essenti al
actl ve ingredient and dical ci um phosphate are nixed wel |, granulated with

7.5% aqueous sol ution of nethylcellul ose, passed through a No. 8 screen and
-drr ed caref—tu The dr| ed 45- granul es are passed through a No. 12 screen,

e S Ar 1 1 . e T

4 fl uorophenyl )suI fonyl ] _ 4- [4 [17 chI or o-.4- qui noI i nyl ] am no] benzoyl ] pi pe-

~[4-(trifl uoronet hyI%ﬂWﬁ?P%ﬁ#fonyl] 4[4[ 7- chl orb94 qui nol i nyI | ani no] beﬁ'

- [ 13- propoxyphenyl ) FQrﬁW‘f&]eﬁP??oq‘fﬁl 1-4-14-[[7- (trr?Pﬂororret hyl) - 4- qui noI iny:

R i ﬁiLiigiéL?ﬁbany'r' o
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~the usual manner by first dispersin

.si ze.

elastic caga% ,ae

Essent'i al actr ve ingredi ent - 75 g Lactose, US. P

100 g Starch, U S P. _ . I-Og' 12 -/
GB 2\/021135673 12 Tal c, USP - ' 5¢ CaI ciu s
st ealat e~ ' lg The fi ner poMeredgrmer|5?§7sBare13 :

m xed thor ou%hl Y, “then filled i nto hard gel atin capsul'eés ol appropriate
. R'—%'all sfactory clinical response is . obtai ned in adults showi ng
‘hywtenm on © 3qyg §u$pen$ntswm&for&mt&nﬂ@dﬁlarﬁ?&&wlaﬁd3b91 Y
o :Ee Visyenyildde il 7d uifluarometing-Aqdiayngl mi. oﬁ’ﬁ%ﬁﬂgﬁas
f 1 uor ophenyl )su v= (H '[lfﬂ"[p?’ef’f'f"?‘f”retf@mmt'md}enwf qui nol i nyl'] |
am nobefzoyl ] pi perazr ne gfeMRPRH e i ngredl ent are prepared i n
3 ol @det{lerrr'thy b‘txh'&?%d acti s?/égrrat erial in 16
suffici ent corn oil to I‘E(Iﬂfb&lfylehhgymwd @k.pcapsul at abl e, 'One capsule 4

tines a day is useful in_the treatnent of noderate hyper?ensron in adult
“humans. EXAMPLE 40 An aqﬁ%h"%c"ﬂﬂ”dt% preparation cont ai mgtg in each
‘teaspoonful (5 m) 15 Mop

" chanor ophenyl ) sul fonyl s- 4 ‘%ﬁrl’ftf%é("téﬁtl uor omnet hyI ) 4- cﬂ#mol i nyl ] am no] benzo |

“fluor ophéPFy'te)fwcﬁdfeomjé preplrddiron] the

yl'] pi perazi ne as essent i sddiumlBetdsiddiée i Ngredi ent is pgoe ared fromthe
foll ow,pg ingredients: Essential active | ngredient hydrothloride 30 g

Met hyl par aben, U.S.P.. Msthylparaben, U.SP. 7.5 g Propyd.pgg aben, U.S.P. -

2.5 gg-20 . S Propyl bSaccharrn sodium . o _ 10
12.5 g S YRRy Pdat e sodium . 0029 |

2.5 g d ycerl n o Wate,for,mecuon st 3000 'm Tr agacanth povvder

10 g. Orange 0|I flgvor : 10 g

“F. D. - and . lcg/q;erlle mjectable |s useful |nthe trea?mértgfh rt

Dei oni zedoaéﬂer to -~ . - - 10,000 nm Th’ge f"SSr"é"g'BF?%B'eaa‘a"°ﬁ§°‘2‘
prepara;trEgmMPgEy§eful in the treat ment of adult hypertension at a dose of 1 .
teaSpoonfuI dnetthm“s&d%uﬁjﬁ%\!uqn ,ec One thousand tablets for. gal '

hm taining 100 m 12, - .
“adni ni st nettackoro-4eREiBina AT AL}, :@}‘ 9- gontaining: Pof 1-(2,3,5.6 .
, fold i 325' lﬁm'rdae"d‘ar”ﬁ'arfrmara?ﬁewe] benzoy
| ] pi erazine as active ingredient, is prepared from Essential acti ve -

i ngredient, m croni zed Essentigl g?tlmwodmrtbl t al o 100¢g _
16. 2 ‘@035 : : actose ' _. . '
150 g . . 2 Propy'%’gggf"ar ch | - 165¢ | 20
15g Magnesi'um st earat é Polyethylene lycol 4000 g S LS gd?g%,ﬁ i ngredients are
thoroughly mxed angqgsl ugge ﬂe sl ugs Bre ‘broken 9hy forcing through
~a-screen ernti@ F"tq' alsaﬂdae tcﬁthepiobﬁéhewea%ﬁ‘&ﬁ@qt Xed¥ Ry ts.
‘These taﬁﬂ gﬁi ure Qor'%a’?'ifq‘l’g erdpgam gheolding &snéﬁaoﬁre&!g@pm?f 1 tO 3
t abl eks depe ) otaqd selidifal and its condition. = 13
GB 2 0215@53%5’7»' I’ectallythree W?t"ﬁms‘tfél"f’?’étealﬂfe'ewns’%g@esfbn sui t a2s e.
for ‘i ntramuscul ar -i nj ectron and contar ning in each milliliter, 9 ng of

1-[ (4- fIE)mMmﬁanyl)sulfonyl] 4-[4-[[7-(trifluoromethyl)-4-qui noIrnyI]am no]-:

. benzoyl | pi p@nathovmndisaregaeinichmlleat orvit:sh, 885hREAEIAMg 16 malfRARed from the

W

foll o%u?ﬂ Otwed%gpggﬁueww [4-[[7-trifluoromethyl)-4-quinolinyllaminE6 &6\ IpBbraitel ds Gehii@r edi ent

hydr o tgnd925 mg of hydrochlorothrazrde are pregared from the followmg ingredients: 30
Essentlal active. mgredlent mlcromzed . 10g
Hydrochlorothrazrde - : ) 25 g ﬁ
' Start:_'h_ | ' ' o 1.25'.
- .'l_’.alc S U zsg _
35 Magnesium stearate : : ._ 159 - S | .. .35

- One capsule 4 tlmes a day is useful in the rellef of moderate hypertensron in. adult humans

EXAMPLE 45

Ten thousand scored tablets for oral use each contamm
g 25 mg of 1 [(4 fluorophen l}sulfonyl]-4-
14-[17- (tnfluoromethyl) 4—qU|nolmyl]am|no]benzoyI]p|perazrne as essential active |ngred|e:t and 0. gé

40 mg of reserpine, are prepared from the followrng mgredlents and using the procedure of Example 41. 40



4000 USP = T 3 g Sodium.chloride - -
o _ R 04gSod|ummetab|squ|te :

~ Methyl paraben, U.S.P. -
' .10 Propytparaben, U.S.P.- GB'2 021 667 B .14\

0.07 g vater Tor rnjectron, (.s. to . _ 1000 nl" the preceding _

sterile injectable i SEéée%%Qllé'querh'\%%J&?eni E@@g,fgg@t ~of hyg@&t ension in chi I dren o

at a dose of -1 ar -2

15 One thousand.suppoBdséink es, - each wei ghi ng 2. 5 9 msld cont ai ni ng 100 rrg of-—'

1-(2,3,5,6- tetrachloro 4 pyr|d|nyl) 4

[4-[[7-(trifluoromet h‘yaFPSQl qui nol i nyl ] am no] benonFBﬁ’%eram ne as essentl aI

active ingredient are cdih §RA ed fromthe foll owi ng lsaggedl ents:  Essenti al

active ingredient 100-.g 20 - - . . - Propyl ene -

gl yoml “Talc 165 ¢g . ..800g 20 Polyeth§lene
gl ycol - 4000 g.s. 2500 g The essenti.al ‘active ingredient is added"

to the propyl ene gI yc@ﬁt’c"ande@rh?e m xt ure mlled unti®5aniform ydi spersed
The PEG 4 90 is.nmelted and the | epe cpl di sgera OS addeq
ofa |s n human he

cuSpengl ol e iah e s e AR B R Tl i .
These supposi AR A nment Srate hyperten3| on at
a dOSGE)@fMéLE&I%5 suppository rect aI I y three ‘times a day EXAMPLE 44 One-
t hol®and - frer do@ehcatabtltsmpeaudrseSeaélod:onmrmtgawsmofeaetpvrezimvt)ed Wity 10 ng of 19

4- (trtﬂuoromethyl)—4—qumohnyl]ammo]benzoyl]ptperazme as the essential active ingredient-and 25 mg
| £1 uor offRiTFTTy SaPreBRHALQT thefpllowing ineredisPisited ‘I'ﬂﬂg)theéP"Eﬁﬁf"H%Pf %wq’eﬁt no] benzoyl ] p
- iperazine as essenti aéssgngapa%“e\{re”ﬁg,;en g;}%dand 25¢ :

hydrochl or ot hi azi de are pr epare rom ol | ow ng I ﬂgr edi ent S: 30

Essenti al activei ngr edleiiaten, mv&‘crefeal zed - 10 9 Hydsoghl or ot hi a2| de B
25g Starch . ' L co. 125 g Tale . o
251385 . lactose  Magnesiumstearate . 1000g . v ‘18-

1.59: ' .35 One: capsule4t|rres i's: useful |nthe
relief of moderate hy%°'??t8ﬁ§| on in adult hunans. E%Xﬁ/?’LE 45 - Ten thousand
scored tablets for or@jc use, each containing 25 Y 566 g 3 _

1-[ (4-fluorophenyl)sul fonyll-4- 14-[[7- (trlfluoronethyl) - S '
-4-qui nol i nyI ] am no] besidwoybtepreer azi ne as- essenti al 226t | ve ingredient and o
. 0.08 40 . reser ine, are prepared fromthe follo redients and.  “-
~ usipg the ?'P té’dlﬁr“é Ty tB?E’i‘Ptﬂ g" ymans syftgring "ﬂBthe‘ﬁe’Z‘im%ﬁa%g""' e""f 14%5@@ ial
actrveri ngreda ent, micronized 250 g Reserpl ne.

- 0.8.0 bahimsay - - 1500 -g Oorn starch
500 g 5 . Tenthousand tabletsfororal use, e“a'aﬂ ébntalmng 20. mg of4-(2-pynm|d|ny|)- 1-{4-[[7- -~ 5009

Cal ci ufnifsioeaetttyd-4-quinolinyliamino]benzoyllpiperazine as essgBiatpctive ingrediont anwdZ0grd of -act i ve o

mat er | agesenivopheryaseprprased fiom thelfpliewine gedipntetrdiusing the Pegerure ¢ bxample 41The dose -
is e-half to two taple bl e day - dependi ng on the. severlty of2t5he
conglgtlon EXAMPLE 46&]?8&,1?“:% écllet?"housand t abl et QOBBI‘ oraI use, each
containing 60 ng of 1-(2- pyra2| nyI) 4-14-[[7- . 10

(trifluoronethyl) - 4- qaceaphinappér], &mnoivderad oy | | pi pera@pdge as the essentl al
active ingredient -and 25 mg nelitracen, are prepared fromthe follow ng

i ngredients and usi ngCeRéBfsPocedure. of Exanpl e. 41. 5P84ent | al actl ve

i ngredi ent, m croni zedal 600.g Melitracen, powdere(il,oo9

250g 15 _ ' Lact ose . _ o

100Bo ' Calcuum steardfe - Corn star ch '50g 30
500 g Talc . 500 g . Cal cium stear ate
25 g "~ This tablet is useful in treatlng hypertens:on in-an adult patient by admmlstermg one or two tablets

3 times a day, dependlng on the severlty of the condition.

'-EXAMPLE 48 Coe :
' Following the procedure ‘of the: precedmg Examples 37 to 47 mclusrve S|m|lar dosage forms are
35 prepared by substituting an equuvalent amount. of the other- |nvent|ve compounds or therr acid addition 35 . -
salts, such as: : '
1-{benzenesuifonyl]-4-|4-[[7- (tnfluoromethyl) 4- qumolmyl]am|no]benzoyl]plperazme
1-|benzenesulfonyl]-4-[4-[[7-chloro-4-quinolinyllamino]lbenzoyl]piperazine - - :
- 1-|2-(fluvFophenylisulfonyl]-4:[4-[[7- trlfluoromethyl-4-quunohnyl]amlno]benzoyl]pmerazme
40 1-12-(4-dimethylamino)pyrimidinyl]-4-[4-[[7- (tnfluoromethvl)—4—qu|nolmyl]ammo]benzoyl]plperazme 40
1-[2-triazinyl]-4-[4-[{7-chloro-4-quinalinyllamino]benzoylpiperazine -
1-[2-{4-thiomethyl) pyridinyl]-4-[4-[[7-chloro-4-quinolinylJamino]benzoyllpiperazine
1-12- (4 methylpyrldmyl)]-4 {4- [[7 (trlfluoromethyl)—qmnoImyl]ammo]benzoyl]plperazme



~This tablet is useful in treating adult humans suffering from hyper t ensi on

by adm nistering 1 tablet 20 3 tines a day.

2 XAMPLE 47 Ten thousand tablets for oral use, each cont ai ni nzq] r’g; of
—pyBimidinyl)-1-[4-((7- 567

(trifluoromethyl)-4-quinolinyl]am no]benzoyl]pi perazine as essenti al

act i vei ngr-Bdizentyl-arietBylQyrimjdiag R4 - napinRioniia-Qialisdlarhn6iberizbgipipedktitsv ng
E@r edi ent-#- @rﬁidlus’:ﬁ‘hgo‘?«mmmrquwﬂeddtmdmﬂborﬁn |-&-qdifolin@laminolbenzoyllpiperazine

entialt- ttzl-rp%t:yﬂyr 1k g Tk [lt]i._‘[ll 7[4( t[r[iZI (ti:ﬂrt:‘orom;;thyi 4—quinoiinyllamino]b:'rliz?yl]piperazine 25
-2-yl)- uoro -4-q
finelygpow gﬁi%ﬁi amino)sulfonyl]-4-{4-[[7- (triﬂuoromztgtgyl 4-%‘&%'3%‘ ﬁi mﬁ;}z powder Eds
32009 Corﬂl(§-tb%’ henyl)sulfonyl]-4-[4- [[7 {trifluprometh i)-4-qurnolmgba@| dxyllpiperazme

0 g 30 Although not necessary in the drboSiridits of B&inddriive concept additional active ingredients
50 g are incorporated in the presedtphblmasedtiablldodage Bnitideisds dedired. [Eadktphagnadsypieslt ensi on
in an %d Lﬁ°§aq9amit éanin chytaigsitivenainsin @miourg withi tioy follomind rehitedcefféctive rapgesa da

dependi ngripyperensye ti' F t"iﬂge‘ttﬁ@cbéﬁGFQfP'B?i‘o Oiéxst\ri/r'igizhutra'wmeiw 1%’
pr ocedur & ? e A Lple aﬂ s (e e
Form ar &, L] zif“'r? S Y B S g eid

i nventi veao aoma@ii iasisma&eaokieé {5 1660 FhgR i iebbrﬁlﬂz to 1 gs ahd scwiwsh 0036 300 mg):
- [ benZén eadlitueresislichlas bAerjopatbifdl (8 th 60 o1l tretabarbilal $8-t0 60 ma). emydnhabaibhal]( M@l 1 Hi
per azi ne ma): analgesics such as aspirin (1 50 to 600 mg) and acetaminophen (150 to 600 mg}; or

[ benzen Hi"‘ip ide i tp /5O %'i'd&ii"ﬁ’e 1
[2 (fl u%@,ﬂﬁéﬁ%’% &rﬁz%%ffte g% W%Sﬁagi%?'%% gﬁ?gﬁgﬂ T'}fm no] ben
zoyl ) pi perazi ne

1-%/2]- E)zé)cbmn\tmyl am no)pyrimdinyl]-4-[4-[[7-(trifluoronethyl)-4-quinolingg]
~am no] benzoy A ginpenaefe formulk) 1

-[2-triazinyll-4-[4-[[7-chl oro-4-quinolinyllamnolbenzoyl ] pi perazine 1

-[ 2- (4 thi Qrethyl)pyridinyl]-4-14-[[7- ch o!"_i}/-—q\di‘nol i nyl ] am nol benzoyl ] pi p

erazine 1 _ -
-12-(4-met hyl pyridinyl)]-4- [4 [[7;&5uor on‘e\t_ﬁé/l ) - qui nol i nyl ] am nol benzoy
1. : 1 . '

'1'] pi perazi ne _
GB 2 021 567 B 15 1 X

-14-12- et hyl - 6- rrethyl)pyri mdinyl]-4-14-117-(trifl uororrethty 2 4- qui nol i nyl ]
am nol be %:f;‘ﬁ tuted radical selected

i p Iﬁg rif poroge: ’ﬁfand R is (i} an optionally mono- or di-subs
t nt |
e P A By T RO
zoyl ] pi pe(fi)aiyh&ﬁ optionally substituted by up to 4 substituents as defined above, provided that not more than
1-14-12- rmstimyintigit@arpythienﬂaﬁh Waydgkn, 4 -4€ONHR, (it which AGS praayiyHedy! dub@tituted ol myk 2 am
no] benz O)/flupiri'mq:)emermemebrbnm(e atoms or C,_g alkyl or C,_a alkoxy groups, trifluoromethylphenyl or (C,_,
3. e h eyt o 14 SO e iseflG e el eping oo EpYRPENA Gtk

@ ub itden srndepende elected from fluorine, chlorine, bromine, trifluoromethyl, C,_, alkyl 30

1 (G ot a@iﬁé‘é’%&f he i ek Hin 1 aonorbo B L GURNERG Dbt fsa SRl bidiATbno] be

nzoyl | Pi ARFBAYIYRC any substitadntslare selected from fluorine, chiorine, C,_, alkyl, C,_, alkoxy and C,,

3- br onopheythip SUCORAR| ih which & & bilen, (0, T, lalkapaami, AydrdphénydehidRbhényl, @Barao] benzo
yl ] pi p&& améthgptntiteo(fyh amiiipharammbawy of -ﬂ-SDkRi iramnddﬁznsewitesvldﬁ,_; ﬁb/liplrw'e'nt | ve 35
concept , faﬂmphxrtyha'rlorae*tein @r ‘icmgraﬁ‘ﬂ’ivé’r'i'ﬁ'y' are i ncor or at ed in ‘P"&%

phar maceut | ¢ ' bs ituents are s@Ecte vr@g%ﬂgﬁéﬁ]opﬂ %‘tﬂ?gcp gg‘«w&g‘ ) %véar

yrazm n

uni t for fiigan .r'i‘ridl§ Eﬁ eFibroarithoRsrobHY Egsin,t,i L eh 01 B oty

ef f ect 4o/ @unliRdidBRony ol AU tEWiQJ éiﬁd?édhiéﬁyisﬂ i&b&hb&p%@i@&iﬁhoﬁﬂc

reser pi ne (OAOE(rﬁ-chIBrdag)mockiydrya 43[at{(vetrift rbﬂhﬁ@@quﬁ@bll)amiﬁ&]bmmyibdm (100

to 250 np), qubchetfhﬁltubrcrmﬂ(viia@ihh@afb@nwgt) -{4-liFrdifioobimehdtdi azi de (15 to 50 ng),

and et ho><°2’(5‘|°8rH?'H'é°| S’GOY‘@'PE'aBO?r% gu i.lizers, &r}rti psychotic and

anti - agi et X i thioridazine (5 to
& %,m S rpépmrm B O o ey 4

100m~3) h plaﬂl oc (R }7 trm&qg r(oi]i ar‘hﬂo]@i%o )erazme

chl or di azeposi da iéy5.dtn9ii-5Qumz)mfliﬁioweapamq(..aoitnoi%aix’énd%@)izoymsbr mp lurea (100 to

300 nmg); 15 9b‘ar2i:85arratrasalomaeipymiyphe[ndbammd«ahetiQy&Mto 60 ng), but abar bi t al

(8 to 60 aviyp 'mvziinldlnalbalit?av'bmteakm 16 to 120 15 ; anal gesics such as aspirin
(150 t%F 600 rig ﬁrrﬁi" ﬁggwg "mmh qu'nsi'nvaﬁt"r‘@ié?ﬂze\élgiﬁ?r@én%uéﬁ
as amtri my mm gr{zié eraz ?(5“(‘6' % 4‘%)"'"“ f‘i‘iﬁﬂ"b‘heni date hydrochl oride

(5 to 20 Gl ﬁyrff Al Zrifi foropmbt X :quiBi Méﬂ erazine.
hydr ochl ori de3(12idir9eu1 a0 sugﬂ z) [[E[[gatﬂﬂﬁbrr{ ’:?Iiaa-q ol’%))ami n@ﬁf azine.
20 1. 5% conpoandipe¥ethtrgplicayisniphanyied-{4-[7vdituoedniethil-B syutbblirgl aniigo]isenzoyl|piperazine. 55
trifluoronet i;:gﬂ -@rRyraRinyi-4( [4[;‘(7anfk@ptme@waﬂiqym#mmléﬁm inpibegzoviipipesazneut ed r adi cal

sel ected fronPtr{2Himydinyidylédi-tiffvoremethyrquiotivigminelRergpyleRerasise: .
substituents are independently selected from 25 fluorine, chlorine,

brom ne, trifluoronethyl, [err] (ii) pyridinyl optionally substituted by up

to 4 substituents as defined above, provided that not nore than 2

substituents are other than halogen (iii) [err] is phenyl phenyl i

[ T Y 1 o o - o o o o o S



-al kyl-) phenyl sul'phonyl, or (iv) -[err I optionally ~~ -~ 4 yz
substituted 30 by 1.or 2 substitu mﬂmgm lﬂﬂm sel.ected from R |

“fluorine, chlorine, bromne, trlfl | kyl 30 and[err]or a
phasrracdbogi cal |y accept abl e acid. addition salt thereof. 26BA& 88h®ind as1 '
claimed in claim1 wherein Ris optionally substituted.pyridinyl,

- pyrim di ny-1a05-el: @Hemﬂ)pyﬂﬁﬂiu@ﬁ%ﬁ l{‘[‘?%ﬁﬂ '%tﬁyl)ari-ﬁuu?cﬁ“h BE%]JeEﬁﬁL&de%?ﬁé ne,
_ChI or i ne, [k, eadikythéxpGrimidibNHER-[[7-Rrita y#-r4 ko mm lbsiRsyIBDE e,

rophertyl4: +(2 trneithylthio¥p@rimidibyi]-4rBt- mwtpmerwﬂetrfyn 4E@rrfo]|nyph1mnq]b y}ﬂhpd.fryime :
or [err h@rryd!thoxvpvr%@-a‘-vlhﬁ‘b phérifuorometiytrdopine laro!n loenzd vll fnern e 3 A

- |n o) l[x,mgwg;oﬁne yq)g 5
i S T

-chlorine, a@h&y oratéthi ddage! uln HRrResy aceutlcal
chl or oani ldog:a6 anibe th ontamluhara.@aaenMH nthnhlhb Iuﬁﬁ@ﬁm xf afruci.ueraa@aé bonyl,
di met hyP- adﬂlvpmenmesaddplhmybgenp-sbaiayclrasuippubmlqs to- 1png)rﬂyorataﬁhempltzsmqahg)nyl a0

p-fl uor: oph@ﬁlwl@g %% 250 mg), quanethldme 40 ta150 rhg), hydrochlorothlazlde (15 to 50 mg}, and
o a ti C nxigty,
- (m Chl or (? rgr azmef to th| nda er(sé .:T ‘%%F(\){ b?ﬁﬁﬂ?&ﬁ&% gto mg), ughrzama?e%gg nzoy

- | Tpiper aZI 00 lordiazepoxide (5 to, 50 m dla e nd ectylurea (190 tg 300 m
1- (m Triif Ibua&eq%g&m ehméu%h@ i Brdoia e e e D20 15
“qui nol yl.) awg)wah Ib&i&&)dh padpRindTBONE 60@mgﬂan(:|3cetammophen(150 to 600 mg); or :
6- Di met horeyptidbpeysanizisaihreg binitdptllide hydrothloride (I 01 @r50mad) hyéthylphediBate hydrochloride (5 to
qui not i ny|2})a\iag) rqurm@ﬂ@(;\m pifatei2ay i Hmg). methamphetamine hydrochioride (2 to 15 mg) and
45 7.1 (“ﬁf"‘f’t‘ﬂe{]i“cﬁtﬂéeﬁ}g onyl)-4 -[4-[( 7-trifluoronethyl-4-quinolinyl)a
'--mno]bggzq.x_u perazine. 8. 1 -(2-Pyridi nyl)-4-[4-[(7 _ 20
. trifluoronet hﬁwcoﬁ, GiHadPhk Fvhagm nol benzoyl ] pi perazine.- 9. . '
1 (2, 3,5, 6- Tetrach oro-4-pyridinyl)-4-[4- [(7 trlfluororrethyl

qui nol i nyl )am noJ benzoyl ] pi pera2| ne. 50 F.é-o\ L | | | b- I
, ]‘-)-Zy qU| no |ny am no enz

»-(p Cchl orophenyl sul phonyl)-4-[4-[(7-tri
‘oyl ] pi perazine.. '500 1 1.1 -[[(p-Talyls I-_-Ony
' mno]carbonyll-4[4[(7tr|fluoro ' ~
‘qui nol i nyl ) am no]-benzoyl ] pi per azi :
1- (p- Fl uor ophenyl sul phonyl’) --4-[ 4- [(7 trifluoronet hyI - 4- qui nol i nyl ) am no] ben
zoyl ] pi perveteraieX is3hlorine or trifluoromethyl and R is (i) an optionally mono- or di-substituted radical selected

1- (D hyft I p 4" -pyrirhidingi(irywhieh gnly th Jnﬂe Hendly B oM
( rret yf oamrmyu me i Yguyl (tll 1-3 alkylggpf?mxv %'ﬁc _sakyl)‘;‘r‘('r?llnoe:?r?git 16{3 a'kyft) ug eZnSZ

St e R B e A e s AU e

oyl ] pi per Frubfitfe romine atoms or C,_, alkyl or C,_, alkoxy groups trifluoromethylphenyl or (C,_,
co- ( 2- Pyr azi dﬂé}{th[)heﬁyl{u&h[)l(y?'ot fiv) LLSO}R Qﬁ%h R; lédlql{l_srh‘lﬂvl)dw 9 Gt phenyl optionally substituted
m no] be¥ dyl1|qo2 petrséiwente inddpefidently sele@ted from fluorine, chlorine; bromine, trifluoromethyl, C,_; alkyl 30
Pyrl m d| rﬂ?'F'F143'[‘01<¥{<(Y?PB¢WFMRSICGWWF&N$- euaﬁ@vqu!tzerﬁpho ] benzoy I'llpl perazin
' A compound as claimed in claim 1 wherein R is optionally substituted pyridinyl, pyrimidinylor
_ GB 2 021 Zl y! and any subsﬂtue@h are selected from fluorine, chiorine, C _3 alkyl, C,_; alkoxyand C,_,
» HR in whi phenyl, al ) e flu l, chlgr nyl, triflupro-
T4 (2-58 R QB BYC) Qmwughéwgmm e e e RN R AR T h)améirpﬂeuynol i nyéé
‘am noj benzmyio wnplemdmhenylor(&,_- Ikoxylphenyl..

, 6-di. rret hoxy.) Py ¢omipdintyds flaifneld dn didim-1(vwherelr mlspmnebllvphpstm:tqmvﬂ@hw myrfihidinvio]. ben -

Z oyI 1p erpa@pln\é and any §ups ithents are selected from chlorine, methyl, methoxy and methylthno

f it ht o in I i met e :
;);/Tﬁ[ B?’Lﬁgg?rﬁﬂgrwﬁﬂﬁsﬁ nﬂyfllt hio ‘Et_;@%v onyﬁh%lrp W pgo olp%er% su];l:; onyhl?ny} alm HUTbe&z
- oro ingc It triflucromet! aminojbenzo erazine. )

- (3- Bt hoxy py& Az s iobaro [Lmertmu‘éFMSWy 4= qui ol 1 hyl] am no] benz
oyl ] pi per &;lenﬂﬁl)eﬁmno]Eenzoyl]plperazme

-[ (di mét hyI ang. rie()zMnﬁ1eth3:*y]-4-#vr{n4dlﬁy{1)74—(4t-[tﬁ—frfﬂumoroetb\llﬂyI ) - 4- qui noI i nyl ] ani nol be .
nzoyl ]. [ﬂ lméammo]geng_oyl plperazme

~[(3-br Om)pheé)} n ﬁl%4i r-rfrn ﬂﬁ%m amm €] zo’lﬁtggj:ﬁgﬁ'?ﬁ‘ﬁﬂ"fam no] be
nzoyl ] pi perazg3 oA q}’ %@’F[‘y“ ,ﬂ RERPS O t he i nventive
concept, - bﬁdymﬂojeé?&éyﬂﬁpérm{ee |en S are ncorporat ed in the present _
phar macmut | calo. dq;s@gbrouﬁer&lsﬁlﬂidﬁw)-a@-de—smfruendmeE&B«#}q@Mhmmwemw;ﬁhnmge 50
unit form con!aﬂf{Ep Fﬁeslmmn\d)nmmnherhonvﬁm WH 7 -wifleordrodgthiddi ng non-t oxi ¢
effective ql“a!ﬁ am'& be"aqwl 'H%f e and di uretic agents such

reser pi ne (0 f( ;&;‘t" nvlg o on i C ol V"i'@'" ’if% E}ﬁ@?”fﬁtoo
to 250 gg), s q- glowph't’ -4- .u Iﬁhgﬁariy. ﬁfﬁm oalaitEss
and “et hoxzol ays. r.ﬂu&aaaqw -dlmn.sﬁnaam]baﬁm @taaaﬁnan |

anti -anxi ety a@enns’y&uidhylas [G[(V@nif[nbmmﬁw%qlﬁlﬁol‘hﬂ)aﬁﬂhohgbizoyl]ﬁd‘eraihe dazi ne (5'
to 1 00ng), hal operidol (0.5 to 5 ng), neprobamate (100 to 400 ny),

chl or di azepoxi de (5 to 50 ng), diazepam (2 to 15 ny), and ectylurea (1 00
to 300 ng); 15 barbiturates such-as phenobarbltal (8 to 60 n), : -
but abarbltal (8 to 60 ny), and armbarbltal (16 to 120 15-m) ; anal ge5| Cs



—

uor i “uﬁnlne trifluoronmethyl, Clerr] "al kyl am-no .and
[e (|| @!‘m@““‘“‘m‘“ ally substituted by up to 4 substituents as.
Lovhded t*hat not nore than 2 -substituents arée ot.her thari
haI b@lem (| ii).[err] is _phenyvl, phenyl substituted byGB 3r021 $6HBr i nds /.

chlorine or bromine atons or[err] al koxy groups, tr|fluoronethylphenyl or
[err] al kyl ) rrsmyduiMbRN A7 -Biiuckdnvethyt-b BLind IR sfhoPenddPfiidetazpt i onal-ly

subst i t utiesd1-BOMetyithlo-Gpyritnigibyds4-[4- [lclkfiiﬂsormﬁdmpandent |y selected from LN
f | uor nvieglinglaminolbaezovilpirerseine, t1ifl uoronethyl ,  C1_3 al kyl 30 and [err] \J
al koxy; dr9 ’éc pebResial dd'aF‘P'SP ‘a%l?%iﬂ"a'bﬂaédﬁﬁéi"lfdmf’f BrAmele lt°t3ﬁer eof . 2 A

.. Corrgogsnso la Ion WI Wstgl'oa}.ﬁca aﬁc::ggn abw%nﬁ Olﬁ)qugd Gsp‘ilq"B?fHP F?/V %?fﬁ%‘f'? (E e

pyr i driyf; CEorti erdfithetdd p.éuk;%uoﬁmggt%n@r.&.&el ect ed from

fl-uorine 2zc)nkaﬁ¢oeiaon£cedsra.}1g dﬁYnhIz oflain @1 trj Un 2B4AYS fordh.| UOT Opheny ! ,

chl or ophe2dyA conbpoisitibruatarding o claire 20 yibstastif} asdesdrived th phedﬁyia,mple357 id 4Bor ophenyl ,
chl@r. ophé‘h?wclmscfreme mwpcla@sﬂhdemamammwel ai med i'n claiml whel@in R '
is optlo ‘%ﬁﬂ gh%uted pyridinyl, pyrimdinyl or. pyrazinyl and any

?FBEJ; lo;ﬁl | ncfggib w%of" - Rl et%hmﬂnch 1. nocareb?(ﬂ@/[f (LU " é

oanl i nocar
trifl-uoronethy Ianlllnocar - -osulgboné . ‘
p-toly swmﬁw Ma';g%mmmmmmmmm EhJEE QRN SutpmSs
1- (n}ChIoroanlllnocarbonyl) 4- [4 [(7- tr|fluoronethyl 4- qU|nonI)an1no]benzo
- yl] pi perazine. 5. o
1- (n}TrlquoronethyIanlllnocarbonyl) 4- [4 [ (7- trlfluoronethyl
qui nol yl ) am no] benzoyl ] pi perazine. - 6. - 1- .
-(2,6-Di met hoxy-4-pyrimdinyl)-4-[4-[( 7- tr|fluoronethyl 4 45
qui nol i nyl ) am no] benzoyl ] pi perazine. . .

an|

45 7. 1 -(p- ToIU|d|nocarbonyI) 4 [4- [(7 trlfluoronEthyI 4 qu1n0I|ny|)a ;; ﬂ;f*

m no] bénzoyl ] pi perazine. 8.

1-(2-Pyridinyl)-4-]4- [(7 tr|fluoronethyl 4 qU|noI|nyI)a
m no] benzoyl | pi perazine. 9. 1 -(2,3,5, 6- Tetrach

| oro-4-pyridinyl)-4-[4=[(7-trifluoromnethyl- '
qU|noI|nyl)anlno]benzoyl]plpera2|ne 50 .- .10, 1-

-(p- Chlorophenylsulphonyl) [4 [(7 tr|fluoronethyl 4= qﬁlnollnyl)anlno]benz- B

oyl ] pi perazine.. 50 1 1.
1-[[(p- TonIsuIphonyl)anlno]carbonyl] 4- [4 [(7 trlfluoronethyl
-qU|noI|nyl)anlno]benzoyl]plpera2|ne 12.

-(p- Fluorophenylsulphonyl) - [ 4- [(7 trlfluoronethyl - 4- qU|noI|nyI)an1noIbenz 
1

oyl | pi perazi ne. -13.

-(Di wethylanlnosulphonyl) 4 [4 [(7 trlfluoronethyl 4 qU|noI|nyI)an1noIbenzo

yl ] pi perazine. 55 -~ . 14. 1

- (p- Met hoxyphenyl'sul phonyl ) - 4- [4 [7 tr|fluoronethyl 4 qU|noI|nyI)an1no]benz
oyl ] pi perazine. 55 1 5..1 .

-(2- Pyra2|nyl) 4-[ 4- (7- trlfluoronethyl 4- qU|noI|nyl)anlno]benzoyl]

pi perazine. 16. 1 .

-(2- Pyrim di nyl )- 4 [4 [(7 tr|fluoronethyl 4- qu1noI|nyl)anlno]benzoyl]plpera-'

zi ne. 16 _ C
3B 2021 567 B 16 17. 1.

-(p- TonIsquhonyI) 4- [ 4- [(7 trlfluoronethyl -4- qU|noI|nyl)anlno]benzoyl]plp

erazine. 18. 1 -(2-Methylthio4-pyrimdinyl)-4-[4-[(7- trifluoromethyl-
qui nol i nyl)a nlnolbenzoyl]plpera2|ne 19.--A-conmpound as-clainmed in clalnll

- substantially as described in any of Exanples 1 to-36. 5 - - 20. A
‘phar maceuti cal- conp05|t|on conprising a conpound-as clainmed in any
preceding claimin ©7.7 | 5 association with a physiologically:

~acceptabl e excipient. 21. A conposition according to claim 20. mhereln t he
excipient is a solid or a sterile liquid. 22. A conposition accordlng to

" .claim20 or claim?21 in unit dosage form . 23. A conposition acc@rdlng to

- claim 20 substantially as described in any of Exanples 37 to-48. 10"
" New cl ai s or amendments to claims filed on 31 stAugust 1 979.
10 Superseded clai'm 11. - New or arended clains:-. 1 1.” 1

-(p- Tolysulphonyl)carbonyl ~4-14-](7- trlfluoronethyl 4- qU|noI|nyI)anino]benz':
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