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5 Analysis: [err] ' 160C. The nelt ol idifyi aft&g a
short time, is,4ojl,pd. %% i andJhe 8% Bl |

e}~
hydr oxi de soI utdesoribed o Exdmple 3y and wﬁfbénp aa-a. tion found: 71. 58 4. 40

8- 68 CﬂWﬂ%%ﬂ%Mﬁ Betingspoynt | tered. aci Bismplcs 50 with, gl #6i al
acetic acid ané? Pstals are 5 i ‘eq_| e ﬂ{':d"'
removed by suct,shayhsf ICL BB, NL0,0N. The hydro- & b(q ﬁ’f f‘ﬁ 1- b

- qui.n- or| de ( Iow yst bt ai ned frompzoline - 10 - ethyl

car boxyl ate 48 fre doasq Yy aq;ugqlfyjs Wit hHogg
55 [err] Analfossd:s: 7.2 r | HJ7 C%58C67 |-|%595|\% Cl% #

2-chloroquinoline are re cte ~calc: 62 48 3.37 .8.58 1%87 10 .
11.9 g of 4- a 0ndl e »
10. 02 descr P W .#g‘ﬂdla %Q qﬁ‘%ﬁas

_ Exanpl e is fdlavelf

a nel'ting p0| nt asl the -hipdro |
11 - Ox - 11-H 2- -pyrlﬁbﬂﬁmdlwwe[@ﬂﬂ[err]

i
[2,1 b] - qU| nazoI [ n rboxyl ic ac C% HAO N%
R SERPUHR 7170

0% cal c:

4.17 . 8.67 4&?;59%%@ ? ’H,gh““} are heawed 458 gHYf N% QY%
6- chl or oni cot i ris(pcaqu mctgago ﬂ'-!'% -5448|l 2359 n’etg% 1n 58
pyrido[ 2, 1-25 WlptoklucB smdgieofuestm hiledewitiofy AT antdt e 385 65 "’%]
qui nazol i ne - gglwmwﬁgwaw@ hyiﬁﬁg"’and pr-mse;mﬂ ASmPHRASE! drd bkainel

Exanpl e 0 and washed with water and s‘cet m"mmm 0-
HooC ing hydrochloride is susperidbd mrwm a{d rrelé ove, Anagl ys»;
[err], . HCBO4a®i ?‘gtomfrﬂ@ “Rbh| restleips dd cac o Yt hgai;ll Bq'ﬁnof

5- methyl -ant hr é‘rm, ‘3 i 'ss‘,’,," ,o 12H°/bxo-12 Ngo- qmno[z,l 94) qui0 150C
After. sever al hCacidfbying thiboh: . B20li8d- 10 3ca@@nylic sgid, T4 1158

25 product SoltlbﬂWfthQ&tlc acid msdcsirﬁrprmmpm whit 1 pyridof2dl 7hl - quigsg
8.94 = 11.8% tcipiees- i ts vol ume of concentrat ﬁ?‘dr cﬁﬂgl?)oﬂhé agd d, cool e%ﬂ
renmoved by S“CtAnSIPs fid 6on The fol:l'owi ng conpoursigmgls & obt ai ned and
washed with water and>adetonitrile. The: yllpr%eslsle-sliam%gsbl oq@arrpl es
1 to-6:- resulting hym"/pchl (H%de N% suspended i nazgline s - ' -

acetonitrile. %&E 5%%”]9 mor_lde 6 - oxo -96 -~ H - pyrimido[2,1
- bl = quin- end& er - and di ssol : t‘.due azoline - 8
- caroylic- a@i d, caI cul ampuusa_.nt Ity of sodi um bi to0 12 - oxo -
12 - H - qU| no 12 - Oxe -{IB --H g benzo(g F@Mb‘l,lt-he -A- ase

solu--. azoline - bjo WW@?P‘BO)@?I" At | 02 WholbpoRiES | g@&ﬁﬁi |tg egss
product -pre- 11 - oxo - @91 - H - pyr|d0[2 '180°C & du-q:lin:lahylsﬂ pgﬁz@itgﬁ)es
i ne - - : &haying a melting point a ca-
azoline - 3 - carhaoc 80. Exmmeﬁmarate of 65 to 68°C) is ob-
tained. Heating it with acetic anhydride gives 90
N - pyridyl(2) - N - 24 - dzmcthylphenyl-

1 32 g of 6-ch10romoot1mc ‘acid_are heated  acetamide. 60 g of this acetamide are oxidized
45 with 1.8 g of ethyl 2-amino-3-naphthoate to  with 218 g of potassmm permanganate and



11 - Oxo - 11 - H - pyrido[2,1 - b] - quin- C% H% N%
azoline- 2 - carboxylic ad calc: 66. 14 3.94 11. 02 found: 66. 19
_4.09 11. 11 40 Exanple 5. 13 - xo - 13 - H - benzo[g]

“-carboxylic acid b]- quinazoline - 10 - aroylic acid Mbl ar quantities of
2@3 met hyl anil i ne and 85 2-bronopyridine are condensed at 160 to O '

[ and 2,4 - dinethyl - N- pyridyl .- (2)- aniline (having a nelting

p after purifica- tion via the fumarate of 65 to [err]) is ob-.tained.
‘Heating it with acetic anhydride gives 90 N - pyridyl(2) - N- 2,4 -

di metI$yl phenyl- 1.32 g of 6-chldd®hl%otinic acid are heated a6etani de.
60 g of ] W of,,et h ) '
SRS M&We}m% i @'ﬁeﬂ f&gx mzﬁ & 028 ““n;{,tzé and
1,572,707 The manganese dioxide produced is re-' sium permanganate © 1'/15- Exog- of rﬂgnesf'ﬁ'ﬁ
sul fate ¥ e‘k"l 2 M@F““’tﬂ@ %ﬂ":@ﬁ H@F“(@)‘ b1 N quingzgling - 3 -garhemyliny | . bet ween

40 and offiepE aad eyl a:f:t’csl:c‘g' s penoy %1t ) acet ani de and oxi dation With potas-

The mangeya&ien: tr@a‘ihh e -produce S I eAnalyfis: LCQHRIMENganate to 11 --oxo - 11 -
H noved l@ftelsmuingdordnchmmmdrtmdﬂhe ot her %{édo[z 1 - -

qui nafoolg o3 700% on wwa"w‘" ‘Su;i'giﬁquccg{c aci gggl edHgth ﬁg«it iC acr d. The com

aci d. i T 2 5 oun hat ystal |l ises out

sl ow y .éﬁfﬁ‘&%ﬁﬂ&'ﬁ%ﬂ&él |°(x2?1. a‘aﬁtbiy}r[atflm(l)nﬁ 1 Anal ysis:" [err]
After stacrdr%::gltﬁ@rgwmmafm temowl ti mes its cixamglé By of concent r(,@t ed

“hydr ochl B #etbed; it watgr and acetonigzils. Hog - Oxo - g%evm»%blfu-r] i s

di | ut;gd Whaids: 16, JijH)8S its calc:  65.50 quinazo gy yant i ty of
water. The 11 - ox0 - 11 - H found: 65.24 ~ 03.21 11.79 pyrido[2,1 -

b] - quinazoli®%- 2 H%car bTCnyI ic acr d pr ecr toadual ly, and after
renoval e 6399 Exaidd e B8 washed with water and
acet oni trl'f - X0™- 6 - pyrr m do[ qur nazol ine -8 -

car boxyl d)CSMalt5 Anal ysi s: [err] gih o 3.33
11 6720 ounfrom 484 ob@ined  py@dasgpinazolone. m 03’ 158 ﬁ,ggﬁs- ¥
2- am nopyr 1&%&: _“- °‘?0 180°C for 6 rBours. HFhe B

pyr i do- qui RaEA! HiaMona skbs@bently pre- ﬂm diluted with water, e'=h‘=r65 ai um

car bonat e dpndteew&hgmm&l opper povvder ‘h‘(‘azt}?l‘(f“" tzﬁ ddi_ym sal t is
obtai ped & 0C f or @dl iy e(mvﬁ t HBt he ,

hours The reactgs

cal cufuit o rbonﬁteiemiédsub t?yfopre.e methyl - N
- pyrini dyL lic a@d ’Qﬂ ég &&E prsmhmmwﬂm ls%t!lat 4,

95-[err]) waxerJ milatachtha drhaiderbt D -*‘l As
descrk‘ped andthe gt e sait lsfmc‘?!tﬁé‘ C mffr@mmma _agre ShISRe é’éd in3m of
wat ery 0. TR hanol ani ne are aagtkcthloddeuschhnhel wth pot assium

perrranganmyﬁ; C,,H,,N,o .H,0 75 and t eth n&]rb?‘ﬁ\ ;}g salt is precipitated. .
cyclized and the 6-0x0-6-H pyrim do- ‘éltonltrlle

[2,1 - b qu zol i - car boxylic acrdo shydraeghl onege is obt ai ned.
Anal ysi s;l;'m{derrg?;’ lﬁé ﬁ:g 7 Anal ydirs: [0 HRACY 1553t 80 NV

C% H% N%56.43 found: 57' Jognd: . £18% - 34% 48587 cal c;
51. 85 ¢) anwlmaess MR ‘the hydcbciSde. i sggi sl 87 35 c)
Tri et hanol Wf”n€r4 B‘ﬁ%’“’i"‘ ﬁ‘@‘ pwmdaoi:quyéﬂ%m 2568 & bi- Fromthe
hydr ochl or hig. ebo'sp ﬂpgp i Sk " Gﬂb@amgnbtmmmn@owqumlol one
car b- acet 03.6 godft tribthunclahine (épp@E. 8574)h 2 of | u rile, the above
sal t 40s pr (deerowpesition % 208°Clcar bonat e an fm“hi’ rTl1est)%g]1t5{‘]|,Ll]{et‘ﬁ"g,noIY"
azolme 8 - carboxy 1c acid (which ma ' :
Analysis:’ C,.HzaNa.O : . : converted into its salts) may bg t:l'mtnnedy
Cr HL N oo Example 10,
calc: 58.61 591 1080 .
. Acetamldo 11 - H 11 - pyrido- 90
foond: 5880  s72 1100 - [2,1 - b] - quinazoline - 2 - carboxyﬁc acid
Example 8. B 238 g of 2-chloro-S-nitro--
11 - Oxo - 11 - H - pyrido[2,1 - b]- y reacting 8 o oro-S.-nitro-
quinazoline - 3 - cgry;oxylic acid - gso%’nezz’th d};egh;lf 2,4-dxmetll:ly:ra:ﬂme’y?f
' . . T red)u aniline is obtained, from which after 95 = ~
' A o ction with 76 g of nn-(II)-chIorlde and . -
CL S acetylating with 210 ml of acetic anhydride, .
N CooK - N - (5 - diacetylaminopyridyl - (2)) - N-

. . (2,4 - dimethylphenyl)acetamide is obtained.
. Analogous w0 Example 7, 2,5-d1methyl— - 9.5 g of this compound are stirred with 26.5- g 100
S0 aniline and 2-bromopyridine are reacted via of potassium permanganate and 3.5 g of mag-



3.6 g of triethanol am ne (approx. 85%. Anal ogousl | to 9, 11 - oxo-
85 (deconposition >[err]) 11 - H- 2 - nethoxypyrido[2,1 - b] -
quin—_Analysis- [errlazoline - 8 - carboxylic acid (which may be converted
into its salts) may be obtained., c% H% N% cal c: 58. 61 5.9
10. 80 Exanpl e 10. f ound: 58. 80 5.72 11.

8 -Acetanmido -11- H 11- oxo -pyrido; “90 [[2,1 -, b] - quinazoline - 2 -
car boxylic- aci d 11 - Oxo-11-H pyrido[2,1 - b]- " By reacting 23.8 g of

2-chloro-5-nitro- 11-Oxo-11-H pyrido[ 2, 1 123; carboxylic acid pyridie w
19 g of 2, 47di.nethyl anline at [err], 2 WIS/ npthyl - N 5. pitropyridll -

(2) - aniline hesiu@Dhudirasl o @ﬁbdﬂhblchnxa:i-d e AnalfRB: cgﬂ;m,b;on with 76-g of
tin-(11Q-chl or () farthoas et 30 a8 GgAlgrsbrin 0 ni- of acetic anhydride, N - (5

di acet ylam nop#ret I‘““l )”’“‘“‘gﬂ\l-the ?s’é“e iHi net hyl yI) a?i/e is . s
obt ai ned. A alm ‘o h (f h&hﬁ%& F}% thgﬁsgcorrpound are’

stirred.wit h ZWog [mo 0o quaiatoimenezartﬁb-z brom)pyrr di ne are reacted via of

ot assi um per aad @radveally SryStaljses fouty, Example 13.

g 572, 707 P rTéwirllt‘;)’vair,dbysut:tmn filtration and washec 11- Oxq - ESI r@y{ggggl tbé in a
wat er - but anol WP KL ysis: [err] (2 1) fof ours a to [err].
After suctign Aﬁdl,tslgac;amu,(nrm,mvaporatr ng, the.res is § C% 55
HY% N% heated with di I ute acetic a |d for 1 hgur"l """z 54.72
2.93 31.92 C%k 5 ;b)ﬁ% acet am N H- 11 - oxo-

found:  54. 93found 3. gq é 963 By i d041 [2,4s m lﬂxamplaunnaﬁoriatua@hc aRid-
carb- oxylic acid gradual |y cryst al | | ses Ouhlondetxs psduoed from 10 g of Bkarepd-e 13.

removed by suction filt rﬁf!ﬂ' hnd Wllll - b] 1 jquinazojine - 2-
oyt o 2.1 1 oo B ““yml“ L m‘*’;z":fmf «
qui nazol ine - 2 - carboxam de i Anal ysr ofth Ifdr 1 RHroom temperature.

55 C% H% N% [err - calc: 57.14 Afterw!ird?ﬁdllute aieﬁc@@d is added ¥ tfeound:
57.68  4.69  13.1 _ mc,, As in “qgméﬂéa?%élaey‘ffrse%cr d
chloride is produced f o 1 11 - oxo-

- H- pyrido[2,1 - Db] nzolrne- - 15\@}@.&3{1}[&;0, Oxo - 11 - H - 55
pyrido[2,1 - bl- carbg;glrc acrd It |sthen strrredrnamxture

qui nazol i ne - 2.52g84&tPeil ogppll - bom of d ° of conc.
%P %ﬁﬁ?ﬁ'ﬁmse £ dt er s Iutﬁ;gcetrc aci d

60 ammmoni a 5(? e,
is added to heitsr fyloﬂthloﬁ?l)éﬁlbﬁdéfdﬂlthbﬁr fei d and the crystal s renoved by

suction filtr atipsolnble agide js sucked off of .the 11 -

oxo - 11 - H - %8¢l g" t"lefg:g;m ?éhrgo‘;f HR - Cm’%w\lﬁ)@ﬁﬂ*‘é Ega&y&f“?'ne )

- car boxyl.i g5 agh ﬂre:eemyl SAL oxo - 03.77 17 Uced in
Exanpl e 7 are rgjll 4bpd quinabetine t-IZrBScar lared: 65. 00 3. 17.38 its
quantity of thrhyd!yﬁﬂovﬂﬁgw émlThe i nsol ufl- & c ¥xM ic acid
chloride is suckdithgef °°mp°sm°“I§2‘3 #eCha. and refl f 0 to 20 tines
its quantity ofanalyig? C, HNGOP. qua;g-omzo - 114 npy&odol-1 H - bhanol
until conplete sol ution. After cool - [ -z Ehl!lioﬂﬂﬁ q

ing, the rret39|yl %}% ?f -H ?ﬁ Lﬁéghiggﬂ thsethyl-z 75
car boxyl ate hy hl ﬁe cpyst al eslngt

(deconposi ti on po?nt §4C) Anal ysr s: dm,‘;mn e is sunt:f;f

11 - oxo - 11 - H - pyri Segoplell2. b UI naznbvmeor-mZhourscar Bodiemhet ear(zaxa Ie
30 Jo- Oxo - 11;% pyrido[2,p 19 (H omith dikgy sedium submd@mrm%og&r

of dinethyl 3 75 CE%,L gS 8 qumffl"é% su ‘°B§l‘“° 14 I and
3.3 m of thionyl chlori de are found: 55. de,z_m%;?fg ﬁ%%ml&%l
added dropwi se. WWhen theg addi fyion is Com. p[zateb he;umaambmcbwhe&t(d&sn-r s
stirred at 90 to %E_uu< posmon268..-271°c)
Analysm C“H,N;O R
- €% - "BHY%L  NY%
calc: 70.59 317 '19.00 .

553 g of the 11 - oxo - 11 - H - pyrido- found: 7042  3.04  19.00
[2,1 - b] - quinazoline - 2 - catboxyllc acid :
40 chloride hydrochloride: produced as in Example 15. 90

Example 11 are dissolved with 2.1 g of amino- 11 - Oxo - 11 - H - pyrido[2,1 - b] - 2-

tetrazole hydrate, 6.1 g of triethylarnine and (1H - tetrazol - 5 - yl) - quinazoline -

200 ml of dimethylformamide at 0 to 10°C

and stirred for 3 hours. Afterwards acetic acid : N
45 is added to the reaction mixture until acid and N I

the product removed by suction filtration o N—N

(decomposition point 330°C). H



Exanpl e 12. [err]C for 10 hours. It is then neutralized 11
-Ox0 - 11 - H- pyrido[2,1 - b] - N- (1- wth dilute sodium carbonate

sol uti on_and 80 35 H - tetrazol - 5 - y|l) - guinazoline -2

suction filtered. carboxam de By
reccystallization from dinmethylform amde, 2 - cyano - 11 - oxo - 11 - H
- Py 0 [2,1 - b] - ‘quinazoline s obtained (decom 85
Anl_\y s: [err] C% H» N%calc: 70. 59 3.17; 19.00,5.53 g of the

11 Oxo - 11 - H - pyri do- b] -

qui naZeH oduced

as in g of 2 - cyano - Exansﬁd e 115 H- Analogously thh EnﬁﬁesEnaﬁpm uﬂel ar e - .

di ssol vadndnlz,h -2] ¢ m@hlnarﬁﬁmle 141:1 follo@jve CompP!lnds afel obwpyd‘-r-do[ 2 1 30 plyo, 2-
tetrazmﬁﬂﬁ %‘F’ém %g%’@ Iﬁmn and 5- yl) -

- qui nazol or man le ofﬁe 3 ﬁg; ]ed for 3

hours. Af TRy mmnsaelemed:wm te acetic Ethyl 8 - oxo - 8 - H - 1sodum6ﬁ,z 4 s}-added to the

r eact i oracidi and whecteyazolylquinagelige areduct ffe pr quipazeling eh%v@cbowtes uct ion fdtration
L [epepd PRl Eiet on poi nt 3 12 - ox 12' 'q‘“"° A - bl-

foupgi7 0770 42 3 04.

1900[21-

lin
1, 572, 7Chfaalysis: CELN,O " _q““‘mn iy 2‘“@; ofi,2 cyano - 11
- oxag- T & hemg og ou:sl with Exap et pa[u;do[z T - b] -
qui nazolslre (E%Q?p ), ||OWI nglkoomouﬁdsﬂa-rlanzo[g]a-lpyadh[?-,l- 60 50 1.8
g of sodPlfh az1%8 an&g% 9% ammn 1crﬂ“ ecKéWqun 60 nl of

di met hyl form Etlgy]meﬁ; .oxo- My e {f,;?hcamdefor 10
hours to 90 IOxoll[lGH pyrido[2,1 - b}- qU| na ;ne - 7 - cargoxyl e; The m xture
i s acfsdi fi edvipgzeliped2|- hydsozamisagid  Et hidl - o 1)¢0H - p8nd0[2-l bl saqnﬂ nej 1,2 - bl -

acid and the tetr@zol ylqui nazol i ne p od'&‘&‘f‘e -
car boxyl at e; Q kanmved by su [ &mg @f? Bf - < Qum- Ethyl 12

- 0X0 - 12 - {211 - bl- QUIj’]aZ:ﬂiLISIeH Jtﬂazolom’ba}(yhﬂh-e Anal ysi s:

[err] 11 - oxo azqu- 7Hcarboxyhcaqé;th pyrodo[ 2, 1-
hn;ﬁg gk gy | ot el Mool e

carboxyl le 8 Yoko - 113 1-b]- - 0Xx0 - 13 -
' ﬂ @?g:ﬁ:ge a:co :@ : azdﬁﬁe 888 - dxcary;l% ac1d] 3% _

b] - qumydmd:llmdeorslrﬂ@fl id; 11 - oxo, - 11 - H - - met hoxy-

and

pyri do- s %utglformau;lg%lat z?ofwnth Th“bﬁ'?acg ':m’ : e’ 8 -

car boxyl ¢ a lﬁ?else contamm

qui-nagsol suétidn filtrétion. hy roxam c aC| d ma@xxhobe ﬂ:ohverted-lmto ﬂzmm[z 1 - b] -

qui n- -.65 azoline - 3 rboxylic a@m@s ic additipn_salp eg. afglisi ni do[ 2,1 -

b] - qur‘?‘l‘l“yﬁszcﬁlr}ﬁgs ‘é’H@ar boxyl i ¢ AP AKY amitgs, o _ 5 -t hiad®l of 2, 3 -

b] - quin- azolkne - gé, - CREbOXYI I c aci d, Examp1e71@ 5.9 ¢ of - oxo - 11-

H - pyrige] 2, 159,008 - G}Ve - 1891 H - g‘r Amino[- 1] 2 H - bl - oxoppuide- [%]-

qui nazol found: - $9.20 caddBxy|¥Pd% aci d chI li 'd@‘m&!'@ﬂ 1 Ae carbogylic acidyy boxyl ic acid;

hydr oghl ori de pro%% fl gccording to Exg Q49 .1 Itk coxdd - PYT do[2, 1
- b] - o Noxe2012 % op]nsse] V Qéln- [3;1 o%auﬁlldarm m-nadaef,:o- gazol i ne -
2,8 - di car boayling el(n-ouaﬂboxyug/a!hdochl orld'dad af) inGE nl’e lojﬁmdlaqtdopra(bpyl am ne and -

100 m of dinmethyl fornanide at [err £ 'bath % ds may al so
i ' T ad fo %, 5 hoursforteé{,'?%ﬁml%ﬁ“ as their
|

acid addition saft3 ra y Wt h dinkdivieh aae;doaemudxcﬁhﬂilﬁﬁmdu@o is

renoved 'by stromg a1 s, These con'r’i?:lrjﬂigpgmao edi bok |112-50x0m§§| on :
filtratio r@"‘n&f into the
11 S obta dissa

corregs poyich %ﬁx&néd%zt 3}3&3‘?&& Solfticl; priipitated! graaané“@‘é‘xaa s: [err]1/2
H20 prodnoed as desCribedV ih NExadapdy | 3, 248 NGGion filtered and ‘washed with acetonitrile80 958% :
H% ﬁ%tfedflg §0 ml of 10% SOdlmt? hydrh:axg sludEll@!lrrpl e 18 cal c: 59. 09 3.79
15. 91 ution ‘or ol - [2,1- found: '59. 20
3.70 4 ch‘ﬂz, holf an houd %éenm Anq' éPﬁgS Ear boxyl i c acr d 30 .
Exarrpl e -bath

After diluting with wa :dfky Of 8 - ?@:eta o - N4 66 11 - oxo- 12
;:aroggxg”ilzgmm%nm m ma%s with ware n.:}] py§6'990 i g? 1152?] 2 Y '

Examplel Tablets
45 Analysm cquoNsol

Compomion
CY%  HY% . NY% 0% a) ll-oxo-ll-H-pyndo[Z,l-b]-
calc: 70.34 345 9.66 16.55 quinazoline-2-carboxylic

found:  70.23 3.50 953 1702 - acid . 0100z 105



10 - carboxylic acid duced as in Exanple 10 are heat ed in a
n wat er - bath with 30 ml of a, m xture of~ water with concentrated
acid (2:3) for 30 mnutes. The reaction mxture is diluted with

(

m

D- [2,17- D] gur nazolirne - 2 - bo>5 ",97 et nyl
12 - H- qui t’ﬂﬂls obtained is yqu ufysa ke O "W"%Bﬂléd’s
nazol Fhe - 10 -+ car boxyl at.e.,._.sol urhecsoiunopneﬁitepﬂtaﬁd 8itbd theb B iml

I-AD

and washeb) Wwitive) ingrediens pacerding to 95,“5 ef | J%?%é {Iac% e ragtsﬁetnh 5

> and ether. B for 30 nin SO
5 quantity ofglm -concentrated ﬁraagyerHA[r CLAHRDIS40-

bri c aci d for half an hour | n a be+-l—r-ng W@P off gengepl foxmuldi | ut i ng
er the-. C% 00Qg/5 H20% pr @ci pi tated yel | ow

S Y. aﬁi:"lﬁm“”q? 6. 35t Lol I, 50 .10

| nrtrrle ﬁ)smamlnmcdredaﬂiabl ets 45 Analysis err] osrtron ! %
_, NY% 0% @) 11 0x0-11-H- pyri dO[%ﬁm@ YFsR ©
9.66 . 1Bxamggle 1IY Om it nazol i ne lgoocgar boxyli c found 70. 23
9.53  1gofi@siion: . acid ommm —CH=CH-, -ocnem-g or 286~ O
: 9 stearic
br oughts t sirtegeiet secto doPsent réﬁ?"on Ry m&%% :
of water. g"‘% ﬁonc A carbon atoms, an amin|
and fille are- 98 Q&ald arrpoul e fxmamdmzenaaeg)talcyanocoond-ml-i}yls

b) acti ve sicshor edisent! @wowdr di nQODQQ group o ) GLem Sf a‘rﬁef°§¥‘$’r ¢
bd. Eac29 Swhite vaselinehe i nyenti o (wherein by (3]s T P con-
10 ng of mﬂi& Yent ,at,g%%’ o far;mo or tetrazol-S-yl-abh 5m°’ 70

1 7809 VWHAT V\E hHe R, 3is- hedeinafta ona.llds othét
ormul a 2. 00rhe godhjomentsOame cprnemes tarp@dpxodhﬂs spntam;n itionally repre-
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[err] as er b esmeﬂee,taso &&ezopmpame
e than a: hydrogen a’;;l)m can additiona g:tgad gropp
vvay Example IV: Amppulesa hydr oxy group no .
ol 5.y, g SRS o o 1) mmr%aﬁ AR O
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acid 1.00 defined above, can additionally
represent a 30 SOJa Iecrthrn 0.20 hydr ogen atom an
al kyl : 3 - ' _

contarnrng fronr 1 to 4 carbon atons an 11 12 and 114) _ ad

100. 00 am no or acetylam no group or a fused 857benzene ring, with the
proviso that when A The preparation is filled into group
of formula - GH:CH- andg [err] tainers w'th meter | ng mmmmmmgu IEy i s
a hydrogen at gm or an al kyl, .al koxy, cyan § t hat - a* dose tof *5 9

active ingred:
For hi gher doses peepiaragili ons with for(mztla bmto thi devirécon@ntatibre witl an a

go a hi gRer cont en®luesse active i ngredi eritsgﬁse"ﬂﬂ ‘l“’“l‘f pm.or . a
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or b positiong) &G ingedieat &6 to inventien aC2.000e i NR,aeproais amdrogenca:qm,aﬁta&ylaote
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2.000 [err] rseprseﬁrmttﬁna hydr ogen at om.o.20" a
aci d : O Iptopellantgab rey{Friggme each cont ammmg:gfﬂrmnl ko ﬂocamoﬁamdramm
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Conposi tion: parts 1 to 4. carbon atons, a hydroxy,
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a- Of Bridsd lehobis)S or, WHed R, %pres&mohh o]

wei gist tetrazokS-yli greah Ee ounds of
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[\Aherelq{inﬁoltnepBe-mbﬁh@acxdrmg;esﬂls aethsetabudez Ol - 5-y| or carboxyl group; and
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'hydrog&maﬂéﬁ(’a f dsed” l‘E)enzene rmfﬁf ﬂr:)%eﬁ W&}nyﬁy &' ofr a group of
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‘ ﬁoﬁ@ﬁ@mwsbn fomd, an11 - - _ pyri' do[2,1 - b]-
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group, e of ' —Cli—or—CHM s ot her ‘than a
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andt he salts thereof. 13. A process as clainmed in
claim 12 85 7. 11 - Oxo - 11 - H - pyrido[2,1 - b]- wherein the reaction
is effected at an el evated n||i nazoline - 2 . r\:\rbnxy! ¢ acid-and the salts
tenperature. 30 thereof. 14. A

process as clainmed in claim 13 8. Met hyI 11 - oxo - 11 -7H - pyrido[ 2, 1- @

wherein the reaction is effected at a tenperg- .b],

carboxyl ate and fhe - tureof 1 20to [err] ”mmmﬂmﬂg,”"ﬁ,

t her eof . 115572£Q7pr ocess' as’ clal weds I v any of
1 3)

claims 9. 11 M oxo . J1° p f--def2—4- P2—-t+o—t4wherein a .
conpound of formula II 35H3€N - (- H- tet razh;remecom n)‘ Off%mll‘h(’{ IdeE'cd is

used in WhICh X repg .l ne 2 - B 5%%0 %ﬂ?ﬁu
t her eof.. chl' m rdm ne atom dsRf &Rl -11 2

- pyrldo- 16. A processfgs clai med. |n any of claims 495 [2,1 -

qui nazol ine. and the.salts thereof 12 to 15 mhereln the 9cCtI0n is

effected in 11. iﬁ‘(’;“é}‘%’ﬁgﬁ her of e r QERZOf a hi gh

boi l i ng sol.vent-. @dofPanl alldR upa‘s, ;hg:l c fi E@ﬁz di scl ousledc‘ilml

17. A process, akomllaomeuﬂbmratomkmmrbdﬁlgmuph gfmﬁﬁg}gma h
ot R ol B . s

clainms 4 to 10. SouP o rmmade:snerrgrswpl,fami Anexd the dotted

100 12. A pr ocesgngS s addmo ﬂﬂgﬁ&%l lcQSanh onﬁpm‘mes are] @ defy Iaswhetein ared
in any of cl al()rrsaqﬂombe&aueaﬂyclaadxm the @mptiued ﬁ?&% Ql”?me oﬁ,ﬁ‘c‘%‘ﬁ :
oggn

wherein the reac ffect |n 4 efamu{gfog{f or@&;
atom an ‘the prg ﬁ;e E}"ﬁ aIZR pmtesalfdtohwprgfarapoxeefcdam
cont ai ni ng from fempera process as c 51 maewn rPf @ragrahformle t 0 4 car bon

atons, an acetyl arﬁnbpgm@ms clagned yywitheziohcltiie aci d- accept or conprises an
excess 105 fusedZha¥z aums';f& °‘i§1"’%9“t‘§ﬁ‘?°&'£‘bl -5-yl o of the co ound
of formula Il1. - F ﬂfs{ﬂ geesents @J Blay| .

process for the przepﬁrpaicéss)ﬁb aimﬁommﬁef clglins car boxy| gr oﬁp or, when [er r]
represents a ZQOo@mdrsZZoWhe e amdxﬁ@mnu# sifected re(whdmﬁnyinddts aeecas [defingd

[err] can addi- ﬁm

cont ai ni ng from ;,h&& be ss'&%bn i aQan%l 53" eﬁ%%f%’m{%;mgs:g ﬁm’t aPPlY» 65

benzene ring) 55 25\/\A1|p1hce¢som)rclam ineelﬂim lsg Aok TR ARChs aéﬁw(ni/ae.me] h&em
represents a %}rou themdqfoe\p geetic pojd.- CH-or a-cG@rpohid of foomuld represents N

conpoundscl-ai n’edm%erepﬁ“!“ﬂe ‘H‘Ft% opdi rarhq m;emqa

a hydrogen atom B/ (1) ofrom 1to 4 carbon -
atons or a carboXy gr up; a [err]represents a carb roup, or when
represents a carboxyl’ group caQ addition- 115 ( % ks def i f@d
claim 1;[err]' ally ‘-akzkoxy -group conta rom represents a
hydrogen atom -an al k a 1 to 4 carGades rgr}q,,ég&eqdﬂ,t I|ne
is as 60 group an{ﬂn&lmmﬂglsm& inllainD14 mrucbdmrh | al m

whi ch conpri sag emmhtlm pmmerenadoeamrglsam n?Per gemli&fmﬁgm?éﬁ@'
conpound of for nifdwhereiya R, and R,

wherein a conpou bﬁmﬁ Avngﬁmg?qf,wégﬁcl n claim?26 igs reacted with

hydr oxyl arni ne. 2. as/\lemred)de&mnf ) whérein pr @par at i on of ~Rpounds QI) 5
general fornuPs ewndeldomula represents a.group of X A ! [err]
-CH=CH or -CH=N-, [er_r]represents a- hydroge'n atom an al koxy group .

containing 5 from 1.tq N atons or a cewﬂgmmﬂxagdauppas@ﬁmdrmd Eerr]
and are as definederg clai [~#nd [err]" re ?‘“ﬂ%t‘#??“ “‘PPY’
car boxyl -except that t he p?'ovr so therein. doesse&g )F

aor a carboxyl anReneMIEQahdyorR repffit chiofcardhyl [ Clied afeearaﬁned xEEclagﬁ aplpvlﬁrem M:h@m
addi tional |y repreeeptis rasedcwito sminonisc prt amingy emwngpfcfapnﬂaand A and the
dotted group,«carﬂ"w t&g@% F'%%a%ﬁ're&tmﬁln al koxy i N@s are as defined in
claim 1) wherei W adﬁeﬁ romi to 4 ca crpound. of
formula V as defined in: claign 10 and subsequently a ”t he conp(Shnd

conmpound of formula V as de ad i h: clalmtheﬁx .
'_mhol con- é ;& ass g s e i rrecf’yl n.

26 is reacted with anhaHrp
claim 20 -taining .from I*t"4€arbon atons. 3L Aproo@@fowlderpeepﬁraﬁdaeof com- ‘85

oxi dation is effdwbwen Ri amirR.skecasaleied in cla@® 1 APYYRds ebggnersl fymulhe prepar ati on
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15 22. A procegs 45N% mgﬁﬁf&&ﬁm@ﬁfﬁi clainms 2 ere| n thg-

oxi dat i on | S effaad&ddmdlmesareasdeﬁnedmclaml)




__wherein.the acidifi

 the—aeid—com et-e—reie

w th an aqueous sol ution of potassium per- manganate buffered with
magnesi um sul phate. 23. A process as clainmed in any of clainms 20 20 to 22

claiml with a mneral or organic acid. . except that the proviso
hepein does not apply, 65 24. A process as clained in claim 23 and

phef ¢in at | east one of [err]repce- - wherei ' jjses hydrochl-oric
A L sents a tetrazol -5- yI gr oup; and A Hlllmmnmﬂlmmlllocess ras clai ned
qbalm 23 dotted I|nes are g d&flned Ny cfallmI') Whereln gp Wherein

: Ot F A—BT OCESS, for
t he rémmmtlhmdﬁ atc dhmot g@m&ahd/fookmlﬂa compound produced

0 70 (&¥ ; i 8 grumitet eltthereof g [ _]agre
as def tdig ‘?“ﬁ: e ﬁm ;ﬁgn £&EEPt thal the

pr ovs snne& hﬁ,rﬁl dnf &hepwargt i on of
com  armpwing obiormulat Ieast one of Rthea:nﬂsu desqnmdnds of general

mn

fornula sents a carbanoyl or N - te?"r éz ‘é’ﬁ‘oyl group and A
and the dotted—Liy g2 def i ned‘,;1 d"ﬁ"a &M 35 ‘pound of
formul a. '.-.Qﬂ"k (¥) 3800mmmdswheuever' ared by a 50 ()

75 (wherein R1 and' [err]are as def |pwe¢§8 amhmtzdlmrﬂl!y‘éxb@ptlzm&% t he. proviso

deflned in clalm

t her ei KwigeetsQ aml/ pbnyqentastebonmmel n ”’W pre- sents a
cyagé) ’“ﬁ nd t he, doftted Gﬁgelgqrophq ﬁ‘;ﬁm
chl og Iffr PrEpagatan, nedormphyhaogimuy)ad@ablelsat theredBO 5§r oups)
reacted wi th anmopia or ani no-- co @mﬂm‘ witlh [anphiammapetiqal gasties. 40 27 A
process for. the eratlon of com %}a e % 0 (wherein Q
and/or R re A benoyl gflbups,ag g Bl l%éf’ r(@cess for the
preparati on ofACON 35 (V\/nereln R formnld R2 are as defined in cl&&im1 -
pounds RherGEREIAIR, that the prOV|°so therein does not appl y
45  an cqhenaeuﬁ .ﬁa&h d&@ﬁot lf,err] am‘lﬁ- .sents an |
N hy8ir and) wheseinr i myqn gf&uapld =R _ (1) and
the doffd ¢ ag#wmahmm,mmmﬁaomwws 12
1,572. ound of fm“l, 1  excep thanither prpviso| err] are as
when [err]in t HE’"&% '.'.’.'-'- FHOIGZIcH at the
_ _ not apply, rdpfee Al inenlaal CIThe ,‘,rto6 a salt
thereof and,.uger" i ﬁ =t east o® ofen{;mf,]mlado' ueuwﬁ: orawré&u,an organi c or
.inorgani c basea"Y a car boxyl rpeweralandmmaaner topical ddministe- 36, A
. Proges sl 1 epr |onofc def | in,claim 1)
whe?gl 5) ggd;:mﬁg_}%f ige Sral 'fmhryrrulcﬁm&,d"&&%i?ﬁe :E'er °f087r(1)d of
formul a33. A process as claimed in claim Bhertshiets, soated teabists, ailddﬁnsamﬂmﬁm,n descrii bed.
37. A Fhorivds Wﬁ%h%e%uﬂamn mwtigeum!@l cs gobuionsntgreamby as herein
desggi "I%ﬁ W aps, emulsionsg gpray ndg whenever
pr epar 6 ss as clal mi it 4! @bikBd k2 dnp o27. (wherein
Qand/ or R represent ester or am do CRMSI”eo#hgrdadgemﬁtfom conpound of 32. A
process .for the epar ation of comffﬁr BP“P r“l f rﬂ‘?ﬂnl clal m1l or
cl ai m pounds; e ba,f Or mul &) g ically
accept abl e salt# of 55 in assq,f, har tlca carrier or
exci pi qahereif'R; ,ﬂhqrm%b@ﬁldaﬁ,purpos% ICem u tmlcbmnerl d;ﬂsnaat ive
in I’edlea.‘qttﬂatdnlp'pmlﬂeremd ot @ppl ation wherein each dosage
g andwhercmatleastoneofR,dﬁlil,argng- _umtcompnseslmSOmgofthesaxdacnve
sénts. an amino group, and ‘A and the dotted ingredient. 8
lines are as defined in claim 1) wherein a _ 45. Compositions -as claimed in claim 42
compound of formula - for intravenous administration - wherein & -
- " dosage unit rises 0.2 to 10 mg of the
'said active i ient.
" .46. Compositions as -claimed in claim 42' 90
o—-& e (D). fornasalorocnlarudmmxstranonwheremeach_ o
. dosage unit comprises from 0.5 toZSmgof
: -the said active ingredient.
35 (wherein Q or R represems an ‘acylamino ~  47. Pharmaceutical compositions as claimed -
" grodp) is sub;ected to acid or alkaline sapom in any one of claims 39 to 46 substantially 95
fication. as herein described. g
35. A process as claimed in any of claims  48. Pharmaceutical compositions * substan- -
12 to 34 wherein the compound produced is tially as herein . described . in any one. of.
40 converted to an acid addmon salt thereof or, Examples I 10 IV. .



formul a 60 (wherein [err]are as defined
inclaiml except that the prOVISO there|n does not apply 15 and mhereln
at | east-~or :
dotted [ines are as deflned inclaim 1) mhereln a(mhereln A [err]and t he _
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dotted lines are as conpound -of formula defined in claim 1
except that the proviso theréin does not apply) orxa physiologically
acceptable actd a dition salt thereof, in 65 association with a
pharnaceutlcatlgarrler or eXC|p|ent ina Lﬂ&l' uitable for oral_
parenteral, putrona 6 e - —f=y e
represent nethyl 41 Cbnp05|t|ons a§%cM&uhw&mmm e|ther of 70 groups) IS
oxi di sed. \oars - . clai . Ophe form of capsul es,
33. A process as clainmed in claim 3 ated tablets, solutions,
suspensi ons, wherein the oxidation is efsf-asthdgsmyth potas- aer osol S,
sterile isotonic sol utions, creans, siurkopdnnWiGhnate.

oi ntnments, |otions, enuIS|ons s&&g&qums§up¢m§§ 34. ﬁ»process for the

preparation of com  POSitOri Cction 9, subsection (1) of the Patents Act 75 pounds
of general fornmula . - 1949, o padr&NoCmmptl ons as clained in any of

clains 39 to 41 in dosage unit_form 43. Conpositions as clainmed in claim
42 for pul monary adpimtbarbe ek MafRstb 5 Ginkt Il s SORRY | ses
from?20 to Smgg/ kgPubliﬂlGi Ty the Hf,stetzi\:bomce, 25 ﬁﬁ&%ﬁ%ﬂﬁ@%mz& t &Et ive
ingredient. (wherein [err] are as dei?h%QPﬁYP%ﬁ%ﬁWHﬁ? 44. Conpositions as
claimed in claim42 except that the proviso therein does not apply, for
oral adm nistration wherein each dosage . 30 and wherein at .| east one of
[err]repre- unit conprises 1 to 50 ng of the said active sets an am no
group, and A and the dotted ingredient.

85 lines ate as defined in claim 1) wherein a 45. Conpositions as
clainmed in clai m42 conmpound-of formula for

i ntravenous admi ni stration wherein each dosage unit conprises 0.2 to 10 ng_
of the said-active ingredient. 46. Conpositions as claimed in claim:42

90 Q for nasaI or ocular adm nstration wherein each dosage unit conprises
from0.5to 25 ng of the said active ingredient. 35 (wherein Q or R

rectalqu

represents an acyl am no 47. Pharnaceutical conpositions as clainmed
group) is subjected to acid or alkaline saponi- in any one of clains 39 to
46 substantially 95 fication. as herein
described. 35.. A process as clai med in any of clains 48. Pharnaceuti cal

conposi tiaons substan- 12 to 34 wherein the conpound produced is tially as
herein described. in any one of 40 converted to an acid addition salt
thereof or, Exanples | to IV. - 13 _
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