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cycloal kyl" refers to the aforenentioned cycl oal kyl radicals containing
from3 to 8 ring carbons inclusive having a nethyl substituent and
enconpasses_such groups as 1- 10 met hyl cycl opropyl, 1-nmethyl cycl opentyl,
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such as tetrahydrofuran or alcohol.

P : : : - Equation 4
60 . - g o 7 125
: SN / N\ i
cHz0 bt + BN N-C-Rj ——> Formula T
CHaO N)-—S-c]k,u\\

65' (V) - @) | | 130



compound or salt thereof. The 2-piperazinyl -6, 7-di net hoxyqui nazol i nes
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| or ap Aceutically acceptable acid addition salt thereof.> They al so

are phosp
sel ectivi by ,
standard in ; : : ¥
t he spont aneous adm ni st rat i on 3 g
e spontancous 1y 3351.5 gff“ mz&s%ﬂiwg%gm - L%;

6, 7- di met hoxy quiniesind| Praferably) thed@actiph iOEhrned tibnCiaért edlvent) s&hQ@ oamyl -
pressure. To obtah‘PhPlat eefllng Ffmperaeu@l&(mamnoﬁomﬁd@dmpressure with pra205| n, a
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repeated. |npairnment of reflex conpensation to the upright position is
considered to be 20 drug induced and indicative of possible postural
hypot ensi on i n humans. 20 Data provided by the fore00|nq ‘dog tilt
test” establishes that, conpared to prazosin,

~4-am no- 2-[4-(cycl opentyl carbonyl ) -1 - pi perazinyl ] -6, 7-di met hoxyquis
has only 0.36 of the potential for postural hypotension at .
equi - anti hypertensi ve doses. The process of the present inventi 15 r
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contin GBI S gttr"%sis Pl olSele ol s, col

- 45 ori REgERs S :aﬂﬁ gwa £ thd Mnapdnkh® Brofl & 1-8,7conposi tion of
sui tab |dﬂn yqumamjmutcharadtereé nula]'adﬂnmstsre ffecmt axngle bhmultict | ve

or S3gp U lifﬁ-‘t 1o th ARt pical practitcept abl e
RV ’ﬁi‘?& ar,ﬁa @f R e G A obﬁéisae?gsom m
car bongisased baeﬁlasiac tmhegrpa himgemdv \ffebtin@€HtRd diR@magent s such as
st arch ag®@s 1sa¢agheni Aar aﬁercuve dnitihyfiertensivg dosiage levelshtha sompoundstof thisdhveni n and acaci a

and ). UBPR @ §u R thase hapmiyl o deleterions side, agi d and
# ?Eﬁc? ’ﬁ Q’m si}f a’%ﬁa &‘5&%’ ﬁré&iénk&%ﬁmﬂﬁ%ﬁ}:ﬁﬁiﬁs to del ay

Ava

...
-n

tal c.

di sint agmmcalny aa:raﬁkaﬂb @ddition salty tichet ga;smeradmnﬁméd ordlly it svalkformand t her eby
provi des belé?s dispersible pov swlélres &ap S?llﬁ lfSS\thPFT&F lly 83)spensi ons,
YT 4pS 'E%%&"‘ii‘é?ﬁ‘g% e Qjﬁlﬂfg};ﬁ?? i 5%0 Becllng” ﬁﬂ‘@é‘rxt use wi th any
of the ofifg)¥Rkiis! 4ab eseﬁoﬁ:g R de siti opsg ghdron of such
xCONMpos mtar:tmusal slstg:tncasrablm na; armse gre er;t imedrhiyture withiooeht ul ose,

+r agac dam “é‘;’é rg%rf@ﬂrs“g & gl s,

-pol Wxgghwgcgh méﬁeaﬁ%stfch ggj }\7 étﬁi ﬁ'ﬁ\ agentssuchas 50

<et hyl - @RAR aclda deet@ﬁﬁirBdﬁhcbdﬁﬁio&@%dtédﬁaylkﬁ@ﬁtedl ent al one

or ad mtwéuﬁquas ﬁmddav dlmpsratmlamdl adsom19n fin_the gastavintestinad itraeh aod theogbsit e, cal ci um

phosph 3&“"“”’1"@‘? Ngerbe: LHSTIERsIees. 4 %ﬁ% ed as known
n tSbe% ngﬁalﬂh plactlve m%rg?dl%nt i1 ?%&%t%p% é gﬂpﬁ 51 r%njlgyf( i i ngsagents and
suspe nﬁclhg:sag i(ﬁn (lndtsbdium afg{ha& v&ltlr@la@nkse(é gl e l’rimspelymramybmﬁed above. The

foll owrsrq raat@n Bug y‘Pelnrqm qules ImaE

4- Am n 3&@'@ “Hﬁg E‘% &5‘%‘ iR rpay ﬁpxyqur nazol i ne
65 é@n@ E B cwuaﬁﬁaagagal rﬁmg 600. 02 nol e)
and 2 @htbmmlla&to tlﬁEe mentiﬁned above. 545, 697

ani no- 6, T?leofpﬁl@rlwaeliewwwmy lllgltratm 02 nole) in 50 nl. of absol ut e

ethanol is Eﬁtfn@% h@ﬁp@zﬂ?ﬁf& %ﬁ/ % Qﬁyl}at; 7-[11%{e{h]7xyfq9f9mz%h&e“ od of 16 hours

to @sovi@pAlhirtufy tiopdn #1)pipER2ink €RE b, 0,02 Fok) biide2-titoro@ol 681, filtered
and insolubles triturated with 100 m . of con- centrated annnnrunlhydroxrde
to provide the free base. The insoluble product is collected 5 and
crystallized from nethanol to afford analytically pure

.4 mnno 2[4~ 5 : : -

o 1N a L T T 1 P~ I T T TR R S "~



(corr.). Analysis. Calcd. for [err] (percent): C 62.32; H 7.06; N, 18.17.
Found (percent): C, 62.06; H 7.24; N, 17.99. 10 Exanpl e 1(a)
illustrates_the procedure of aforenentioned Equation 1 while the follow ng
10 Exanples 1 (b-e) illustrate procedures of Equations 2-5, respectively,
for the preparation of

4- am no- 2@(cycl opent yl car bonyl ) - 1- pi pera2| nyl] - 6. 7- di net hoxyqui nazol i ne.

(b) Cyclo y. carbonyl chloride (0. 1 nole) is added to 0.1 nble of

4- am no- 2 pi perazi nyl)-6, 7-di met hoxyqui nazoline in 300 m . of met hanol .
with vigorous ®tirring at 15 room tenpergéssfgg; Stirring is contlnued f or.<a
period of 2t

procedure of Exaghihgs,7)difdthd:9qih¥ind f4.fr 7garﬂ @qnéie)[lﬁ‘so ml. of absolute ethanol is heated .

(cycl opentyl car bl anclbseal eadtazdt NYHIC. Gor/a périve il QB8 \ngus NaHedvideahe hidrbdioride
hydr ochl ori de sakadit. The cb@enqneni;ctuthecmflhﬂe@ammolwbks oitertated ahith 16D ml. of con-

trate F"pVId the free base. The insoluble product is collected
evapor ation Of tFFél al 1zedw Tom E\O@E&%ﬁfﬁb ﬁna.lvnéallél pure 4-amino-2-f4- - 5

[ 4-(cycl opentyca 1onbB 1R 56. 2
hydr ochl ori de, rr(q:%rrg% ﬁf blB* (corr.) crystal |ze3 0 20, C

met hanol - i sopr opani alysw Calcd for CmH- N«O; (percent) C, @@’Ma’l %Ns 18. UaFe'ehd (P@Fenf)er r]

C, 0 9.
HCL (percent) 34 C 36’% llu traﬁ.g log' ?upe of aiF Pe'fh%gtléngg (1\51(3{1]5 wﬂ“"le tﬁg foﬁ§Wm£| 10
6.89; N 16.44. g {OHDPLSS r:%?@fwely, for the preparation

4-chl oro-2-[ 4- (cyt‘t-ﬁrpmny ealrbon p rpamm -4 7-6; hbixygeidagoligelui nazol i ne

in 100 m . of tetBh§ %ﬂegr wgcgylh@#ﬁ qi%pf ddmuﬁo&é to

o hour S and et #g*gﬁmu@@%?aa‘e@ﬁ"@fs“ﬁﬁ?éw Rt As 151

Exanple 1(a) to Rbmidd ccordm to the procedure of Example. 1(a) to provtde 4-amino-2-[4-
4-am no- 2-[4-(cy Odydpmnty}dad&:njdbm-wp)esaimyj] -p&dimstioxyq mr@zdimdl Ifrte Inpdeyehloride salt is
qui nazol i ne, ( d) d lrgsi,?é%%p 3se yeatment is omitted and evaporauon of the solvernit provides 4-amino-2-

4-ani no- 2. met byl gyygrg; éﬂy ﬁfﬁégggm iethox %ﬁnﬁ e&%ﬁfgyhl%fhdﬁ PR’ 120

to 0.15 nol e of . N- |(p@fea2)t E5669'I1N 1660. Fo@RI(pér-
al cohol is 30 lﬂS\J%§6ﬁ

ey ’ﬁ g’r@ o | B‘, EIS 1 yc%pé’ E&Exb 5 -
evaporated and r i uﬁlﬁ{e'ﬂﬁi{yq{u htng o mlaxg‘? & rf&gran isheate 9€ of
Exanple  1(a)2s ﬁ)ﬁ)&‘m 16 t8-24 Mol -and [tkE- product is isolated to accordmg to the: procedure of 25

(cycl opentyl car bExaﬁp)e Ha)gp peevidei W]lo-@-[#(cmlmmhbaworqmlmmﬂm&é Teditnethoxy-
Et hyl - 4- (cycl ope 371 -1 - li | 01
mol e) is added tfi‘o§ OS%E‘?‘@E%% di@',ﬁiﬁﬁﬁea’& mxmg n%%ﬁ AL3e ol ﬁ?ﬁ&f

m&’é

nole) in 30 n3a aﬂu edrfog a@Enod:Iofrﬁat anrsnﬂ"he stﬂven Gis bvapordngddaniddresid lﬂ&emﬂ e30
of a 56% suspens eéiﬂ H?ﬂf%ﬁg [t0gi Bt :;e °m’j‘y{§é‘?'§§(ag€epmvmwéaﬂqor?f[éd
0.5 hr. at room ‘g hOfo@iorld @61 mMPEN
the reaction perisa dd&o &,456&1 th m&eaiamt I(mg&ﬁglao rsogra ﬁm F

cycl opent yl caBﬂ:)oggﬂe)hyﬁo lapidea Sodiy hv@t;xdb@mnndlongl u6%asnmenm mENMEIL@)Zs 405 -

4- Ani no- 2-[ 4- (cy 0. hr au_r nd then at 100°C for a period of
7 oo et U e B S s e -
0.02 nole) and 2- ch oro-4-am no-6 NMeREyguUl nazol | ne 9 9., 0.02 |
mol e) are reatt ed: acée‘tmi [1 @lemyn k@@e'd@rlewmm@ydml mgrh@(yat)maﬂm crude40

product crystall j. B &chiorg 00,6, 7-
[ 4- (cyclopropylc 3}? “Tﬂ 0? %G)Zm@ir&%ﬁ%émﬁk i §°°e andh hio
283. 5- 2. 85. [er r] 4—( op(o;:@rciirbﬁmyl) 1- plperazmvl] -6,7- dlmethoxyqumazolme, m.p. 283 5-2 85.5°C.

45 Anal ysis. rr n 0 6.49: N._ 19. 59, Fouf‘rﬁ
(per Cen%/) G, 60 (%?c or B‘lﬁi@%ﬁ;?erm,\ggl_sgﬁgr{%@ N, 19.59. Foung (percent):

4- Am no- 2- [ 4- (cycl ex;ﬂ car bonyt -1-pi pq:gmMpyt]g,- 6, 7-di met hoxyqui na_zol i ne
50 N (Cycl OheXéI C arArpingi2)/; '(qyelbhm:ylnz&bo lgnlgrmztr@L]{b,? dnrmhca')r Lamazlolme _'
2-chl or o- 4- an? - yclog ymr. gEP

reacted accor di n§i; °f—}ﬂé‘ '}%ﬁé ' m;rp aé’ifﬁ- e A Oglr;% ‘j’g ?oJEz

crystallized fropu(tfﬁ ilpt @e@ﬂa 1/6.7-G noszuarrﬁz 2225°C. , resoli-

[ 4- (cycl ohexyl n)i-rimﬁ a48. ﬂ%ﬂffﬁ (Foml) e hoxyq}zl nazol ine, mp

223-[err], re lb ‘% ;‘%ﬁ% RSEFeRy: CZ‘A(’S 1y H.er 32 N( Y3 F ““dﬁl’rfce“t) 55

Anal ysi s. Cal cd. or [err] (pércent) Ce®nmphE aH 7.32: N, 17 53. Found

(percent):. 55 C GQ'W#O'HH‘ -cﬂcﬁqpehen-&ﬂcaﬁ&nyEXﬁthm 7-dimethoxyquinazoline

4- Ami no- 2- [4 ?"% g @ﬁme@tpnﬂ_l.xéam, _ géﬁaz g olee and 2-chloro-4-amino-6,7-'
lZ

7-di met hoxyqu

001 e ZZJE PRl eI R,

gs6.5.0. 01
nol e) .are react e258a)CCo( to the pr ocedure of Exam g ple 1( a ThJe—

, d
|4 sglma; gd prodyct Ce‘ggegi' Qaic eﬁ ggrh’ﬁ?e(m@ﬁw (éfﬁ?éﬁdbﬁaﬂaNyk r-éafquy msrcent)
2-[4-(1, cycl opent en- 1- ylcarbonyl)plpera2|nyl] 6, 7- dlnethoxv qU|nazoI|ne
m p. 256 5- 258.0C (Oorr ).

s,



Anal ysis. Calcd. for [err] (percent): C 62.65: H 6.57; N 18.26. Found
(percent): 65 C, 62.53; H 6.56: N 18.42.
65 1, 545, 697 7 EXAMPLE 5
4- Am no- 2- 14- ( 3-cycl opent enyl car bonyl ) - I-pi perazi nyl ] -6,
7- di met hoxvqui nazol i ne N-(3-cycl opent enyl car bonyl ) pi perazine (2.7 g., 0.015
nol e) and 2-chl oro-4-am no-6. 7- di net hoxyqui nazoline (3.6. g.. 0 nol e)
are reacted according to the procedure of Ex- 5 anple 1(a). Th de'
pr oduct crystalllzed from met hanol affords anaIytlcaIIy pure 4-
:an1nb 2-[4- (3 cyclopentenylcarmﬁmy&W“"ngeraZInyI] 6, 7- di met hoXyqui nazol i n
o B A ). C
62. 65 H 6. 57 N, 18.26. FOU%%AM¥H§§nt) C, 62.35; H 6.72; N, 18.21. 10

EXAMPLE  6¢-Amino-2-f4- (3-cyclopentenylcarbonvl) I- pzperazmvl] -6,7-dimiBhoxyquinazoline
4- Am noNZ3{c¥el¢r® ) 8.015pn e)r :azll dre- 6-ammo-6 7-

7- di et I“ %@gl’q I%é :91% IFbﬁ 'Fe%fP;fs‘ ‘ﬂ‘yi MeF¥7.65 g., 0.04
i & i SN st G T B D 0%
are reastsa:ham:qe rocedure o Exam (a). The crude product
cryst al Analpsi: E#lednfmeft?ﬁémb@ (aérfcmtféf 6:68: ¥t bSHIN .8 @@rF@umi(amcm)-z 15
c@lﬁaﬁéx’éngr%ah[ b]§r?§/1 )-1- PIERSY I ] - 6, 7- di met'hoxvqui nazol ige, mp.
211 err | 4 fRano-3 . @Q&dtdieie%&lﬂgb&ﬁ dz Al BY-dbRAn Ry dublabdiink COTT . ) . Anal ysi's.
Cal cd. NG.(B-cfdm‘hI‘e*en?pﬁb&Bjﬂ)b erafine leE}Sandl\l-chlo -§-aminb@d (percent):
C, 63.dimethpxyq@n 0% m tepag rding to the procedure of Exam-

e T e ol e

- 2-chlor AndIlysasrrCabd dor/C: .}&Nq@t(bemgm).l(:naazm Hne 8%;0N.Q2 62riFoend (pereentieact ed
accor drfg-18oHt 680:QV.déédure o ?}gﬂ’ (a) to prow de the hydrochl oride
(s)

salfy b#AmWa-ﬁﬁHLyc&Qﬂ%l@Jrﬁérf}ﬂ uQé'% W ink eaCf[}r&IBcH S 25

conpl ete, the solven imd the r Hue crysta

P2 e I ey 4 .

ot 5,

i zed from

nret hanoN—(pmanpawgnyl eraZEe r c(O 02e mq!ﬂ)al dcaIZ- loro- mmo-6 7-

mv %‘éf\cfﬁl aF°° ?gpﬂg ur the :gémoxqu nazol i ne
hydfsocc% teaﬁae il fel 1é3§' lgx %dfrcﬁ? ar)o{gg{ g?tg Bal cd. for
[err] de[ er ajal zﬂfﬂrycemuge C4—a5ﬁ1031q4- éjplo&ztﬁ&arbbh l)mpl uﬁdwﬂd (percent): C,
55. 49; dipethgxyy hydrate, m.p. 267-268°C. dec {corr.) EXAMPLE 8
R e L T
7- dgget.hoxyqui n zoI I ne dr gxiampice 8 de N- (Cycl ohept yl car bonyIB)Jpl per azi ne

(0 02 4-Amudoe?}[4-(cmhﬂeptyl®rhvhylbi ﬂmamlhﬁ7ﬁm7etho@rqmunmqquHMdd ine (0.02

glyg aj i zeigf“ ﬂ%é re ?gﬂééﬁggl&iegﬁ rr(gﬁéf‘nﬁfeo]\” des

anadsy tﬂl@ﬂﬂhz}atlﬁlu o€ tife- prodiixt from methanol-isopropanol provides analytically pure 4-

am no C%GII;FQZ {4t zdl@heﬁptaymwb@mﬂeywmlbﬁ pdinzethiopydujnaglivie dhmglouww nazol i ne
hydr o LI | I err] HC1l
(percedgfjalys Ef%l%‘h ecfgt)S%sg\lg—%tﬁr/iz 1?,p1~éff§5§§='r? I“%EL 58.73; H,
7.3@ N, 15.4 EXAMPLE 9 EXAMPLE 9 40

40 FoI I Stthépgr:?@ r@mﬁleébaméonnmeq@ml%ymﬂ@tafa equi ol ar anount
of GRS g@w r, perazine N-(1-cycl ohexen-1

-yI car ba ) qab Eﬁra&ﬂ 1h&y C ooctyl car bonyl ) pi perazine, 45 -

N- 245met N Bm}ediy@pémeyty rbbm)ﬂ;)sip)e peiper azi ne, . : 45

L45 N ( 126 %ﬁog@%’ww’ SIS pi per azi ne,

N1 LR e A B PSR T gl Reprobuded. ace Of

@moﬂﬁ) -1-piperaginyilso, 'pdlﬁﬂthﬁﬁdmnéz)olme

N—(cycl vl e medld mp
¢ DQIP 93%'17 gd}?@ dmeﬁy kyquinazoliog, et Noxyqui nazol

% 4- aiﬂno -4a4m P2

i ne, gxno-%- 2—E§vclotohctlvlcalrb m;l) 1 pl;p znrlwl 6 c;x(\i/q Ime
0-2-{4-(2-methylcyc open ycar 0 - imethoxyqu 1i
4-ani noi@ X R R Toe by Ko bR O by i ehae R et hoxy qui nazo
| [ ne afino-2-[4-(1- methylcyclohexylcatbonyl) -1- plperazmy -6 7—d1methoxvqumazolme
4(c cIo | carb A B erazinyl -67d|methoxvqﬁ§|nazollne
4-Hydr zing-2-[4- (cyc ope tylcarbonyl)- era"t 6 7d1merhoxyqumazolme

roc loride
N- (Cyclopentylcarbonygglperazme (0.02 mole) and 2-chloro-4-hydrazino-6,7-
dimethoxyquinazoline (0.02 mole) reacted according to the procedure of Example 7 pro-
60 vides 4-hydrazino-2-{4-(cyclopentylcarbonyl)-1-piperazinyl]-6,7-dimethoxyquinazoline ~ 60
hydrochloride, m.p. 282-284°C.

EXAMPLE 11

Suspensions
65 A suspension of 4-amino-2-[4- (cyclppentylcarbonyl) l-plperazmvl] -6,7- 65



d)
4-am no- 2-[ 4- (2-met hyl cycl opent yl car bonyl ) - 1- pi per azi nyl ] 6, 7- di net boxyqui na
zoline, (e)
4- am no- 2- [ 4- (1-met hyl cycl pentyl car bonyl') - I-pi perazi nyl ] - 6, 7- di net hoxqu na
zoline, (f) 4-am no-2-[4-(1-nethylcycl ohexyl carbonyl)-1-p

55

per azi nyl ] & _7- di met hoxyqui nazol i ne. 55
EXAVPLE 10 ﬂ
4-Fydrazi~&-l [4- (cycl opentyl carbonyl) - 1- pi perazinyl]-6, 7- dlnethoxqu|nazoI

i ne d>Troghl oride N (Cycl opentyl car. bp@gl@pl perazine (0.02 nole) apd
2- chl or o- 4- h\ujra7| no-6_7- dinethoxyqui nazdli he (0. 02 mnle) react (—‘-d il __ g u

e an o2 SRR Pt RS MR et sty ool

4- hydr azi no- 2- [4 ‘Ig
i ne 60 hydr och QK it ingfadeat Zﬂizg[err] EXAMPLE 11 Suspensions 65 -A

suspens| on of Sucrose, U.S.P. 400 g. - :

4- ani no- 2- [ 4- (%ycl%ﬁéﬁ%mﬂéa’rbégg@) 1- pi perazinyl]-6,7- 65 8 5
1, 545, 697 di net hoxg{ ksnazol i-ne & a phar maceutical ly acceptabl e salt
thereof is pr epar eWatet, tdistilléterof mdke @k H@r | ngredi ents: Active ingredient 20 g

Sucrose, U.S.P. 40trch mllghter ot‘gm fyspepsion ¢onRUP apg_rggmgtely 20 mg. of the active ingredient. 3
5 Bentonite 10 20 g Flavors, g.s. abl fét"l |led to make one liter 10
Each mlliliter ofrﬂehaxowﬁﬁqag}&.aﬂs 410 BleAdedSn AP BFopSitioR b kg thditdted aéco;dn% to -

W~ - e

active ingredi entonvéftional pharmaceutical techniques to provide a tablet base MPLE 12
10 Tabl ets The_ fol %W%fbal ngredi ents are bl %ded in the proportion- by

wei ght i ndi cal®d g to conventi onal armaceutical techniques to - 15
provi de a tabl et bnsggmcdnapt ose _ 79 15 Corn
starch Magnesium Stearate] D 15
Tal cum This - tablet base t1s -blendeg l é\gﬁq Ht-amino-2- [4—(C\£c}lopelrt1tvlcarb§)tnyl) -1-

€ ao €reot to pro-
vagnesi um St e&t ablke ‘ff‘ﬂﬁ% A y%“e&%&“ﬁ EI% e N S EL S Bl ingrediont:

4- ami no-2- [ 4- ( cvedrtapé i ¥ ta6RE BOMY kYsirdd sizin a conventional tablet press.

pi perazi nyl ]-6, 7-di nmet hoxyqui nazol i ne orE@glf%gEdﬁceutl cally accept abl e salt
t hereof to pr v, apl t g g‘

10, 25, and 585 ngli}qxe tlogchl ﬁ/mgleeh“%nt% %pe glfnfge tlo%gl 1-9 rt tPg P%gorgle)g IZ¥ egS
size in a conventllcmalsetabl et press. EXAVPLE 13 Dry Fl I I ed Capsul es 25

The follow ng ingr %ﬁﬂems are bl ended in a cpnventional manner in the

proporti.on by30 25 c@i mﬂjﬁﬂa%"zt [ﬁ(zcyc %ﬁ&ﬁmn% dggerazx gol7 dlmethoxy umazolmé0 % |

Starch - or a pharmaceutically acceptab end to prow e capsules
30 Suf ficient contammg 01 025,05, 1,25,5,7.5, 10, 25, and 50 mg. of active ingredient, and filled

4- ami no- 2- [ 4- (cy &t ‘)f—aP“I‘%?éﬁ'%Fft nyl ] - 6, 7- di met hoxyqui nazol i ne
30 or a phar euty tge Bahdiat hereof is added to the blend toss
provi de capsules contalnlng 0 1, 0.25, 0.5,.1, 2.5, 5, 7.5, 10, 25, and 50
mg. of active ingredient, and fil I ed into hard gel atin capsules of a
suitabl e size. WHAT WE -CLAI M1 S aw )_ OIa;pound having the fornul a
35 40 . 40 " cH ]""31 1

40 or a pharnaceutically accept able aci d ad |on salt thereof vvherel n 45
R is am no or hydrazino; -

45 ferr] 7S ol ok st uugagx&%y@ca&gxédmvaﬁ Reok Gnflelhl N _car bon at ons

i nclusive or gycl orksanghy ring carbon atons inclusive. 45
R, is cycloalkyl or methylcycloalkyl having 3 to 8 ring carbon atoms inclusive or cycloak-
enyl having 4 to 8 ring carbon atoms inclusive. -
2. . 4-Amino-2-{4- (cycloFentylcarbonyl) lrlperazmyl]-6 7-d1methoxvqumazolme or a
pharmaceutically acceptable acid addition salt thereof
50 3. 4- c{\mmo-Z -[4-(cyclopentylcarbonyl-1- plperazmyI] -6,7- dlmethoxyqumazolme hyd- 50
- rochloride
4. A process for the preparation ofa compound according to Claim 1 characterized by
reacting a qumazolme derivative of formula ' : _
55, . _- o - . 55

. A :
CHa0 S '
a0 )—5 I
. N .
wherein

A is amino; hydrazino or halogen; '
B is halogen piperazino, alkvlthlo of 1to 4 carbon atoms inclusive or

",



\ _
4- Am no- 2-[ 4- ('cycl opentyl carbonyl) - 1- pi perazi nyl]-6, 7- di net haxyqui nazol i ne
orf a pharmaceutical ly acceptable acid addition sal, 1.t her eof .

50 3.
a< 2- [ 4- (cycl opent yl car bonyl - 1- pi per azi nyl ] tmmﬂ"l"jl ﬂilll;azol i ne
ochl oride. 4. A process for the preparati®

g to Caim1l characterized by reacting a qui nazol i ne derlvatlve of

f or muNa/'5 _
55 [err] %0 1,543,697 ‘ﬁ

60 wherein i s am no, hydrazino or hal ogen; B i's hal'ogen, pi pera2| no,
alkyl thio of e%ﬂ&"'@g@hmom Gharmageatically weseprpble salBthereof is prepared with the

1,5545, 697 di ﬁgﬁcﬁ&g 2o ne or a pharmaceutical ly acceptable salt

thier eof | s pr Siasse AU .f[phg foll owi ng ingredients: Active ingredient 20 g
Suicrose PorbltlengSP 5100 ¢g. Sorbitol. U S.P. 100 g.

5 Bentonlte Bentonite 5 ¢ PP&vors. g.s. Water. distilled to nake one I|ter
Each mllili tWaté??dctthﬁd§&ﬁQE@§ﬂeqne ontains approximately 20 ng. of the

acfti ve i ngr edEedhmillili€kr of the suspension contains approximately 20 mg. of the acfvé MRk drent 2 .
10y Tabl etl® The fol |l owi ng i ngredient E)%Mg‘llﬁ thded inthe propor‘t i on byio {

wei ght i ndi cag.éc: &9 di ng to cqnven har maceu |c% chni gues to )
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34 40 compound having the formula [err] | 35

4@ or a pharmaceutically acceptabl e aci d addi tion salt thereof wherein 45
Rfi s am no or hvdrazi no: .
4 [err]4(i,s cvcl oal kyl or rrﬁ,gu ?1aw ng 31to 8 ring carbon atoms
i gcl usi ve or cycl oak- enyl Vi *to \8_/| ng carbon atons inclusive.

44Am no- 2-[ 4- (cycl opentyl carbonl) -1-piperazinvl]-6, 7-di net hoxyqui nazol | ne
of a

or a pharmaceutically acceptable acid addition salt thereof wherein .
45 R i1s amino or hydrazino: 45
R, is cycloalkyl or methylcycloalkyl having 3 to 8 ring carbon atoms inclusive or cycloak-
enyl having 4 to 8 ring carbon atoms inclusive.
2. 4-Amino-2-[4-(cyclo entylcarbonyl)-1-piperazinyl]-6.7-dimethoxyquinazoline or a
pharmaceutically acceptable acid addition salt thereof.
50 3. 4-Amino-2-[4-(cyclopentylcarbonyl-1-piperazinyl]-6.7-dimethoxyquinazoline  hyd- 50
rochloride,
4. A process for the preparation of a compound according to Claim 1 characterized by
reactmg a qumazolme derivative of formula

55. . 55

A

Y

)—5 I
[

wherein
A is amino. hydrazino or halogen:
B is halogen. piperazino. alkyithio of 1 to 4 carbon atoms inclusive or




pharmaceutically acceptable acid addition salt thereof. 50 3.

4- Am no- 2-[ 4- (cycl opent yl car bonvl - 1- pi perazi nvl ] -6. 7-di met hoxvqui nazol i ne
hyd- 50 rochloride. 4. A process for the preparation of a conpound
according to Caim1 characterized by reacting a quinazoline derivative of
fornmul a 55 :

55 [err] 1 60

60 wherein A is anmino, hvdrazino or. hal ogen: B ”!l’ wmﬂu”mlmnam no,@

kY

alkylthio of 1 to 4_‘car'bon atons i-ncl usive or
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sel eceoed &t ‘ ' fined .
as above ar}g X & hal ogen, in an aqueous or reaction inert organic solvent,
with the pr '\Zsf %*e)df’ -122-%)”h‘?ﬁﬁéﬁ')§ is amno or hydrazino and B is hal ogen or
al kyl thi o tyaea tdi@aki@aieééd troth Smifdnia, R.COX and _ |
10 [err] pi perazime, (b) when Ais amno or hydrazino and B is piperazino
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the freellbase of, 20 the conpound of fornmula I. 5. A process accordifg to

d ai h 4 whlefRICAIPRFEYS ] and B is Cl- 25 in said conpound of formula I

and Said reactaot is _ 25 [err]piperazine 6. A

process accdby whenA ismndhadrhydragihe and B isPiperazingitlieg tegeacjansin &:COX, and (c)

30 B is Bi pEeaZt fdelogestey Bdbpound of fornula 11 and said reactant Ps

[err] 7.. A process according to Claim4 wherein Ais halogen and 35

35 B i s [ erNiHiRpe+piperseinylrand abecteaeeanpis amehoofa, f ormul a || and said reactant is
rea %}gﬂ?@qﬁﬁlsﬁéﬂm’fé ompoynelrat fqymuylg 1 and the free baseis] and
aly i nece

anmoni a. 8. and whescthe
40 Bis A @fg‘gﬁﬁgg‘ SYHPYIPSRRS KA REF Sl PrPduss;thf LesdBtsifia O
formula 11 apd AprdtedsQadordnd tol Gaifhi™ wheddin ] Pi per azi ne. ' '

wherein [err] is,agdefined in aim

45 9. A prOc%sis}héTmemcﬂi ng to Caim4 wherein the product of formula | is
4- am no-2- [ AP(* opent yl carbonyl) -1-pi perazi nyl ] -6, 7-di met hoxyqui nagol i ne
or a ph mﬂ}é%]‘%gg‘g?‘{p‘gl}gg{%’gﬁ?‘ﬁ@?%‘d%‘%d&&%aﬁ'Pi on salt thereof. 10. A Szr%ocess
accordi ng t](z)ﬂ_(%ad, m)yégmh_er ein the product of formula 1 50 S :
4- ami no- 2- [ = RifcTBREFEPF carbonyl ) - 1- pi_perazi nyl ] - 6, 7- di met hoxyqui nazol i ne
hydroch-,, 5014 -'5@‘_@235 i°.°“¥l\“%3‘}°cﬁ%‘§‘s4 Vel r eati ng hypert ensi on which 3
conpri _ses(,) syg‘tiggm,iag |y adimnistering to a non-human manmal in need of
sdi d treat neriid admpoiint oy foemibile IEindaaid frézeaiht iv R @OXUNt  of
. A process according to Claim 4 wherein :
A is halogen and
35 9 35
~ Bis N—(R 1C—)piperazine _ '
in said compound of formula II and said reactant is ammonia.
8. A process according to Claim 4 wherein

40 A is Ho.N- and ' .40
. B is alkylthio of 1 to 4 carbon atoms inclusive in said compound of formula II and said
reactant is ' . :
9 _
45 WN—(R1C—)piperazine. ' 45

9. A process according to Claim 4 wherein the product of formula I
is 4-amino-2-[4-(cyclogentylcarbonyl)—1-piperazinyl]-6,7—dimethoxyquinazoline or a

pharmaceutically acceptable acid addition salt thereof.

"10. A process according to Claim 4 wherein the product of formula I
50 , i§d4-amino-2-[4-(cyclopentylcarbony1)-l-piperazinyl]-6,7-dimethoxyquinazoline hydroch- 50

oride. _ o ' o . :

11. A process for treating hypertension which comprises systematically adiministering
- to a non-human mammal in need of said treatment an antihypertensive effective amount of

a compound according to Claim 1. _

55 12. The process of. Claim 11 wherein said compound is 4-amino-2-[4- 355
-+ (cyclopentylcarbonyl)-1-piperazinyl]-6.7-dimethoxyquinazoline or a pharmaceutically
acceptable acid addition salt thereof.

13. The oprocess of Claim 11 wherein said compound is 4-amino-2-[4-
(cyclopentylcarbonyl)-1-piperazinyl}-6,7-dimethoxyquinazoline hydrochloride.
" 14. A pharmaceutical composition in dosage unit form adapted for the systemic admi- 60
nistration to a mammal comprising a dose of from 0.001 to 50 mg. per kilogram of body
weight of said mammal of a compound according to Claim 1 or a pharmaceuticaily accept-
able salt thereof, together with a pharmaceutically acceptable carrier.

15. The composition of Claim 14 wherein said compound is 4-amino-2-[4-
65 (cyclopentylcarbonyl)-1-piperazinyl]-6.7-dimethoxyquinazoline or a pharmaceutically 65

-ﬁ";\' c:_r‘-.&



a conmpound according to Claim1l. 55 12. The process of Caim 11
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anti hyperfensrve effective FE FoRDNd according to anyaene of
Clainms 1 to 3,17 or 20 or a @pﬁdncagérys acceptable 15 acid addition
salt tRe®reof. . - 43BloomsburyS uare, | 15
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