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1- b] qd®ng a accf"z{ nc Hé04nd. wi'th the preparation i 10
B Comunds 1854 819 ggf e ek, K Kl
cane 326:337 ) ¢ 4 ’
[ferr], [err] and [ggf 52 h% 559{y3 ( ﬁrﬁé zgkffer 5 = rogleﬂo)or
hal ogen -at oms . or C¥89@34 &2Kk9% Y61 noal kOXSABEEAr oxy Yy,

80 :

roxyl ar al kyl TR trifluoronet ? _ nltro am na, .rmnoalkylamno,
%d Y di al kyI ahh (r%NTzl;r al kyl am no, acyl am no, :sul phonl yam no, car boxy,
car boal koxy; ~ 15 carbamoyl; N-substituted carbanoyl, met hyl sul phi nyl ,
net hyl sui phonyl'; ar Isulphlnyl aryl sul. phonyl-, squhanDyI sul phoni ¢ aC|d
aerylic acid, oxyadé#ild- (b?@-dﬂ,(llﬂ)e“mmly,l b]dﬂﬂNNZb@-.mtS" car banoyl - or
tetrazol yl ‘ethylene radicals or wherein two substituents [err]-[err]
represent ag a{7k) I‘Ep.e‘(!_ Rrh&lMBERT C@MPANYS 0201 VIdb&IORGd2Morris @t Oom  or a
hydroxyl, hygi e?a‘?;w D F Ofeﬁﬂﬁys?% Comptaoen Iorgx ised 20 car banoyl ,
- N-substi e ok ?aa Sy sreobyed S o) 'ng g q;a f.
tetraz®l yet h!fihedlby whidh ﬁhﬁﬁiﬂ.‘)ﬂpeﬂ‘bﬂn{é qalbgp%b arlyae Ea?{{,g aﬁ’g"ﬂgthecyan
oxyacetic afdligwigg staggs P&St—h Itetrazol radical “in the b6-

- |,
9-posi tion P’Lﬂd 'ﬁgpl @eh :f,?lﬁr?ﬁf‘&jh i‘gl’;‘%ht rras eeo? -atlbmltbr a- hydr oxy

al koxys or n- dua Paféht there are descrlbed and
10 clalmed compounds of the general formula — SR

0

M

wherem R',, R',, R and R/, whlch may be the same or dlfferent are. hydrogen or
.halogén ° atoms 0T cyano, alkoxy, alkyl, alkenyl ammoalkoxy, hydroxyalkoxy,
: hydroxyl, -~ aralkyloxy, - trlfluoromethyl .nitro, -amino,. :. monoalkylamino,

15 - dlalkylammo, -aralkylamino, acylamino, sulpho lammo, carboxy, carboalkoxy, - 15
carbamoyl, - N-substituted -carbamoyl, .. miet ylsulphmyl methylsulphonyl
arylsulphinyl,. arylsulphonyl, sulphamoyl sulphomc acid, . acrylic dcid, oxyacetic

~..acid, tetrazolyl, N-tetrasolylcarbamoyl or: tetrazolyl . ethylene radlcals or wherein
i . two. substituents R'—R’, represent .an alkylénedioxy radical, R’;.is' a hydrogen :
20 atom -or -‘a.. hydroxyl hydroxyalkyl hydroxyalkoxy, carboxy, . carboalkoxy, 20
- _carbamoyl, . - N-substituted carbamoyl, "~ tetrazolyl; N-tetrazolylcarbamoyl '
tetrazolyethylene, sulphamoyl sulphonic acid, acrylic. acid, cyano, oxyacetic acid
or-oxymethyltetrazolyl radical in the:6-, 7-, 8- or 9-pos1t10n of the pyrido. ring and
_ "R’y is a hydrogen atom or a hydroxyl, alkoxy or alkyl radical; with the proviso that
25 ' R',, R, R, R's and R’, cannot all be hydrogen- -atoms, with the ¢ ‘proviso that when 25
. Ry RGRY and R’g are all hydrogen atoms, then R’; is other than a carboxy group
in the é -position,; with the. proviso that when one of R',, R’,, R’; and R’ 4 18 2 nitro
group, then the other symbols R, R’;, R’y and R/, and R and R’ cannot all be
hydrogen atoms; with the proviso that when one of R',, R’,, R’ and R', is a
- 30 bromine atomi, then the other symbols R, R’ R’;and R sand R/ and R’; cannot 30
- allbe hydrogen atoms, and with the proviso that when three of. R’ R '2s R'3 and R/,



25 [err] and [err] cannot all b
e hydrogen atons, with th [
\ggtragx 2 £3Lr] zzigd. [err] are all hydrogen atons, then [err] iseoltOLg\r“ tsga;h:t
cal .y g_ Iﬁgo 25 in the 6-position, with the proviso that when one of [err]
a nitro group, then the other synbols [err] and [err] and

[err] cannot all be hydrogen atons;. wth the proviso that when one .of-

[err] and~Lerr] is-a 30 br omi

v e atom then the oth 119)

[err] afig [lerr], cannot 30 all be hyd s, er Symbols-[err] and
[ , d

tlhggzv\g ' hr_ee_ of [err] and [err]. y_r(2)gen ato and wi th Lhe prow so .

15923%7are all -chlorine atoms thzen
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t he' ot her L

hydr.ogen at oms; ﬁﬁdllthmmmmthouth:gé'lgiggl 16 By b@ﬁﬁe’?mﬁgal& $wi t h %

aci ds and bases capn e_ﬁgto
condi ti ons, SUCh %orﬁp ave "NOW.- founellﬁgtmaI L erg|\_/
smal

group of cogpoun o |hé. l'a,lfb ndi tsinal rowpeof i
but which afe nogenem mutal(Bc;lltP?@F‘?éhg il}eoaommu gﬁ%w‘ Ia (If)
management .of -al e c{\hgs entt er lcc BSill’riﬁﬂie l%ﬁ%ﬁ;ﬂe for ..... t he.
a
Sgg})?nggs itre ch CEF‘P" conct alni.ng a tetrazol 5-yI r;dl C &I n t'h 8-.'
provj ded conpodnqt.; :_gfﬁggﬁgo:ggqr:]gr?saelnb?ten@f}@ﬂ'emPfP‘HQFéﬁP‘F‘BW“di‘ﬁé‘} i 8
i orfmula:- - [err] wh

Le(rj;] \lNhI ch car bé-the sane or differesit, ar@ hyEirog]en Orerﬁglno[g:]r]a?nd
ydroxyl groups or al kyl or al kyf ML \ [err] and [er?] toge?[\rgr

can 15 represent a nethyl er® i i A
adj acent positions of 15\—3\/ . ra.d.|} | whep they are attachedeto.

phar maceuti cal | y-accept abl e sdzt' AN | |

' adyds g bases®@n ve -
?ﬁglntilfns of [err] and [err].;-ﬂe aI -radi calt and ghe a?Ejl)noﬁP?Oabove o
al kyl oxy radical -contain u51to 4 caf bon atoh#é"‘\fm exanpl e et hyl , nn

ethyl; n- 20 propyl .. i. :
bhal ogen i ncl Ud%et%H &Qﬁhﬁhnflowi' bﬁ’mlldmmsor dﬁferentf, d‘%l'ﬁh' ?ﬁﬂﬁﬁ The term.
rom:ne and i odi ﬁ&msThﬂqumyleireunsem y(gdlil or % Y
falling with$n tiepress l@f‘ﬁ?ﬁﬁ re& t@zﬁﬁ‘d&n éimkbﬁ)n 5
=5-tetrazol yI o the ring: syste and the l;lfi [ erlr] [ era?]le_ fh}mf[\ﬁ ﬂFlﬂHaraind [err]
25 [err] = [ er rlﬁas 1h thiefabove dbﬁmt[cmpo R‘, ag#cal andihe aﬁ(]rl portl%nti etrazolyl
: h the alkyloxy radical cofntain 'y to 4 carbon: atoms, xample methyl, ethyl, n-
20 propyl,- ‘isopropyl, n-butyl and. 1sobutyl tadicals. The term “halogen” mcludes all 20
' - the four members, i.e. fluorine, chlorine; bromine ‘and iodine. - o
The preferred compounds of the present mventmn falling wnthm the above :
generic. descnptxon are: . :
_ R2 H and Rg 5-tetrazolyl _ ]
25 R,= 2—0CH,,R, H, R, 5-tetrazolyl R o 25

R,= 2—CH,, R2 H R, 5-tettazolyl
R, +Ry= 2 3- dl-OCH,, Rg 5—tetrazolyl
R 2—OH R,= H R;= S-tetrazolyl

The: compounds of the present invention have been found to reduce allerglc . .
30 _ responses - 10’ ‘antigen challeige by inhibiting - antlbodi antigen ‘reactions . in- 30
' mammals; such as tats. When tested in accordaricé with the procedure. of Herzig'.
(Immunopharmacology, M:E. Rosenthale and 'H.C.: Mansmann,’ Eds., John Wiley'
and’Son, N.Y,, 1975), these compounds inhibit -allergic: responses or-passive, .
" cutaneous anaphylaxls (PCA)in-the rat when administered orally; parenterally or
-by aerosol at a dose: of 0.001: — 20 mg/kg “Accordingly,’ these- compounds are ' 35
' mdlcated in the management of allergic con itions, such as brochial asthma.... = .-
- Thus, according to the present mventlon, there are provided phatmaceutlcal ' -
composltlons comprising at-least on¢ of the compounds according to the present .
_ - 1nvent10n, in admixture with a solid or liquid: pharmaceutlcal diluent or carrier.’ C
40 - Generally speaking, in ani adult- human; a dose of 0.001 — 20 mg:/kg: orally, 40
' parenterally or »y aerosol administration - '1't0 3 times ‘daily ‘is suggested for the:
relief of bronchial asthma As with anti-allergy treatment the dose is to be adjusted :
for individual needs but is within the aboveirange. :
“The. compounds of the presént’inyention are: more potent andaorally effectlve _
45 than previously known compounds, such as disodium cromoglycate. - 45
*"Thus, for example, disodium cromoglycate in‘the above-mentloned PCA test
was found to be orally inactive, whereas the compounds of the present invention
were found to be orally active. Parenterally, the. .compounds. of “the, present
1nventlon were also found to be more potent than disodium cromoglycate.

.35




[err] + [err]= 2,3-di-[err], [err] = 5-tetrazolyl [err]= 2-OH [err] = H,
[err] = 5-tetrazolyl The conpounds of the present invention have been found
to reduce allergic 30 responses to 'antigen challenge by inhibiting

anti body-antigen reactions in 30 mamuafsF78uch as rats. Wien tested Ln
accordance wrth the procedure of Herzig (! munopharnacol ogy, ME  /
Rosent hal'e, and H. C. Mansmann, Eds., John- Wley and Son, NY., 1975) 11}
~conpounds |nh1b|t allergic responses or. passi ve  cut aneous anaphylaxy
_in the rat when adm nistered orally, parenterally or by aerosol at & dose
- of 0.00% -20 ng/kg Accordlngly, nhgganconpdunds are 35 .indicated in the

nage ;l f ts‘,%i&ﬁm ‘b:é' : ,accordi ng

to~The prestﬁm;“; .r‘g}é Py _ t,Ef"élf’fcorrpomt|ons
coyuprisi ng at Iea one of “tte corrpounds accor di ng-t o the-present.

i nVéntion, in adm xture W th a solTABLE - |.i quid pharnaceutlcal di l uent or
carrier. 40 - Gbnerally speaking, in an adult hunan; ‘a'.dose of 0.001 -20
ng. / kg: orafty, 20 parcnte Y OT DY a§T 030! MRS ratlo | to 3 tines
daily is su;gested foﬁ”?ﬁ@mP@Wlef of bro chlaFD&s e As ‘wi th anti-allergy
tieatnment, yhe-dose T's To be adjusted Tof Tndpvidupl” negds Bpit is within

t he above rfnge. The conpounds” of the-prgsentinvenfion are npre pont t and
orally effegtive 4% odﬂh@,(bﬂgged(l ously khown corrpormds -such}as di sodi um
cronogl ycat ¢. 45 Thus?; f & exampl e, disod um cronogfycate in the
above- menti pned P “Wwas f6_u'd,to be orla.lzl,,&/ﬁgn HC T ind&ive WN Ereas t he
conpounds of. nhaxppes nt- i nventy s g ound to. bg orally agtive: .
Parenteral | ¥; -t-he conpounds - of t he prese t.'i nventi pn were. al>o_found to be
nore pot ent than dlgﬁﬂﬁwﬁpﬁmﬂﬂﬁgwycate 13 : S
1,592, 867 - == =T resurts pf conparative
tests bet wegn dISOdIu ='glycate and qhree-of tﬁe new._conpounds’ of 't he
present invent i@ ”\M%l n the foIIownng Table TABLE t st conpound
[err]-PCA ( .' hbdxﬁ ' : | COO 1-2
my/ kg ‘ l\(‘stodl um (ﬁrmdgty,a@é)mg/skol P4nmg/ kg

0p4mg/kg | <

| 0005 mg/kg | 0.05 ma/g |

a0
| N

o Accordmg to the present 1nventlon, the compounds (I) can be prepared as
5 follows: 5
- ~ An appropnately substltuted anthramhc acld is condensed w1th one equnvalent
of 6-chloronicotinamide in an acid to give the’ ‘corresponding - substituted . 8 -
carbamoyl ‘- pyridol2, l-b]qumazolm - 11 - one, which is dehydrated to give the
: corresponding nitrile derivative, using for example p-toluenesulphonyl chloride in '
10 pyridine and dimethyl formamide, the desired tetrazolyl product being obtained 10
from the nitrile by using sodlum -azide,.- ammomum chlorxde and
dlmethylformamxde '
The follownng glves al more detalled descnptlon of thls three—stage process

Subsututed 8. - carbamoyl ) I -0x0 - -11 {1 H ) pyrldo[Z 1 -b] qumazolmes . ,

15 A mixture of | — 2.5 parts of a substituted anthranilic acid, 1 part of 6-chloro- 15
nicotinamide, 0.1 — 2 parts of a mineral acid, such as concentrated hydrochloric
acid, and 20 parts of an alcohol such as ethanol is heated under reflux for’ 8 — 72



[err] 0. 005 ng/ kg 0. 05 :
i : ; : mg/ kg According to th
i nvention, the conmpounds (1) can be prepared gs 5 ?ollomse present

An appropri at el y subst ituted anthranilic acid is condensed with one

Valen T T T
equi-valept—ef—6-—chtoronicot i namaeEesan acid to give the corresponding

substi tut - .
dehydral:---e-OI 8- carbanoyl .- pyrido2 1-b]quinazolin 11 one — hichis~ -«

p-t ol ugngsuyl phonyl chloride in 10 '
( syl pt - pyridine and dinethyl.faor
desi red ﬁ@ razol yl —product. bei ng obtai ned. 10 from the' '?/ri'tri enag]ydehs;[ ES :

sodi um zi4de armbni um . chloride -a9g8eli met hyl formanmi de. The fol #owi ng-

gives a nore—detaited—descrt u OTT. '
3 ) 4 ool lH gcﬁxctssre ed¥n@ &8 Sifcted by
ubstituted 8 -c : °}° 101 g‘ i °fc[;arné lig §££

b0 Lation! is-lak tallisitjon- frapiamazol | nes.
afdlsol¥ent ayddsheo ‘a suf Ei't uted anthranilic acid, U

15 - A i S f‘,’é '
part of 6-chloro-— 15 nicoti nam de :
concentr at ed hde@e:tlfﬂltm‘t? ccya@u g@'? ta{%f 'b?g q'gﬁfﬂ%%{er?lsug;; gs Such 35 -
’ : 5 T
1E F .

: pixt
et hanol , isSheat ?ﬂl | ﬁ)&ﬁ Zparts p-toluenesulphonyl chlonde,s—- '

1,592, 867

20 arts of dxmethylformam:de and 20 — 100 parthof pyriding |
i's cool ed and thesmcndm:—t—@éplas rogmgo t&“‘ o °§’§l“mpﬂ" ﬁfé‘t‘{‘mﬁm (7)60/ur¢-- :
yield). Purifi caPP‘UPJd 8 }ég‘ lgilﬁi éd?oﬂdcaéﬁt A0k from _ 100 .
approprl at dfol ve 31 Eyg py stltut ed 8- ~cyano -11 - oxo -

-4 parts of p- toI ue (lm)a.zollne o
and 20- 100 art afldd, 0S-_ O path efabuinphiby nami de

11(1H) -pyrido[2 ui nazol i ne A |

of a 8 - carbar ndybsumtedig - (tepwazol. - 5 y?) “rféa lfﬁﬂ f.fof'%ﬁ%{@] ”fg Asgd of | part
> P bId f

lé iddahid!5 Lﬂﬁ)ane&ma}:ﬁdl;libmﬂﬁude 1grep ﬂtnr68—646)_pu 80 THS

......'-i

product obt& ned -as3@CpTieaks no:amsttaﬂsecol@ Lﬁ %% 0 200
parts - of |ce/ wat end @k lﬁaél "Q o rﬁéﬂﬁ 10“ " da h s
yieldis 72% A s?érfm 5 E fiane nMa L r'if eo Aicherpybgine

ta O th

recrystalll tior W’ f
Substi t ut edi@8 - dnt’ qtpg}z;;me b%g,_ Sy ymi’f( %5?9?{@3%?&% icar ond?’rﬁf\yﬁflﬂ{b
IL i&pé ic phuric acid.

pyrido[ 2, 1- blqui rm%?‘?}é,? urg.sseaafmuisﬁmnguheépke&nt cyano

- 11- - oxo - |1 (& -
invehtion:+L ]CIUI nazo ine, 2 - 5-parts
SIZIngteh I2f5 parts of ammnl um 15 o C%orlld and "50- 200|Opartsm(c)f50dI o
m xt urg i gr cmg?l dﬁa 'gff P;eat ezﬂ oo ; pl%l 18 pyrdr2; -ﬂ&dzrlazoliﬁhe reacti %)5n
Wi th © ﬁ: nﬂu‘ﬂg Rsl pNIPS Dt 6xy0fanlhmﬂwat:lér amﬂs@@m, fied
a mneral - acg dchiedd otﬂ;‘imhtjé fd 500! ndr étlmnalxodtaininigd 5 ptrated hydro-
chiaric acid was heated under reflux for 24 hours. The rea tlon mix ure wis cooled

30 to 0°C. and the resultant solid ll)reclpntate was filtered off to give 34.0 g. (69.5% of 30
' theory) of crude:8 - carbamoyl <2 methoxy = 11 - oxo - 11(1H) - --pyrido[2, 1-. _

. blquinazoline hydrochlonde salt This compound was recrystallized twice-from

- pyrldme to give an analytical sample, m. P 329— 332°C (dec.).

b)8 - Cyano - =2 - methoxy 11 -oxo - ll( 1H) - pyridof2,1-blquinazoline. - - .
3 - - A solutlon -of 1.2 litres pyndme, 300 il dimethylformamide, 7.46 g: (39:4 mM) 35
- -toluenesulphonyl chloride and 7.45 g. (27.6-mM) 8 - carbamyl - 2 - “methoxy - _
: ll - oxo - I1(1H) - pyrido[2,1-blquinazoline was heated at 100°C. for 42 hours, .
. The reaction. mixture was cooled ‘and poured into: 4 litres ice/water and acidified to
' pH 1 with concentrated hydrochlonc acid.: The solid which formed was filtered off
40 to give: 5.0 g.(72.2%, ‘of théory) 8 - cyano - 2 - ‘mettioxy --11 -‘oxo - 11(1H) - 40
" pyrido(2;1-blquinazoline; m.p.- 273 — 280°C (dec.). The analytlcally pure._nitrile
" was obtained after one recrystalhsatlon from pyndme m.p. 281 — 185°C (dec ).

c) 2- Methoxy 8 - (tetrazol £ 5 - yl) - 1 - oxo - 11(1H) - pyndo[2 I-b]-
.. quinazoline. o - g
45 A mlxture ‘of 3.00 g. (12. mM) 8- cyano 22 - methoxy -11 - oxo S1IQH) - 48
B pyridol2, 1-blquinazoline, . 2:22 ‘g. (34.2 mM) sodium- azide, 1.83°g. (342 mM) oo
ammonium ¢l loride and 250 ml dlmethylformamlde was heated at 115°C. for 20
- hours. The reaction mixture was cooled, poured on to 1.5 litres of ice/water and
-+ acidified with concentrated hydrochlonc acid. The solid which-formed was filtéred
50 off to glve 293 g. (83% of theory) 2 -'methoxy - -8 (tetrazol «5-yl)-11-o0x0 - T 50
11(tH): - pyridol[2,1- b]qumazolme, mp. 279 — 299°C.: (dec)). A-sample of _
analytical ‘purity was obtained by recryst ll1satlon from pyndme yneld 2. 25 F-2 (64/., ]
of theory); m.p. 302 —304°C. (déc.):
_ - Other compounds of the present mventlon can be prepared in an analogous
55 mhanner. ‘The physical characteristiés ‘of some of the compotnds of the present . 55 -
‘invention are set out in the following Table, together with the physncal o
characterlstlcs of the. correspo dmg carbamoyl and cyano mtermedlates

to give. the correspondl ng- n| trile derivative, using.for. exanple-



obtained as a precipitate and is collected by filration (83%yield).
Purification is acconplished by recrystallisation froman appropriate

sol vent, such as pyridine. 20 ... The salts of the conpounds (1) can
be prepared, for exanple, by react 20 an appropriate base, such as

sodi um or potassium bicarbonate, of fan appropriate acid, such as .
hydrochl oric, -hydrobrom c of sul phuric acid. The -foll owi ng Exarrpl e'is . @

gi ven f.or the purpose of |IIustrat|ng the present invention:- 25

Exanpl e 1. . 25 a) 8 - Carbanoyl

- met hoxy -115-0x0_- 1g 1H) - pyri dol 2, 11092867 nazol i ne A mi.xture of 27 05
g(161 M  5- rrethoxy T anthraniTic acid, 25 (160 MV 6. -

chI oron\c/otl nam de and 500 ni-. ethanol ‘containing 15 ni. concentrat ed
hydro- chloric acid was- heate UNaer TerTux Tor- 24 nours. —The reactrion V\la

m xture s cool ed 30 to ere] and the resuliant solid precipitate s
filtered off to give 34. 0 g. [6929% of 30 theory) of crude 8:- carbam)yw -
2 - methoxy - 11 - oxo - 11(1 < 2pyrd dd 2z1- 2b]&uithaZol Bne hyiir &chBor Ede
salt. This conpound was recry;taﬁl i @d‘& V\Bce"’f r’g)m'gayf"l dEnéEt @ glEveZang
anal ytical sanple, mp. 329-[prgk. | @e® )™ bE & Lyanoa- &2 -a.mSt haxys- |11
- ox0 - 11(1H) - pyrido[ 2, 1-b}quinazoline. 35 Asolutlon of-i.2 litres
pyridine, 300 m . dinethylforpam de, 7.46 g. (39.4 nM\).. L :

p-t ol uenesul phonyt chloride afft—7 @5 g~ (276 TV~ 8= (.,erolllyI ]
methoxy - 11 - oxo - II(IH -jr riFo[Z 1- b]qw nazol i ne was heat-ed at [erf]
for 42 hours. The-reaction m ('ng : '

S.CO0 d..poyr _| t g -4, 1|
icewater, and-acidified to pHf 18 %cmcéntma{?edﬁﬁy% hI%H 3 % eghe
solid whlch formed was filterpggff 40° © t9D & 570 (QIZ;Z(V"_of t Réorly) -
8 - cyano -- 2 - nethoxy - 11 foxo | II1(IH - pyri do[2_,__ _b].qui. nazoline; mp..
273 -[err] (dec.): The anal yt featty—pire—nitrite-was obtained-after-—ong|
recrystallisation'from pyridi pe; p. 281 -[err]. (dec.). c) 2 - Methoxy; 8
- (tetrazol- 5% yl) -=11 - oxg; 1Y 1H) o yr|d0[2 1-bl- qw_nazollne &5 i
A nixture of 3.00 g. (127 m) B - dyanox Jrethoxy - 11 - oxo : El(gH)
45 pyrido [2,1-bl _ui'hazM®ine, | 2. [} ES \ %Mos&dlam&zmep 108329\(3 .2
mV) amoni um chl of i de: (?fd 250f m E I?Tethzylgorﬁarﬁ»d o WES %ef&e&aﬁ[crrd’; or
20 hours. The = to/ T ture pas=dodhe % ﬁ’oﬁ’-ed"‘*oﬁ To % K FBrds gf z | -
i ce/water and -aci M{i e/ Fth foncent afiedzhydr SEhicbr Pc Qcid. OThe sq id
whi ch fornmed was filxeped off[to (ive 298 g. (83%of theory) 2 - getdioxy
-8 --(tetraﬂ)l ~ 597 yIN .- 11{- oxo-- 11(1H) - pyrido[2,1--b] quinazoline |-
m p. 279 - ?er_(];(t.).ﬁ: -S ___rrp1q of —anal ytT1 car purTty was obfal ned by’

0

——Ts

recrystal liSation. fpea{ pyridifie;3yfield 2.25 g. (64% of theary); mp.
302-{err] (dec) 1€ 3 Q_npomds;i'j ihe pges;entgrgvemlgn@ana be ‘prepared _
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7 1, 592, 867
7 4. 8 - (Tetrazol - 5 - yl) - 2 -nethyl - 11 - oxo - 11(1H) -
pyrido(2,1-bl- quinazoline. 5. 8 - (Tetrazol - 5 - yl) - 3 - methoxy - 11 -

0X0 - 11(1IH) -- pyfido[ 2, 1-b¥< gquinazoline. 5 6. 8 - (Tetrazol - 5 -
yl) - 2,3 - dinethoxy - 11 ox0 - 11(1H) - pyrido[2,1- 5 b]qui nazolip€~_7.
(Tetrazol 5--yl)."- 2,3 - methylenedioxy - 11 - oxo - Il (1H) -
pyr| do[2, 1-bl qU| nazoline. 8. Process for t he preparat|on of conpoundg
t he general. formul a- given in 10 . claim 1, wheréin an appropriatel
substityted anthranilic acid is comgexssed with 10 one equi val entyof
66h|0run|wt|namae|n m_acld Lo The correspondl n tituted 8 -
carpdnmoyl- ﬁ gei"“c?}iqal n%{&olrz r{‘q"hyil 1 -gRe V\ﬁf‘@'ﬁ Hyg&agﬁggrat ed to give
t he, correspo ofl 53 nq-[t,ﬁ-uop angptty smgtlne,@ I pached W IH) qgau&mapl de, . ammoni um

chl b de andquinazahdc Iformam e to give the corresponding 15

tetrazd yl ] etrazol - 5 - yl) - 2,3. -'dimethoxy - 11 - oxo - 11(1H) - pyrido[2,1- 5.

15 9. Pr Ocesgqﬁf#%? ﬁragazao §1.em & 4l Rnddisey AT PIGLo OANET in
t e product pidiNesiquisazbldRCt € th.an acid of a base.to give a .

correspondi ng . 8. moceﬂrfoctéssrebmthm c mgplarlmf thegepenaplotmuls givercinr di ng to.

Cl al m 10 SUb%]g;ab :%1 fgm omcoy mEﬂ‘ in an ac: l\clghﬁe f |WI:;P| ed IQO
11.- Conpoun chrBarhoyh - pyridoPhicH] ér ocess
20 accordin dél@dateyl tOI’gB/eOﬁe rals;mndiﬂgmnl& nd ilﬁs thE’InMamcmnhlsodthcorrpo& tions,

onpri si ng ‘at a#'@a nmwnbdﬂ?r&sn@da@txieﬁhﬂfqmam@e do givthe cpmespendingt ur e WI th a
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