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phosphaodi esterases IV Field of the invention 5 The present invention
relates to novel triazol o4, 3-a]quinazolin-5-ones and/or -5-thiones which
are useful for the preparation of nedicinal products for treating
conplaints that fall wthin the domain of a treatnent with a
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particular as anti-i nflanmatory agents, antiallergic agents,

br onchodPhespdediestexases IVt hnati ¢ agents or TNFa i nhibitors. 10 Technol ogi cal
background of the invention Cyclic adenosine 3',5' -nonophosphate (cCAMP) is
a ubiquitp | ntracell ul ar second messenger, which is internedi ate between
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| east sebwnchasiilaiors, antijapthmatie agapes orcI Mie inbihitosle phosphodi est er ases ( PDE)
havejgpeen distinguished in mammals, nunbered from1l to 7 according to
their structure, Ehei r kinetic _behaviour, their substrate specificity or
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on account of their act|%n on, types of present in cells other than the

target clfareneAgrdappbergf tingtigns: pstaholic, copistie USFCTERY- sel ect i vel y
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i s foundmoropbpsphiatei c advant age is shown for the phosphodi esterases 4

(PDEfY . MPi&h B3%E R§6M families of cyclic nucleotide phosphodiesterases (PDE) have been
distinguished in mammals, numbered from 1 to 7 according to their structure, their kinetic
behaviour, their substrate specificity or their sensitivity to effectors (Beavo J.A. et al. (1990)
Trends Pharmacol. Sci. 11, 150-155. Beavo J.A. et al. {1994) Molecular Pharmacol. 46, 399-
405). The PDE4 enzymes are specific for cAMP.

25 Non-specific phosphodiesterase inhibitor compounds are known, which inhibit several

families of enzymes. This is the case for certain methyl xanthines such as theophylline. These
compounds have a low therapeutic index, in particular on account of their action on types of
PDE present in cells other than the target cells. Conversely, certain families of PDE can be
selectively inhibited by various pharmacological agents: the hydrolysis of cyclic nucleotides
30 is slowed down and their concentration thus increases in only the cells in which the type of
PDE that is sensitive to the inhibitor is found.
A specific advantage is shown for the phosphodiesterases 4 (PDE4), which have been
identified in many tissues including the central nervous system, the heart, vascular
endothelium, vascular smooth muscle and that of the aerial pathways, myeloid lines and
35  lymphoid lines.
An increase in cAMP in the cells involved in inflammation inhibits their activation:
inhibition of the synthesis and release of mediators in mastocytes, monocytes,

polymorphonuclear eosinophils and basophils, inhibition of chemotaxis and degranulation of
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have been proposed as agents that are potentially effective in the treatment of chronic
obstructive pulmonary disease (see, inter alia, Doherty, Chemical Biology 1999, 3:466-473;
Mohammed et al., Anti-inflammatory & Immunodilatory Investigational Drugs 1999 1(1)
:1-28 ; Schmidt et al., Clinical and Experimental Allergy, 29, supplement 2, 99-109).

25  Ariflo, a PDE4 inhibitor which is active via the oral route, has been proposed for the
treatment of chronic obstructive pulmonary disease (see, inter alia: Nieman et al., Am J
Respir Crit Care Med 1998, 157 :A413 ; Underwood et al., Eur Respir J 1998, 12 :86s ;
Compton et al., Am J Respir Crit Care Med 1999, 159 :A522. See also the oral account by
Compton given at the meeting of the "European Respiratory Society" held in Madrid on 12

30  October 1999, as well as that by Torphy and Underwood at the 4™ world conference on
inflammation, held in Paris from 27 to 30 June 1999. Ariflo is currently under study, in
phase II clinical trials, for the treatment of chronic obstructive pulmonary disease.
However, it should be pointed out that Ariflo has a number of drawbacks. Specifically,
significant undesirable effects, such as nausea and vomiting, have been reported after

35  administration of a dose of 20 mg as a single intake (see Murdoch et al., Am J Respir Cnt
Care Med 1998, 157 :A409). The appearance of undesirable effects at such low doses will
limit the use of Ariflo and will prevent the use of daily single-dose pharmaceutical forms,

thus leading to discomfort for the patient.
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in which R and R’, which may be identical or different, represent H, halogen, C,; alkyl,
25  alkoxy or nitro; Y represents an alkyl, C;.3 cycloalkyl, Cy4 alkenyl, aryl or aralkyl group and B

represents (CHy); withn =1, 2, 3 or CH(CH3). These compounds are proposed for use in the

treatment of asthma, bronchitis and allergic disorders.

Patent DDR 158 549 describes compounds having the following general formula:



20 to other families. European patent EP 0076199 describes conpounds? BgTd3
the followi ng general formula: /NRIR2,BY O in which Rand R, which may
be identical or different, represent H’ halogen, C -3 alkyl, 25 al koxy or
nitro; Y represents an al kyl, C3_8 cycloal kyl, C2-4 al kenyl, aryl or

aral kyl group and B represents (CH2)n with n =1, 2, 3 or CH(CH3). These
conpounds are proposed for use in the treatnent of asthma, bronchitis and
allergic disorders. Patent DDR 158 549 dengi bes conpounds havi ng the

foll owi ng general fornula: 280CT2003 4 a i |ch R, represents H, alkyl or
aryl; R2 and R3 represent H, al kyl, hal ogen \ SH, 0-alkyl or S-alkyl;

R4 represents H, al kyl, hal oal kyl, Rg al S-al kyl, S02-al kyl,

NH2, SCN, aryl or (CHZ) nCOCal kyl and x \nghese corrpounds are
proposed for use 5 as diuretics and anaphyl actic agents. In J. Prakt.
Chem 1990, 332(5), 629-39, follow ng ul A9 Ram et al . describe
conpounds having the CC 0 (X} R CH C2H5 X= CR[\IH N-CH3, N-Ar 10 These
conmpounds are proposed for use in tréati ng pypertension. Summary of the
invention 15 The invention relates to triazol o[ 4, 3-a] qui nazol i n-5-ones
and/ or -f&-whichRasrepfesénts Fhilbcyl oparyl;l R; andRB; répresent H, alkyl, halogen, OH, SH,

O-alkyl or S-alkyl; R4 represents H, alkyl, haloalkyl, OH, SH, O-alkyl, S-alkyl, SO;-alkyl,
NH;, SCN, aryl or (CH2),COOalky! and n = 0 to 2. These compounds are proposed for use

5  as diuretics and anti-anaphylactic agents.

In J. Prakt. Chem, 1990, 332(5), 629-39, Ram et al. describe compounds having the
following formula:

N
;"'N\' R=CH,, C,H
N X = 3 2708
N\f M) %= €, NH, N-CH,, N-Ar
N
cl R
0

10 These compounds are proposed for use in treating hypertension.

Summary of the invention

15  The invention relates to triazolo[4,3-a]quinazolin-5-ones and/or —5-thiones of formula I or

.
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4 NN ,NRI Il 280CT2003 5 | and U being positional isomers of thd &BoUH03
R on nitrogen 3 or 4, in which: Al is-G-or S; X and X2, which naybe
identical or different, represent: 5 - hydrogen, hydroxyl, hal ogen, am no,
nitro, nercapto, cyano or carboxyl, - lower alkyl, |ower alkoxy or -S(O nR8
in which mis O, 1 or 2 and R83 is a lower alkyl, which are optionally
substituted with one or nore hal ogen atons, - -COQ-Q@-@ in which: -Q -

i s: a sihghdiheingsitivaaldsomérs pf (h€ld2dyp R on nitrdgen 3Nr 4, igwhi€lcH2) p N Z1 1\
10 H, @B, or 1-- , in which pis an integer which can range fromO to 3
and Z, is CH N, Oor S -@- is: a) -(CH)qg-, q being equal to 0, 1, 2, 3,
or 4, or-b)Ar(S@-IQF%HZ Or , r being equal to 2, 3, or 4, and 15 -@B is:

-H -OH c?ak{ﬂ Cahm%@d%%cﬂ%%fe%m réeﬁfgsen{\l X4 in which X3 and X4,

whi ch may be' | ferent, repres | ower al kyl group, it
bei ngS possibl Bydrgeenchydienylxaalpgenyaminon pite, METRBIoN YN 0 garboxdnpr i si ng one

e P i ey
groups chosen bt th‘l%h %‘é Qgt“"ﬁ@éi FB&W“‘“@V&K one pheFe 3?‘%’1%
-CO Q - @- @B, -00-01-Q2-Qs in which:
-QQ;- is: a single-valency bond, -O-,
P
N / N\
W9, O 2

10 H R , or , in which p is an integer which can

range from0to 3 and Z, is CH, N, O or §,
-Qs- is:
a) (CHy)q-, q being equal t0 0, 1, 2, 3, or 4, or
b) -(CH;-CH;-O),-, r being equal to 2, 3, or 4, and
15 -Q3 is: -H, -OH, lower alkoxy, -O-CO-X3, -NHX; or

/%

N
Nx,

in which X3 and X4, which may be identical or different, represent a lower
alkyl group, it being possible for X3 and X4 to be linked to form a ring,
comprising one or more hetero atoms chosen from O, S and N,
20 - -NH-R; in which R, represents a lower élkyl group, optionally substituted with one
or more groups chosen from halogen, hydroxyl, cyano, lower alkoxy and
-CO-Q1-Qz-Q5, or

- -NR3R; in which R; and R;, which may be identical or different, represent a lower

25 -alkoxy or -CO-Q;-Q2-Qs groups, it being possible for R; and R; to be linked to
form a ning, comprising one or more hetero atoms chosen from O, S and N and
optionally bridged with a lower alkyl, gem-dialkylated or substituted with one or
more groups chosen from hydroxyl, keto, lower alkyl, lower alkoxy and
-CO-Q1-Qx-Qs;

30

- Rrepresents:

alkyl, optionally substituted with one or more hydroxyl, halogen, cyano, lower |
- lower alkyl, lower alkenyl, lower alkynyl, arylalkynyl or 2-, 3- or 4-pyridylalkyl
|



- -NR2R3 in which R2 and R3, which may be identical or different, rebfd&sdQl
a lower alkyl, optionally substitutedéwi th one or nore hydroxyl, hal ogen,
cyano, |lower 25 alkoxy or -COQ -Q@-@@3 groups, it being possible for R2
and R3 to be linked to forma ring, conprising one or nore hetero atons
chosen fromO, S and N and optionally bridged wth a | ower alkyl,

gem di al kyl ated or substituted with one or nore groups chosen from

hydr oxyl, keto, |lower alkyl, |lower alkoxy and -CO Q-Q- Y80 - R
represents: - |ower alkyl, |ower alkenyl, |ower alkynyl Iq,lzkynyl or 2-,
3- or 4-pyri oshtigny subsigTR0eth a@mtallwhallbyesdb@xy,taut h a | oner

al kyl, a | ower alkoxy ayYlLyYlL A Y2 A\ Y2 -(CH 2)n Y3 Y3\am no group, Y3
Y2 hydroxyl, hal o or 5 in which: - njs an integer from1¥Y?o0 5, - Ar is

an aromatic ring corrp/ |ng 5 or 6 ato,ifs;l ncl udi ng MO0 to 3 hetero

atonms chosen from O, N - YL, ¥ Y3,| wh y, be identical or

di fferent, r epke )%e‘n’t \523 , NrdGger, dr oxyt , t o, apdroryl, hilbrod,

hal ogen, -NHRl - NHR2 -(CH2)sCN o (CHZ)s CO %2-(;13in which s is
an integer fromO0 to 6; Y3 |ower alkyl, Mwer alRoxy or'3s(OnR3 in which m
is 0, 1 or 2 ahdo s a lower alkyl, it being possible for each to be
optional |y substifuted with one or nore hal ogen atoms; and 15 - R4 and RS,
represent: - |ower al kyl when R4 and R5 are identical, or aralkyl,

cycl @al kyl iffwhich:
- n is an integer from 1 to 5,
- Ar is an aromatic ring comprising 5 or 6 atoms including from 0 to 3 hetero

atoms chosen from O, S and N,

- Y1, Y2 and Y3, which may be identical or different, represent:
10 - hydrogen, hydroxyl, mercapto, amino, nitro, halogen, -NHRj, -NHR)R3,
-(CH3)sCN or -(CHz)g CO-Q4-Q2-Q3 in which s is an integer from 0 to 6 ;

- lower alkyl, lower alkoxy or —S(O),Rg in whichm is 0,1 or2and Rgis a
lower alkyl, it being possible for each to be optionally substituted with one
or more halogen atoms; and

15

- R4 and Rs, represent:

- lower alkyl when R4 and RS are identical, or aralkyl, cycloalkyl or
20 cycloalkylalkyl when R4 and R are different,
- lower alkyl, it being possible for R4 and R; to be linked to form a saturated ring
or a ring including one or more double bonds comprising one or more hetero
atoms chosen from O, S and N and optionally substituted with a lower alkyl, a
hydroxyl or a lower alkoxy or bridged with a lower alkyl, gem-dialkylated or
25 substituted with one or more groups chosen from hydroxyl, keto, lower alkyl,
lower alkoxy, phenylalkyl or CO-Q;-Q;-Q;, it also being possible for two of the
atoms in the ning thus formed to form part of another ring chosen from phenyl
or heteroaryl comprising from 4 to 8 carbon atoms including 1 to 4 hetero
atoms;
30
and optionally the racemic forms and isomeric forms thereof, as well as the

pharmaceutically acceptable salts thereof.




20 cycl oal kyl al kyl when R4 and R5 are different, - lower alkyl, it b28ddgT 203
possible for R4 and R5 to be linked to7zforma saturated ring or a ring
i ncl udi ng one or nore doubl e bonds conprising one or nore hetero atons
chosen from0O, S and N and optionally substituted with a |lower alkyl, a
hydroxyl or a |ower al koxy or bridged with a | ower alkyl, gemdi al kyl at ed

r 25 substituted with one or nore groups chosen from hydroxyl, keto, |ower
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i nhi i tdhspompmmdspf&unnatalaxﬂsel ect| ve inhibitors, of the

phosphodi est erase enzyne, and nore particularly the enzyme PDE4. The
invention also relates to conpounds used mainly as internediates in the
synt hesi4 figft sergestof entermradintescRomptris¢oromponnds havirg thegéneraltfomerla 8 belbw:

i nternedi ates conprises conpounds haking the general fornula 111 below R6
x,1 1 Nin which: 10 - X1,Xx2 and A |are as defined above; - the dashed

| i nes represent optional doub ~ -,FRG is hydrogen; and - R7 is S or
hydrazino; it being possible %Fﬂﬁgli «@whto the nitrogen at R6 to
forma ring, particularly a |y substituted with a

| ower thioal kyl, nmercapto or i ond series of

i ntermedi ates conprises con¥gunds h |ng the ge€neral formula IV below IV

in which:
10 - X1, Xz and A, are as defined above;
- the dashed lines represent optional double bonds;
- Rg is hydrogen; and
- R71is S or hydrazino;
it being possible for Ry to be linked to the nitrogen at Ry to form a ring, particularly a
15 triazole, optionally substituted with a lower thioalkyl, mercapto or halogen group.

A second series of intermediates comprises compounds having the general formula IV

below: |
R |

/
—N .
=
N\[//N
N\H
v

20  inwhich X, X3, A;, R4 and R; are as defined above.

A third series of intermediates comprises the compounds having the general formula V

below:



20 in which X,, X2, A, R4 and R5 are as defined above. A third serié$ GfT 200
intermedi ates conprises the conpounds.paving the general fornmula V bel ow
280CT2003 8 Al (V) in which X1, X2, A and R are as defined above and X5 is
a hal ogen, particularly F, Br or O, or an -OCOX7, -OSO2X7 or -SO2X7 group
in which X7 is a lower alkyl or aryl group. 5 A fourth series of
i nt ernedi ates conpri ses conpounds having the general formula VI below Al
(VI) in which X2, X5, A and R are asX_r,Qefi ned above. 10 A fifth series of

s/ de

general formula VII below Al
fyyned above, X5 is a hal ogen,

i nt ernedi ates conpri ses conpounds havi ng
(VIT) in which X2, Al, R2 and RS are
particularly F, Br or O, or an - X
is a lower alkyl or aryl group.
for manufacturing conmpounds of f d

characterized in that it conpri ctRon of a conpound of genera
formula N 280CT2003 9 R --N -N"21 N, AN IV in which X1, X2, Al, R4 and
R5 are as defined above, wth a conpound of general formula

V)

in which X, X3, A; and R are as defined above and X is a halogen, particularly F, Br or

N, X7 or -SQ2X7 group in which X7
¢ invention also relates to a process
¢ |_Mpnd H The process is

Cl, or an -OCOX;, -OSO2X7 or —SO; X7 group in which X5 is a lower alkyl or aryl group.

5 A fourth series of intermediates comprises compounds having the general formula VI
below:

(V1)

in which Xs, Xs, A and R are as defined above.

10 A fifth series of intermediates comprises compounds having the general formula VII

- below:
x5
R, —N
I \,
N N\T?
R2
N S
X; R
A‘l
(Vi)

in which X, A, R> and Rj are as defined above, X; is a halogen, particularly F, Br or Cl,
or an -OCOX;3, -050,X5 or —=SO, X7 group in which X7 is a lower alkyl or aryl group.

15
The 1nvention also relates to a process for manufacturing compounds of formulae I and II.
The process is characterized in that it compnses the reaction of a compound of general
formula IV:



R X 5in which Ris as defined above and X is a hal ogen,. particul &8IGCTRH03
Br or A, or an -OCOX7 or -QOSQ2X7 group_in which X7 is a |ower alkyl or
aryl group; in order to obtain a m xture of conpounds of general fornulae I
and Il which are then optionally separated. 10 The conpounds of general
formula | can al so be prepared by a process characterized in that it
conpri ses the reaction of a conpound of general formula V: RV in which
X1, X2, At and R are as defined above affd X5 is a hal ogen, particularly F,
Br or d, or an -0OCOX7, -0OSO2X7 or -S@2X7 group in which X7 is a | ower

al kyl or aryl group; 15 with a corfyourid of general fornula: HNRARS in
which R4 and RS are as defined gbove, in er to obtain a conpound of
general formula I. Wien Xi is -NRRR - R3 and -NR4R5 are identical,

t he conmpounds of fornula | 20 cqo# ) Ng to this definition can be
obtained in particular by reacti nd of general formula VI:
280CT2003 -10 R Al VI in which % R A¥~.and R are as defi ned above,

wi th a conpound of general formifa: HNRZR in which R and R3 are as
defined above, in order to obtain a co und of general formula (1): R3 R I
When X2 is -NR2R3 and -NR2R3 and -NR4R5 are different, the conpounds of
formula | corresponding to this definitMon can al so be obtained in

par ti cul gryiish X831 A)R LardGPRE Bdefined above,
with a compound of general formula
R-X’
5 in which R is as defined above and X’ is a halogen, particularly F, Br or Cl, or an -OCQOX5

or -050,X7 group in which X7 is a lower alkyl or aryl group;
in order to obtain a mixture of compounds of general formulae I and II which are then

optionally separated.

10 The compounds of general formula I can also be prepared by a process characterized in that
it comprises the reaction of a compound of general formula V :

XS
—N
X, »’ \
NY
N\ o
X, A,
vV

in which Xj, X3, Ay and R are as defined above and X; is a halogen, particularly F, Br or

Cl, or an -OCOX;, -OS0;X; or —SQ2X; group in which X is a lower alky!l or aryl group;
15 witha compound of general formula:

| HNR4Rs

in which R4 and R are as defined above,

in order to obtain a compound of general formula I.

When X; i1s -NR;R3 and -NR;Rj; and —-NR4R5 are identical, the compounds of formula 1
20 corresponding to this definition can be obtained in particular by reacting a compound of

general formula VI:



10 of general formula VII: RA VIl in which X2, X5 A, R R2 and?B3)Er¥)

as defined above, wth a conpound of ggneral fornmula : | NRARS 15 in
which R4 and RS are as defined above, in order to obtain a conpound of
general formula (1): 280CT2003 - Il Rs R1 Wien X1 is Hand X2 is OH, the

conpounds of formula |I corresponding to this definition can also be
obtained in particular by subjecting a conpound of general fornula lal :
RA&./R$ NPO (la,) 5 in which AI, R R&and R5 are as defined above and P
is a protecting group, to conditions allewi ng the renoval of the protecting
eral formula I. Wen X1 is H

corNesponding to this definition
, § ecting a conmpound of general
which A1, R, R4 and R5 are as

group P in order to obtain a conmpound of
and X2 is NH2, the conpounds oK:.fornula I
10 can al so be obtained in partiCu
formula la2: RS R4_/ N P1INH (I a2)
defined above and P, is a protecti eFaup th conditions allow ng the
renoval of the protecting group fg in order to Rbtain a conpound of

general formula I. A

VI
in which X3, X5, A; and R are as defined above,
with a compound of general formula:

HNR3R,
5 inwhich R;and R; are as defined above,

in order to obtain a compound of general formula (I):

R3
N/
b
A\
_N N_ N
R; Y
N\
X4 R
A1
I

When X, is -NR;R3; and -NR2R; and ~NR4R;s are different, the compounds of formula I
corresponding to this definition can also be obtained in particular by reacting a compound.
10 of general formula VII:

Vil
in which X3, Xs, Aj, R, Ry and R are as defined above,
with a compound of general formula : |
HNR4Rs
15  in which R4 and R; are as defined above,
in order to obtain a compound of general formula (I):



15 -12 280CT2003 Wien X, is Hand X2 is NHR2 in which R2 is.as defin@d (CT 2003
above, the compounds of fornula | corfesponding to this definition can

al so be obtained in particular by reacting a conpound of general fornula
Ib : H2ZN (Ib) 5 in which A, R R4 and R5 are as defined above, with a
conpound of forrmula R2X5 in which R2 and X5 are as defined above, in order
to obtain a conmpound of general formula I. 10 Furthernore, when X, is H
and X2 is NHR2 in which R2 is as defined aRBgve, the conpounds of fornula I
corresponding to this definition can al so/be obtained by subjecting a
conpound of general fornula Ib2 (1qg),Wh which A1, R, R4 and R5 are as
defi ned above and P, is a protecf%ng oY ouph—2N to conditions allow ng the
renmoval of the protecting group,’in order to optain a conpound of general
formula I. Wien X, is Hand X ,L§ A #th R2 is as defined above and
Rx represents R2 or R3 as defened g conmpounds of fornula
corresponding to this definition ca do bepn 20 obtained in particular by
reacting a conpound of general fﬁ%é 5 278 CT 2003 - 13 in which
Al, R R2, R4 and R5 are as defi above,llwi th conpound of formula RxX5
in which R, and X5 are as defined above,’hn order to 5 obtain a conpound
of general fornmula I. Wien Ris CN 10 theyconpounds of fornula I

corresponding to this definition can also be obtained in particular by
dehydr at iWhena Xa asrbloanddXois Qfdntbe apmpounds|of forgnula DAMKEpanding tonthihdefinitith, X2,

Al, R4 ang, B 8E So@med i pRRELIAMY Sibjecting 2 compound of general formula Ia, :

RS
R /
N

7::N
\
N\f“
N
A, .
. {1a,)
5 inwhich A, R, Rs and Rs are as defined above and P is a protecting group,

to conditions allowing the removal of the protecting group P in order to obtain a compound

of general formula L.

When X, is H and X3 is NH», the compounds of formula I corresponding to this definition
10 can also be obtained in particular by subjecting a compound of general formula Ia; :

RS
R4._ /
\N'

—N
7’ \
NYN
N
fay M
in which Ay, R, R4 and R; are as defined above and P is a protecting group,

to conditions allowing the removal of the protecting group P in order to obtain a

compound of general formula I.

15



15 in order to obtain a conpound of general forrmula I. Wien Ris COM?BB@PMM
conpounds of formula I corresponding tjg this definition can also be

obtained in 20 particular by reacting a conpound of general formula If
2BOC7 O3B -14 R+ - NN~ //NCOCl (If) in which X1i X2, A, R4 and R5 are

as defined above, with aqueous anmonia in order to obtain a conpound of
general fornmula I. 5 When Ris CONHOH t he conpounds of fornula |

corr espoRHLNs, tO H JinSXFr‘s‘fNHR} rOPhiERR 3 %%e?ﬁe@%&gg@gy{ﬁﬁ?ﬁgﬁ fog %#r@fla by

reacting a comnmpaound era ornu t er to
obt ai n C@Hﬁiﬂ?ﬂﬁ@:‘:’»&? tlgég@%morf @ﬁﬂrﬂlf’r(hbq obtmoed/mmql@ bearadrng archmpoumbounds
of for myfgehertloforRelagRdi Ng to this definition can also be obtained in
particular by reacting a conpound of genggal formula If with the conmpound
of formula 15 R1INH2 in which R11 haB4¢hé sane neaning as R2, in order to
obtain a conmpound of general formula I NWen Ris CONR , R, 20 the
conpounds of fornmula | corresponding to t Npefinition can al so be
obtained in particular by reacting a conpoupd of general formula If with
the conpound of fornula HNRL2R13 g CH\FQZ and R13 have the same
nmeani ng as R4 and R5, respectivel ord to obtain a conpound of
general fornmula I. 25 The inv e akes to a pharmaceutica
conposition conprising a conpodnd of fo a1l or H and a pharnaceutically
accept abl e exci pi ent. (tb)

5 inwhich A}, R, R4 and Rs are as defined above,

1

with 2 compound of formula RyX5 in which R; and X; are as defined above, in order to
obtain a compound of general formula 1.

10 Furthermore, when X, is H and X, is NHR; in which R; is as defined above, the
compounds of formula I corresponding to this definition can also be obtained by subjecting

a compound of general formula Ib, :

R4\ /R5
\f

(tb,)
in which Aj, R, R4 and R; are as defined above and P, is a protecting group,
15  to conditions allowing the removal of the protecting group, in order to obtain a compound

of general formula 1.

When X, 1s H and X; 1s NR;R, in which R; 1s as defined above and Ry represents R or R;
as defined above, the compounds of formula I corresponding to this definition can also be

20  obtained in particular by reacting a compound of general formula Ic :




280 CT 2003 -15 The invention also relates to the use of. a conpoupd gIfT 2003
formula | or Il for the preparation o a nedi ci nal product intended for
the treatment of a disease or conplaifnt which falls within the domain of a
t herapy by inhibition of phosphodi esterases, and nore particul arly of

PDE4. 5 The invention also relates to a nethod for treating a di sease or
conplaint which falls within the domain of therapy by inhibition of
phosphodi est erases, and nore particul arl yr®f PDE4, the said nethod
conprising the adm nistration to a p&ﬁ' t of an effective concentration of
a conmpound of formula I or H 10 Detaileﬁaggﬁcription of the invention The
present invention thus relates to the congoungs of general fornmula | or Il
% /RS R4---NR---NN4 N ~ X . L 15 ﬁgqﬁmich X1, X2, Al, R, R4 and R5

are as defined above. N, NNR Il Th éntigh relates particularly to the
conmpounds of general forrmula | or &g?: Al represents an oxygen
atom 20 X1 represents a hydre $S a hal ogen, am no, | ower
al kyl , hydroxyl or -NHR1 group, bei ngljas defined above; R represents :
- a lower alkyl, lower alkenyl, arylal kyng or 2-, 3- or 4-pyridylal kyl
group optionally 25 substituted onf{ithe pyridine ring with a |ower alkyl, a
hal ogen or a hydroxyl; Y1 Y2 -(CH2)n

in which A;, R, Rz, R4 and R are as defined above,

with a compound of formula R,Xs in which Ry and X are as defined above, in order to

5  obtain a compound of general formula L

S

10  the compounds of formula I corresponding to this definition ‘can also be obtained in

particular by dehydrating a compound of general formula Ig :

Fe

R, —N

When R is

e
X, "
\T7 CONH,
N
xZ
A1

(19)

in which X, Xa, A1, Rq and R;s are as defined above,

15 in order to obtain a compound of general formula L.

\/g\commz

the compounds of formula I corresponding to this definition can also be obtained in

When R is

20 particular by reacting a compound of general formula If:




Y3 in which: - nis an integer froml to 3, 280CT2003 - 16 5 10 - YZlBDE’ZZgag
and Y3 each represent a hydrogen atomgr. a | ower al koxy group, nore
particularly methoxy, - Y 1 and Y2 each represent a hydrogen atom and Y3
represents a |l ower al koxy group, an amino, nitro or hydroxyl group, a
group -(CH2)SCO-Q -@-@B, a group (CH2)s-CNin which s, Q, @, B are as
defi ned above, or a |lower alkyl group optionally substituted with one or
nore hal ogen atons, the position 5particul arly preferred for the

substituent Y3 being position 4 - Yl represents a hydrogen atom and Y2
and Y3, which may be identiRat— different, represent a hydroxyl, hal ogen
or | ower al koxy group, or,, Y1 Y3 in which : - Ar is as defined
above ; - Y 1, Y2 and Y3"@ach regresgat a hydrogen atom or 15 - Y | and Y2
each represent a hydrogen 9 Gfml or” atdegey or hal ogen ; R4 and
R5 represent : - |ower al are identical, aralkyl,

cycl oal kyl or cycl oal kyl al -
al kyl, it being possible i : to be linked to forma saturated
ring or a ring including one or Anhore doubl e bonds conprising one or nore
hetero atons chosen fromO, S ana N and optionally substituted with a
lower alkyl, a hydroxyl or a |gmger alkoxy or bridged with a | ower alkyl,

gemdi al kyl ate ubs ted w 0 nore groups chosen from

hydr oxy|m‘f£1?é‘elb(3('|’ l'g*ﬁ ft’ﬁ%foe%séflfgf‘“g diy phenyl al kyl or. CO-Q - Q@- 8B,
it bei ngwph)sqndmhseamnmniam ooder tdnebtamit ocsnpount b€ geniera fédmida f.or med al so to
formpart of another ring chosen from

\/©/\CONHOH

. the compounds of formula I corresponding to this definition can also be obtained in

are different, 20 - | ower

5 WhenRis

particular by reacting a compound of general formula If with hydroxylamine in order to
obtain a compound of general formula I
10
When R is ' |

\/©/\CONHR"

the compounds of formula I corresponding to this definition can also be obtained in
particular by reacting a compound of general formula If with the compound of formula
15 R;NH; in which R;, has the same meaning as R;, in order to obtain a compound of

general formula L

When R is

\/@ACONRuRu

20  the compounds of formula I corresponding to this definition can also be obtained in |
particular by reacting a compound of general formula If with the compound of formula
HNR ;R ;3 in which R; and R;3 have the same meaning as R4 and Rs, respectively, in order

to obtain a compound of general formula I.

25  The invention also relates to a pharmaceutical composition comprising a compound of

formula I or Il and a pharmaceutically acceptable excipient.



phenyl and heteroaryl conprising from4 to 8 atons including 1 to 4 h80&T 3003
atons. 30 The invention relates nore pgrticularly to the conpounds of

general formula | in which : X represents a hydrogen atom X2 represents a
hal ogen, am no, |ower alkyl, hydroxyl or -NHR, group; 35 R represents :
2S0CT2003 -17 -(CH2)n Y3 in which : - nis an integer from1l to 3, - Y 1,

Y2 and Y3 each represent a hydrogen atomor a |ower alkoxy group, nore 5
parti cul 'tPHeI Mﬁél’idﬁdﬂ@léb r@{ﬁd&slt@ tk&al’s% '0‘1"H|c@fnp3m¥11, (ff‘fbrlﬁmﬂﬂ Bpﬂifor the ‘ﬁlrepafmo?{%f_e?c h
represent a_hydrogen ato n represents.a |lower al koxy, . amno, nitro
or hydr&(VFd‘ﬁV’&LB‘%%BCtI‘BRﬁg‘]ile%atI%R etgﬁﬂ@ﬂﬁlt t“idbﬁ‘iaa“icl%FCgﬁﬁkﬁ“i‘tt‘ﬁlﬂlé'ﬂ?wst‘ﬂ‘fth%ne or
nor e hal thgeldnain ¥6.a thegip9 iy mbibildn GD-fhodphQRictiBrases, Wit Chiofe patiCulaly bf QL
is 0, - r a valency bond, Q@ is -(CH2)g , gq being equal to 0, 1, 2, 3
or 10 4 ‘@B is H OHor -NX3X4 in which X3 and X4 are as defined above,
agraup (CH2)s-CNin which s is O or 1, the position particularly

preferr f-or I i 08l 110 .- Y resents a
byar ogert trBrernief a2 et Lk fflinokToP Al Ak chmpfind pfi FA AR

r epr eserthe dohgigratlygraphby whention of phwsphedidstexasegyrapd more patulatly af PYIE4, n

whi ch : <y m'ﬂ:’ LHRShiSRIRL S : AT ] e a
nitrogenm%g%%nﬁ?%moﬁtl or? 2? a3 or1 4 anéés:}}g%l%}tg%?g%l n p‘o&ggoﬁ?%’#agggl%go - Y
1, Y2 arfccoympoung gf tasladl. 5 hydrogen atom or - Yl and Y2 each represent
a hygrogen atomand Y3 is a |ower al koxy group or a halogen group when Art
does not conprise a nitrogen atom and R4 and R5, represent

Detailed description of the invention

The present invention thus relates to the compounds of general formula I or II:

/Rs /Rs
RN r—N
X 4 Z:/N\N RN Ef—N\NER
B,
N\R N
X3 A, A

I 1I
15 inwhich X, X3, A, R, Ry and R are as defined above.

The invention relates particularly to the compounds of general formula I or II, in which:

A represents an oxygen atom,
20 X, represents a hydrogen atom and X3 is a halogen, amino, lower alkyl, hydroxyl or
-NHR,; group, R1 being as defined above;

R represents :
- a lower alkyl, lower alkenyl, arylalkynyl or 2-; 3- or 4-pyndylalkyl group optionally
25  substituted on the pyridine ring with a lower alkyl, a halogen or a hydroxyl;
Y1
Y2

~(CHn
Y3

in which:
- nis an integer from 1 to 3,




2 5 - lower alkyl when R4 and RS are identical, aralkyl, cycloalkyl &8 0CT 2003
cycl oal kyl al kyl when R4 and R5 are different, - |ower aIkyI It being
possible for R4 and R5 to be |inked td%orm a sat urat ed ring or aring

i ncl udi ng one or nore doubl e bonds conprising one or nore hetero atons
chosen from0, S and N and optionally substituted with a |lower alkyl, a 34
hydr oxyl or a | ower al koxy or bridged with a | ower alkyl, gen}dialkylated

or substituted with one_ or ?:H)re rou dchosen from, hydr , keto, |ower
al kyl, lower alXbx¥Z aph¥aype FIECHBLAHE OT f (O, cg%‘fpm"%or? or two
of the atons I%hﬂﬁld’r] ethdmy@ forrred also to formpart of another ring

chosen, from 280 Brrsp by ke AR TR ParSshl g BBk ey ®

atons including 1
corrpounds of ge mqj aﬁ;onmﬂoa nitr@wor Ihydiaxylvgionip, 2 giHuxk(CHa,CON1-@4Qand RS

are defined in th f. .t I

o Ryee oL Tre ingn OB TR M yfHigh Do, Q) bfies deiiba HdePoes Mirtaliyl! O10!
a 10 | ower al k)grou;aopmmmﬂlyeﬂubﬂuymdawhlydmgwl mgreb@)plogm atams, dheposition’ Y1
/YL A Y2 Ar Y2 I %yhgefemdyéfo\{%c gﬁﬁstlméng@béfihé) r%oﬁﬁor@ﬂ@ in which : - n

|san|ntegerfrom mis an | nteger ;15-Ar|san
aromatic ring edfbrémessgtssa bydregen atem pad Yddindy Yos avhidh mey denidentical ot ons

chosen from 0, Sd1ﬁ}r:'l‘t!ntl,\lrepresent a hydroxyl, halogen or lower alkoxy group, or

10
Y1

Ar —Y2
W

Y3
in which :
- Aris as defined above ;
- Y1, Y2 and Y3 each represent a hydrogen atom, or
15 - Y1 and Y2 each represent a hydrogen atom and Y3 is lower alkoxy or halogen ;

R4 and R represent :
- lower alkyl when R4 and RS are identical, aralkyl, cycloalkyl or cycloalkylalkyl

when R4 and Rs are different,
20 - lower alkyl, it being possible for Ry and Rs to be linked to form a saturated ring
or a ring including one or more double bonds comprising one or more hetero
atoms chosen from O, S and N and optionally substituted with a lower alkyl, a
hydroxyl or a lower alkoxy or bridged with a lower alkyl, gem-dialkylated or
substituted with one or more groups chosen from hydroxyl, keto, lower alkyl,
25 lower alkoxy, phenylalkyl or CO-Q;-Q2-Q;, it being possible for two of the
| atoms in the ring thus formed also to form part of another ring chosen from

phenyl and heteroaryl comprising from 4 to 8 atoms including 1 to 4 hetero

atoms.

30 The invention relates more particularly to the compounds of general formula I in which

X represents a hydrogen atom,
X, represents a halogen, amino, lower alkyl, hydroxyl or -NHR, group;

35 Rrepresents:



- Y 1, Y2 and Y3, which may be identical or different, represent : -Z80CT 2003
hydr oxyl, mercapto, am no, nitro, hal qgen -(CH2), CO QL- @R-@, (CH2)S CN,

in which s is an integer fromO to 6, 'I'ower al kyl, |ower alkoxy or |ower

20 thioal kyl, optionally substituted with one or nore hal ogen atons. In

anat her of its enbodi nents, the present invention relates to conpounds of
general forrmula | or I, in which : 25 X1, X2, R4 and R5 are as defined in
the sunmary of the iyavention ; and R represents: 2 8 OCT2003 -19 Y1 Ar Y2

Y3 5 in which : Ar is an aromatic ring conprising 5 or 6 atons including
fromO to 3 he 2ons chosen fromO, S and N (the aromatic rings
conpri si pey t OFS optionally including a nitrogen atomin position 2, 3
or 4, prefé’rably i nyposition 3, being particularly preferred); - Y1, Y2

and Y3, whi crnhmay be identical or different, represent : - hydrogen,
hydroxylm“fhé apto, amino, nitro, halogen, cyano, -(CH2)SCOQl- Q2-Q@ in
whi ch s is an i atiegeintdgeofrofl It 36, | ower al kyl, |ower al koxy or |ower 10

t hi oal kyl , t .

pretoraply - - Vi3 Y2 el eREe b ByBREer koDl R ARKG ol mage |
Y2 edch represepﬁﬂxaulh;lylnm@myan@mmdcwa‘ Béﬂmmthtad)fkoxy or hal ogen. 15 20
In another of 14§ &Wem%ﬁzes%% @fd?ég%ga(fatdr@m%%%fe&ﬁ;sw& ARppounds

of general formula’l are as
defined in the gmmeanynmr ltyﬁl@)thg@m pipwer alky! praugantieaslitssubstitutedyith

one or more halogen atoms, a group -(CH;);CO-Q-Q2-Q3 in whichsisOor 1,
Q, is O, -NH- or a valency bond, Q2 is «CH3)q-, q being equalt0 0, 1,2, 3 or
10 - 4 and Qs is H, OH or -NX3X4 in which X3 and X4 are as defined above, a group
(CHz)s-CN in which s is 0 or 1, the position particularly preferred for the
substitutent Y3 being position 4, or
- Y1 represents a hydrogen atom and Y2 and Y3, which may be identical or
different, represent a hydroxyl, halogen or lower alkoxy group, or -

15
/ Y1
A ——Y2
Y3
in which :
- Ar is an aromatic ring comprising 6 atoms which can include a nitrogen atom
in position 2, 3 or 4 and preferably in position 3 ;
20 - Y1, Y2 and Y3 each represent a hydrogen atom, or

- Y1 and Y2 each represent a hydrogen atom and Y3 is a lower alkoxy group or a

halogen group when Ar, does not comprise a nitrogen atom; and

R, and Rs, represent :
z5 - lower alkyl when R4 and R3 are identical, aralkyl, cycloalkyl or cycloalkylalkyl
when R4 and R; are different,
- lower alkyl, it being possible for R4 and Rs to be linked to form a saturated ring
or a ring including one or more double bonds comprising one or more hetero
atoms chosen from O, S and N and optionally substituted with a lower alkyl, a
30 hydroxyl or a lower alkoxy or bridged with a lower alkyl, gem-dialkylated or
substituted with one or more groups chosen from hydroxyl, keto, lower alkyl,
lower alkoxy, phenylalkyl or CO-Q;-Qz-Q;, it being possible for two of the
atoms in the ring thus formed also to form part of another ring chosen from



Y3 in which : 25 - nis an integer froml to 3 Yl, Y2 and Y3, which re§00E203
identical or different, represent : ydroxyl nercapto, am no, nitro,

hal ogen, -(CH2) SCO QE- @- B, (CH2)$- Cl\ll in which s is an integer fromO to

6, |lower alkyl, |ower alkoxy or lower thioalkyl, optionally substituted

wi th one or nore hal ogen atons. 30 Preferably : - nis an integer from1l to
3, 28QCT2003 X1, X2, Al, R4 and RS are as defined in the summary of the

i nvention; and %ﬂﬁﬁ S Vi, nor e
parti cul ar| y netpﬁ‘&?é ang% ér;rl’rgacrct r{ﬁ?ﬁéﬁ 4333 tsraa;dr)r[glg\ﬁ%%}@&g 4\}?9%?]15&@2 each
represent a hydrbogen atom and Y3 represents a | ower al koxy, cyano, am no,
nitro or hydroxyl group, a | ower alkyl group opti onaIIy 5 substituted with
one or nore hal ogen atons or a graup. - } (?1%2 |n which s is 0 or
1, QL i sTleg invegsonglsoarelates &negmpsiimes O@er’iﬁ%al qreypn [ or Lingviyeh 1o equal to 0,

1, 253 or 4 and B is H OHor -NX3X4 in which X3 and X4 are as defined
above the}gosrtr on particu % referred rf[‘ t he substltutent Y3 bei ng
posi t i onXu Xzpfii,1Ry and \Rilar‘r"@p&‘@é‘é t SSWWB’Q%fO SINYRRUGNS 389 and Y3, which may

be identical or different, represent a hydroxyl, hal ogen or |ower al koxy

group. |Ip another of its enbodi ments, the present invention relates to
compoundd "G Y¥BReral formula | or Il in which: 15 R represents : -20 Y1 .
Y1 20 Y3 or lowenlalkyhyl, aryRikynyl, 2-, 3- or 4-pyridylalkyl optionally substituted with a
10 lower alkyl, a lower alkoxy, a hydroxyl group or a halogen,
Y1 v Y1
. Ar——Y2
—Y2
-(CHz)n/ \ , WN\ ,
Y3 Y3 Y3
Y1
v . Ar
-(CH)r, or WAr
0 Y3
in which :

- nis an integer from 1 to 5 and m is an integer from 3 to 5 ;
15 - Ar is an aromatic ring comprising 3 or 6 atoms including from 0 to 3 hetero

atoms chosen from O, Sand N ;
- Y1, Y2 and Y3, which may be identical or different, represent :
- hydroxyl, mercapto, amino, nitro, halogen, -(CH3)sCO-Q-Q2-Q3, (CH;):-CN,
in ‘which s is an integer from 0 to 6, lower alkyl, lower alkoxy or lower

20 | thioalkyl, optionally substituted with one or more halogen atoms.

In another of its embodiments, the present invention relates to compounds of general

formula I or II, in which :

25  X,, X, Ry and R; are as defined in the summary of the invention ; and

R represents :




Y3 - Y1, Y2 and Y3, which may be identical or different, represent : 280CT 200
hydr ogen, hydroxyl, nercapto, am no, |tro hal ogen, -(CH2)SCO QL- Q2- (B,
(CH2)s-CN, in which s is an i nt eger fr3h10 to 6, lower alkyl, |ower alkoxy
or lower thioalkyl, optionally substituted with one or nore hal ogen atons.
Preferably : - Y1, Y2 and Y3 each represent a hydrogen atom or - Y1 and Y2
each represent a hydrogen atomand Y3 is | ower al koxy or halogen. 30 In
anot her of its enbodivments, the present invention relates to conpounds of
general fornmula L or Il in which : X1, Xz, Ail, R R4 and R5 are as defined
in the sugngg/pﬂfrheY?nvention ; and : 35 - when X, and X2 represent

hydr ogen, I nof\qlkyl, phenyl, benzyl or allyl, 280CT2003 -21 - when X1
represents hydrogen amd X2 represents 7-C or CH3, Ris not an alkyl ; and
- when X, represents hydrogen, X2 is not 8-Cl. 5 The invention also rel ates
to a grdﬂﬁ”@# conmpounds of fornmula | or Hwhich are particularly active as

TNFa i nhi bi tors agnd ahraramﬁmnng corfipritifig & & 6 Stoms ?ﬁcluanfg %&n W6 Ghhet@ry be
i dentical or di fferen]E50 res nts Nﬁy@%%g hyd rox hal og am no,
nitro, mercapt o?tOMBafigosey %X@i #pd ropfatig] rings, ‘éﬁ“R%%@ apms
-S(OpnR8 i n whi gptidAally ifkludingh n&r@&d aRfn irs pesitiavB3 orad, lpydferablt mqmaitllo;d

substituted wt atons. - Preferably Xl is Hand X2 is
hal ogen, in par%J gﬂ?%lpar?n%?&yg?equ%ég’r al kyl, in particular 7-CH3. - R

represents: 15- Y2, YQGind)Ys, athidh tv@y B¢ identyal wi divferent, raffesédt or
- hydrogen, hydroxyl, mercapto, amino, nitro, halogen, cyano, -(CH2)s;CO-Q;-
Q>-Qs3 in which s is an integer from 0 to 6, lower alkyl, lower alkoxy or lower
10 thioalkyl, optionally substituted with one or more halogen atoms.

Preferably :
- Y1, Y2 and Y3 each represent a hydrogen atom, or
- Y1 and Y2 each represent a hydrogen atom and Y3 is lower alkoxy or halogen.
15
In another of its embodiments, the present invention relates to compounds of general

formula I or I, in which :

X1, Xa, A1, Ry and R; are as defined in the summary of the invention ; and
20 )
R represents :

¥1

Y2

-(CHyn
Y3 -

in which :
25 - nis an integer from 1 to 3 ;
- Y1, Y2 and Y3, which may be identical or different, represent :

- hydroxyl, mercapto, amino, nitro, halogen, -(CH;);CO-Q-Q2-Qs, (CHz)s-CN
in which s is an integer from 0 to 6, lower alkyl, lower alkoxy or lower
thioalkyl, optionally substituted with one or more halogen atoms.

30
Preferably :
- nis an integer from 1 to 3,



Y3 in which: - nis aninteger from1l to 5 - Ar is an aromatic ring@gQgcT 2003

conprising 5 or 6 atons including frampQ to 3 hetero 20 atons chosen from
0O, Sand N, - Y1, Y2 and Y3, which rmay be identical or different, represent
.. - hydrogen, hydroxyl, nercapto, am no, nitro, hal ogen,

-(CH2)SCO-Q -Q@-@, (CH2)s-CNin which s is an integer fromO to 6 ; -

| oner al kyl, lower al koxy or -S(O,,,Rg in which mis 0, 1 or 2 and R8 is a
25 | over al kyl , YRY il er&%béﬁrwem@dwrtalkoay@raf ARFEp At malheRy. The
substituents form ng the g gLip ch are partlcufarly preferred include
ci nnanyl, 3- pyr 389 I PRFLlan, 3 Az nzyl, di met hoxybenzyl and

3-pyri dyl net hyl .y Bénd YBéba&nfkpRSent\Mh)mlPogmwdm ahd &Y iepedserts adbwércdiesiy,
represent : |ower_ al kX t? i ng ﬁ(ngSl bl e for 54 and,R5 to be |lnkﬁd to
form a sat ur at e§f¥#i%hg 'Bino 'n 9y PRLPR BN JPWHL A oERIR aRftogally

conpri si ng one aubstivuted hethemme oahmhalogms:ﬁmnﬁ o mgboupS(E@Hg.COaReQe iimnal | y

b1 dged 1 2 LAY 3 4, 878 61 LA Sl pOARSB 0 SEEALT, B0

nore groups chosen™t ¥ om Ry ower

phenyl al kyl or @@@m@,’zl,@ 3 waaridﬁslﬂ Hu@ﬂerﬂ“éxmg which zang X 86 aSC T
2003 -22 NR4ARS : i pel ' :
pyrrolidine andwgfaitfz;%j %}o%ﬁtﬂ%_h%ﬁ@%ﬁ%%ﬂulﬁ@%ﬂmﬁfﬁq%dr gﬁp%lg ﬁ%ﬁﬁgﬁew%&e@% red
as TNFa i nhi bi t@P%‘“PhélQl’de the followng 5 nolecules : 3 7-Bronp- 1

- di ngf hyl am no: An(f esente hﬁh@ge)i'aibﬂn%ﬂd- 4’|2|‘a1{d1Y3; 4hidhl z9lR léntaphbr

qui nazol i n-5- one 1- Di et

net h d-3-ylallyl)-4H
1,2,4]triazol of @1 re’&‘] '&Bfﬁﬁ%[?ﬂsﬁy&mﬁ&oh%lo % %’eﬁalgf’ﬁé"h'&(ybgnzyl 31 ): - et Lyl

I -pyrroI|d| n- -yl-4H [ 1,2,4]triazolo[4,3 -a]quinazolin-5 -one 101 4-(1
- D net hy. r o] 0
a] qui naz I?rﬁ)ﬂ}Fr qf nﬁ{%fh{%}ég é‘%?%)fi%{ - Pﬂlé- éntéggenﬂogl *ela% {o Lcﬁngounds of general
7- Br ono- ﬂondulnémhﬁllammvéh4 (3-phenylal lyl)-4H[1,2,4]triazol of 4, 3-
15

X1, X3, A1, Ry and R are as defined in the summary of the invention; and

R represents :

Y1 Y1

N N
| Y2 | Y2
R
20 Y3 or Y3
in which : |
- Y1, Y2 and Y3, which may be identical or different, represent :
- hydrogen, hydroxyl, mercapto, amino, nitro, halogen, -(CHz);C0O-Q;-Q2-Q;,
(CH3)s-CN, in which s is an integer from 0 to 6, lower alkyl, lower alkoxy or

25 lower thioalkyl, optionally substituted with one or more halogen atoms.

Preferably :
- Y1, Y2 and Y3 each represent a hydrogen atom, or
- Y1 and Y2 each represent a hydrogen atom and Y3 is lower alkoxy or halogen.
30
In another of its embodiments, the present invention relates to compounds of general

formula I or II in which :

Xi, X2, Ay, R, R4 and R; are as defined in the summary of the invention ; and :
35 - when X, and X, represent hydrogen, R 1s not alkyl, phenyl, benzyl or allyl,



a] qui nazol i n-5-one 98 : 280CT 20m
7- Met hyl - 4- (3-phenylal lyl)-1-pyrrolidipn-l-yl-4H[1,2,4]triazol of 4, 3-

a] qui nazol i n-5-one 79

4- (7-Brono-1| -di net hyl am no-5-o0x0-5H[1, 2,4]triazol o[ 4, 3- a]

qui.nazol i n-4-yl net hyl ) benzonitrile 91 1-Azepan-1-yl-7-methyl-4-pyrid-3
-ylnmethyl-4H[ 1,2,4 ]Jtriazolo [4,3- a]quinazolin-5-one 93

4-(7-Methyl -5-0 is not an alkyl ;
_yl-5H[1, 2, 4]t)r6‘|?hae§'o X 4[%%&'?%?%523“?%2r4pr§ser?§t7 5'5’%9#%’0%.% e 103’

1- Di nethylanrnoﬂvdnethyl 4-((E)-3-phenylallyl)-4H[ | ,2,4]triazol o[ 4, 3-
a] qui nazol i n- 5: QIRN4G répresenB 3 dRypen, X Prs nopg-0tol i di n- 1- yI 5H[ 1,2, 4]
triazol o] 4, 3-a] qui nazolin- 4- ylnethyl)benzonltrlle 35 1 -Azepan- |

-yl -7-brono- 4- (3, 4-di net hoxybenzyl )-4H[ 1,2,4] triazol o[ 4, 3-

a] quisnazpid ifvantidnalsdrelags th e ggupwitompburnie of drenuda 1 o1l whidhl ave\pargcularly

substituents art uI ar | eferred : - In general, for the groups X,
X2, X3, %Eveps TNEG 1phi ﬁﬁ“ghi‘ .10 - halogen : F. O, Br, I,
preferably Brxsaﬂndrsj, - I over al kyl @ 1 near or branched containing from1

to 6 and pr el grablyich Lok iithich GRARNALBRen@BOCT2003 <23 - | ower

al koxy : ranc cont ai ni ng r to 5 and preferably from1l
to 3 car bOFI altydnwgen, hydogwen, lalqun,tammoo, mrro,na@rrcam, BeehERPEXYont ai ning from 1
0 5@nd pr efl%(v@pgff(gif 1R alkd: x? od Q@(]rd)oﬂg & QHkh @ i 1s 0, Qvé2 ald®itla fower

contarnrng fro 6_and Pre er ab X from F 4 carbon atons, nore
parti cul arly dkylypptionallpghstigitadswifh one argperghalagen flogi 3 t o 9 carbon at ons,

nore parti cul preferabl V\ﬁromargﬂ ad O;plemlbgenpparmyticular 2Br, 8¢ lower alkyl, in
4-pyridyl al kyl |n the al kyl contains froml to 5 and preferably 10

froml to 3 cRATHGH ; - aryl : containing from5 to 8 and preferably 5
or 6 at o-ms,chprescnts »
Y1 Y1 /
Y2 /ALYZ WAF —Y2
-(CHA \ A = \
15 Y3 Y3 or . Y3

in which :
- nis an integer from 1 to 5,
- Ar is an aromatic ring comprising 5 or 6 atoms including from O to 3 hetero
20 atoms chosen from O, S and N,
- Y1, Y2 and Y3, which may be identical or different, represent :
- hydrogen, hydroxyl, mercapto, amino, nitro, halogen, -(CH;):CO-Q--Qs,
(CH;)s-CN in which s is an integer from 0to 6 ;
- lower alkyl, lower alkoxy or —S(O)nRs in which m is 0,lor2and Rgisa
25 lower alkyl, optionally substituted with one or more halogen atoms.

The substituents forming the group R which are particularly preferred include
cinnamyl, 3-pyridylallyl, para-cyanobenzyl, dimethoxybenzyl and 3-pyridylmethyl.

30 - Ry and Rs, which may be identical or different, represent :
lower alkyl, it being possible for R4 and Rs to be linked to form a saturated ring or a
ring including one or more double bonds comprising one or more hetero atoms
chosen from O, S and N and optionally bridged with a lower alkyl, gem-dialkylated
or substituted with one or more groups chosen from hydroxyl, keto, lower alkyl,
35 lower alkoxy, phenylalkyl or CO-Q;-Qz-Qs. The substituents forming the group



- aralkyl in which the alkyl contains froml| to 6 and preferably fro8l08Td03
4 carbon atons, - cycloal kyl : cont a:zzi ng from3 to 8 and preferably from

3 to 6 carbon atonms, 15 - cycl oal kyl aFkyl in which the al kyl contains from
1to 6'and preferably from1l to 3 carbon atoms and the cycl oal kyl contains
from3 to 8 and preferably from3 to 6 carbon atons, - |ower alkyl, |ower
al koxy or lower alkylthio optionally substituted with one or nore hal ogen

atonms: trisubstituted, groups.such as.- -CF3. - CGH2) p- CE3,. 20 or

S (Gre) - CrRReR Whichrach il PR gedt oS Tpedsidii Burelitinerdy.

I n particul arazepadit.t he groups X1 and X2 : - -NHR1, or -NR2R3: when the

| ower al kyl is substituted with one or nore groups chosen from hal ogen,
hydroxyl, cyano, |ower alkoxy and CO-Q-Q@-@3, 25 the nunber of

subst i t UEe @nipprgéswhizhweeparticdardly greforedfas B oy inhebivase moludgribe follawing\RoR3 -
V\,hen5R2 anld lgRS; are linked to forma ring, this ring is characterized in
that -it ‘B?g'f fIwably conprises : - between 1 and 4 and nore particularly
between 1 and 2 hetero atons chosen fromO, S and N, the cyclic

bstituents of tiy : X (s8] i 30 rin of the type
Substiuent 3 ﬁhﬁmﬁa@.ﬂtlrﬂétﬁ;ﬁﬁ,ﬁm ¥ é@loaqgﬂﬁﬁj YaRyBH i ngs yp

C,,,Nin which mis an integer_from , préferably from4 to 6, the
rings which are gh2idleiarelpl43-plasiezelBo98Eng chosen from the group

conmprising pyrrolidin i perd di ne, ;hanopiperi aingo : lham ne and -
betveen 0 a4, TsPurgr B lRE LS 40 AR D SRR 22
and 2 substit uenfqindzobed-dneom hydr oxyl, keto, |ower al kyl, |ower al koxy
and - 35 CO Q- Q- - the groups_X1 and X2 are particularly located in
posi tions 794nd 8"&4'%“{}% e Tyl dep ‘dgﬁﬂﬁi’ﬁh‘gs of fornulae | and
11 to which they [apetiragsle,3-daREE200B5-08¢ - I n particular, for the group R
. - the substituents Y1, Y2 and Y3 are particularly located in position 3

and/ or 4 of101t he dafloRimethylaming- F-meii-Stoxerdfy [ hedltgpraletetr. 5 -

Particul arly, fora] M{igupﬁm%yggglzeﬁitﬁm- when R4 and R5 are linked to
forma ring, this'fing is charaCterized in that it pre]‘erablycorrprises :
85 7-Bromo-1-dimethylamino-4-(3-phenylallyl)-4H-[1,2,4]triazolo[4,3-

a]quinazolin-5-one

98 7-Methyl-4-(3-phenylallyl)-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

79 4-(7-Bromo-1-dimethylamino-5-oxo0-5H-[1,2,4]triazolo[4,3-
a]quinazolin-4-ylmethyl)benzonitrile

91 1-Azepan-1-yi-7-methyl-4-pyrid-3-ylmethyl-4H-[1,2,4]triazolo[4,3-

' a]quinazolin-5-one

93 4-(7-Methyl-5-oxo-1-pyrrolidin-1-yl-5 H-[1,2,4]triazolo{4,3-a]quinazolin-
4-ylmethyl)benzonitrile .

103 1-Dimethylamino-7-methyl-4-((E)-3-phenylallyl)-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

46 4-(7-Bromo-5-0xo- l-pyrrolidin-. 1-yl-5SH-[1,2,4]triazolo[4,3-a]quinazolin-
4-ylmethyl)benzonitrile

35 1-Azepan-1-yl-7-bromo-4-(3,4-dimethoxybenzyl)-4H-{1 ,2,4]triazolof4,3-

a]quinazolin-3-one

Among the groups defined above, the following substituents are particularly preferred :
- In general, for the groups X, Xa, Xi, X4, R, Ry, Rz, R3, Rgand Rs -
10 - halogen : F, Cl, Br, I, preferably Br and Cl,
- lower alkyl : linear or branched containing from 1 to 6, and preferably from 1 to

3 carbon atoms,



- between 1 and 4 hetero atoms chosen fromO, S and N, the .cyclic 280CT 2003
substituents of this type preferabl yggei ng saturated rings of the type

C,.. N, in being an 10 integer fromZto 7, the rings particularly
preferred being chosen fromthe group conprising pyrrolidine, piperidine,
honopi peri di ne and cyclooctylam ne, and - between 0 and 4 and preferably
between 0 and 2 substituents chosen from hydroxyl, keto, |ower alkyl,

| ower al koxy ang - - Q7 - 1 ow th
preferred corrpogor}Naas?q(])@xb’ he(g.ﬁ ﬁg%eb%iﬁml}{%{?/g%@%%ﬁlg MECI‘%%H@S;%{%F@I?%HQI ©
-yl )-7-chl or o- 4t¢ 3cphemgtoris| yl ) -4H-[ 1,2,4] triazol of 4, 3-

a] qui nazol i n-5: eRe.rZndh A7 SRR &fh/ﬂa)xch%a%tahﬁrrf?ﬁg?fr&%- PRENYARplerérdblS o

1,2,4]triazol o[ 4,3- alqui nazolin-5-o0one

7-Brono- | - di met hye AFAMORAOMSE) - 3- pyrid-3-ylal |yl )-4H [

1,2, 41t ri azol o fowierali@diinasataifind froRetods dndBpeffRatdy By 3ta34 thiBh Ams, |
-pyrrolidin-1-yl-4H] 1,2, 4“”‘ azol o[ 4, 3- a] qui nazolin-5-one 5

7- Brono- 3- pyri drepre, partewaaly By r r ol i din-1 -yl -3H[ 1, 2, 4] tri azol o[ 4, 3-

a] qui nazol i n- 5- Edeerbalkysyd € pesitdining | frém( 3- phenychebohy htpméHrhore particularly
1,2,4]triazol o[ 4, 3- aé)’ﬂuljzdj]? zolf' n-5- one 7 1-(azepan-

| -yl)-7-chl or o- BXORR{E1 2 qlen?[,pﬁcf%ﬁy?’i azol o[ 4, 3-a] qui nazol i n-5- one 8

1]- ( a_zepanl- N -SyQ),-ﬂmHprrblykhll(yhumhiB}ll the gl Yortkins [fiopp 1 4p & andaprsidralily, 3-
a] quisnazol i n- 5- - - | -yl)-7-chloro-4-(2-chl orobenzyl)-4H
1, 2?12] triazol o?@%?toa.a.u%rg%ﬁsh- 5-)c/)n)e 10 ( a [
1- (azepan- | -yl ) ad cpansgining froan & o 8 apderefgrrhly 219r(6 210ms.4] tri azol of 4, 3-

a] qui nazol i n-5: gRGyi &P whidh #re( ARAPSIMaihs from 1 to 6 and preferably from 1 to 4
-yl )-7-chl oro-4-(4-chl orobenzyl)-4H[ 1,2,4]triazol o4, 3-

a] qui nazol i n- 5- 6#BOABIOMS( 537epan-1 -yl ) - 7- chl or o- 4- (4- br onobenzyl ) - 4H |

1, 2, 4] tri azol o dydoalkyl : containing from 3 to 8 and preferably from 3 to 6 carbon atoms,

15 - cycloalkylalkyl in which the alky! contains from 1 to 6 and preferably from 1 to
3 carbon atoms and the cycloalkyl contains from 3 to 8 and preferably from 3 to
6 carbon atoms, '
- lower alkyl, lower alkoxy or lower alkylthio optionaliy substituted with one or
more halogen atoms: trisubstituted groups such as -(CH;),-CF3, -O-(CH2)p-CF,
20 or -8-(CH;),-CF3, in which p is an integer from 0 to 3, will be preferred.

- In particular, for the groups X, and X3 :
- .NH-R,, or -NRyR;: when the lower alkyl is substituted with one or more |
groups chosen from halogen, hydroxyl, cyano, lower alkoxy and CO-Qy-Q2-Q;,
25 the number of substituents ranges between 1 and 4, preferably between 1 and 2,
- NR,R; : when R; and Rj are linked to form a ring, this ring is characterized in
that it preferably compnses :
- between 1 and 4 and more particularly between 1 and 2 hetero atoms chosen
from O, S and N, the cyclic substituents of this type preferably being saturated
30 rings of the type CmN in which m is an integer from 2 to 7, preferably from 4
to 6, the rings which are particularly preferred being chosen from the group
comprising pyrrolidine, piperidine, homopiperidine or cyclooctylamine and
- between 0 and 4, preferably between 0 and 2, more particularly between 1 and
2 substituents chosen from hydroxyl, keto, lower alkyl, lower alkoxy and -

35 CO-Qi-Q2-Qs3,
- the groups X, and X, are particularly located in positions 7 and 8 of the

aromatic ring of the compounds of formulae [ and II to which they are linked.



a] qui nazol i n-5-one 13 1- (azepan-1-yl)-7-chl oro-4- (4-fl uor obenzyl ) - 4148 0CT 2003
|,2,4]triazol o[ 4, 3- a] qui nazolin-5-one414 1 -(azepan- |

~-yl)-7-chloro-4-(4-(trifluoronethyl)benzyl)-4H [

1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-one 15

1- (azepan- 1-yl)-7-chl oro-4-(4-cyanobenzyl)-4H[ 1,2,4 ]triazol o[ 4, 3-

a] qui nazol i n-5-one 16 1-(azepan-1-yl)-7-chloro-4-(2-methoxybenzyl)-4H [

1, 2, 4] t r | pyiretfard forabdghod@Ral | n-5-one 17 1 -(azepan- 1- yI) 7-chl oro-4-(3

- th b | 4 - 5- 18 1
?Szegéﬁ- FHZH %S%'—%PBPB‘S?‘ yzﬁéf‘%ﬁvjﬁgﬁ%}]?f‘x#ﬂ[at aé%@isl%pp .f@?@%ﬁ@fs-

a] qui nazol i n- 5- ahearbénalic ﬂbgzrewhmh they are attached.

-yl)-7-chl oro-4-(3, 4-di chl orobenzyl)-4H[ 1,2,4]triazol of 4, 3-
a] qui nazolin-5-one 20 1 -(azepan- |

-yl) -57- chPatioaldely, JorthdignephoRy ehRy!l ) - 4H [ 1,2,4] triazolo

5L G P b O80T 5t g i n o
a] qU| nazol i n- 5- gaef C lylcompaigesyan- | -yl ) - 7-chl or o- 4- (3 pyr| dyl net hyl ) - 4H—[

4] t | 4
: 4 (4] p{/lr ?é;l %[et ok twBdnOt A AIPF Rtk 3 a?orﬂl?ggnoogél from(@z§ he cé/}: ;q‘_l))sﬁrﬁlz

1- (azepan-1 -yl)- U/f %’Fﬁ W%Pﬁff@beﬂh@%% gatpare. ripgs off ! 1’!23 WPF r(Frdiomoleanm
a] qujgnazol i n- 5- Oﬁﬁteéér from( 22¢ 7afhe hngs artlcularl preferred bemg chosen from the

-y|) 7-chloro-4-[2-(4 rrethox hen?,/n%vﬁ '] BWFB?'E’?% ?"@"bﬁ’“a &Ico[4l)an H-[
opy

qui nazol i n-5 - onef™?
1,2,4]triazol 0[4 csrcloa]:tghmazahdn 5-one 27

LoAzepan- -yl - 7~ G L ¢ b 1000 frs BARY bEMI o 8 b choguietlnd ThERR' Rt 3

a] qui nazol i n- 5 one
‘hydroxyl, keto, lower alkyl, lower alkoxy and -CO-Q;-Q>-Qs.

15
The following compounds are among the preferred compounds of the present invention :

1 1-(Azepan-1-yl)-7-chloro-4-(3-phenylallyl)-4H-[ 1,2,4]triazolo[4,3-
a]quinazolin-5-one

2 1-(azepan-1-yl)-7-chloro-3-(3-phenylallyl)-3H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

3 7-Bromo-1-dimethylamino-4-((E)-3-pyrid-3-ylallyl)-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one

4 7-Bromo-4-pyrid-3-ylmethyl-1-pyrrolidin-1-yl-4H-[ 1,2 4]triazolo[4,3-
a]quinazolin-5-one

5 7-Bromo-3-pyrid-3-ylmethyl-1-pyrrolidin-1-yl-3H-[ 1,2 4 )triazolo[4,3-

ajquinazolin-5-one

6 1-Azepan-1-yl-4-(3-phenylallyl}-4H-[1,2,4]tnazolo[4,3-a]quinazolin-5-
one

7 1-(azepan-1-yl)-7-chloro-4-allyl-4H-[1,2,4]triazolo[4,3-alquinazohin-5-
one

8 1-(azepan-1-yl)-7-chloro-4-(4-methylbenzyl}-4H-[ 1,2,4]triazolo[4,3-
a]quinazolin-5-one

9 1-{azepan-1-yl)-7-chloro-4-(2-chlorobenzyl)-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

10 1-(azepan-1-yl)-7-chloro-4-(3-chlorobenzyl)-4H-[1,2,4]triazolo[4,3-

a]quinazolin-5-one




28 1- (azepan-1- yI) 7-chl oro-4-[ 2- (4- met hoxyphenyl ) - 2- oxoet hyl ] -4H [ 2 80CT 200
1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-one-29- .
1- (azepan | -yl)-7-chl oro-4-[2-(4-chl orophenyl)-2-oxoethyl]-4H [
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ajquinazolin-5-one

19 1-(azepan-1-yl)-7-chloro-4-(3,4-dichlorobenzyl)-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

20 1-(azepan-1-yl)-7-chloro-4-(3,4-dimethoxybenzyl)-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one

21 1-(azepan-1-yl)-7-chloro-4-(2-pyridylmethyl)-4H-[1,2,4]triazolo[4,3-

a]quinazolin-5-one
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22 1-(azepan-1-yl)-7-chloro-4-(3-pyridylmethyl)-4H-{1,2 4]triazolo[4,3-
a]quinazolin-5-one

23 1-(azepan- i-yl)-'f-chloro-4-(4-pyridylmethyl)-4H-[ 1 ,2,4]triazolo[4,3—

' alquinazolin-5-one

24 1-(azepan-1-yl)-7-chloro-4-(2-phenylethyl)-4H-[1,2,4]trnazolo[4,3-
a]quinazolin-5-one

25 1-(azepan-1-yl)-7-chloro-4-[2-(4-methoxyphenyl)ethyl]-4H-
[1,2,4]tniazolo[4,3-a]quinazolin-5-one

26 1-(azepan-1-yl)-7-chloro-4-(3-phenylpropyl)-4H-[ 1,2,4]triazolo[4,3-
a]quinazolin-5-one

27 1-Azepan-1-yl-7-chloro-4-(2-oxo-2-phenylethyl)-4H-{1,2,4]triazolo[4,3-

a]quinazolin-5-one
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35 1-Azepan-1-yl-7-bromo-4-(3,4- dimethoxybenzyl) 4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

36 1-(azepan-1-yl)-7-bromo-4-(3-pyridinylmethyl)-4H-[ 1,2,4]triazolo[4,3-
a]quinazolin-5-one

37 1-(azepan-1-yl)-7-bromo-4-(3-phenylailyl)-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

38 1-Azepan-1-yl-7-bromo-4-[3-(4-chlorophenyl)-allyl]-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one

39 1-Azepan-1-yl-7-bromo-4-[3-(4-methoxyphenyl)-allyl]-4H-
[1,2,4]triazolo[4,3-a}quinazolin-5-one

40 1-Azepan-1-yl-7-bromo-4-((E)-3-pyrid-3-ylallyl)-4H-[1,2 4 ]triazolo[4,3-
a]quinazolin-5-one |

41 1-Azepan-1-yl-7-bromo-4-(3-pyrid-4-ylallyl}-4H-[1,2,4]triazolo{4,3-
a]quinazolin-5-one

42 7-Bromo-4-(4-methylbenzyl)-1-pyrrolidin-1-yl-4H-{1,2,4 ]triazolo[4,3-
a]quinazolin-5-one

43 7-Bromo-4-(4-chlorobenzyl)-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

44 7-Bromo-4-(4-fluorobenzyl)- 1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-

aJquinazolin-5-one
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51 7-Bromo-4-(4-hydroxybenzyl)-1-pyrrolidin-1-yl-4H-[ 1,2 4]triazolo[4,3-
a]quinazolin-5-one
52 7-Bromo-4-(3,4-dimethoxybenzyl)-1-pyrrolidin-1-yl-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one
53 4-Benzo[1,3]dioxol-5-ylmethyl-7-bromo-1-pyrrolidin-1-yl-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one
54 7-Bromo-4-(3,5-dimethoxybenzyl)- I -pyrrolidin-1-yl-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one
55 7-Bromo-1-pyrrolidin-1-yl-4-(3,4,5-trimethoxybenzyl)-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one
56 {4-(7-Bromo-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-
a]quinazolin-4-ylmethyl)phenyl]acetic acid
57  1-(pyrrolidin-1-y1)-7-bromo-4-(3-phenylaityl)-4H-{ 1,2 4]triazolo[4,3-
ajJquinazolin-5-one
58 7-Bromo-4-(3-phenylallyi)-1-pyrrolidin-1-yl-4H-[ 1,2 4 triazolo[4,3-
a]quinazolin-5-one
59 7-Bromo-4-[(E)-3-(4-chlorophenyl)-allyl]-1-pyrrolidin-1-yt-4H-
[1,2,4]tnnazolo{4,3-alquinazolin-5-one
60 7-Bromo-4-[3-(4-methoxyphenyl)-allyl]-1-pyrrolidin-1-yl-4H-
{1,2,4]triazolo[4,3-a]quinazolin-5-one
61 7-Bromo-4-(3-pynid-3-ylallyl)-1-pyrrolidin-1-yl-4H-[1,2,4]tniazolo[4,3-

ajquinazolin-5-one
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68 7-Bromo-4-(2-hydroxyethy!)-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

69 7-Bromo-4-(2-diethylaminoethyl)-1-pyrrolidin-1-yl-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one

70 7-Bromo-4-prop-2-ynyl-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-
aJquinazolin-5-one

71 7-Bromo-4-(2-phenoxyethyl)-1-pyrrolidin-1-yl-4H-{1,2,4]triazolo[4,3-
aJquinazolin-5-one -

72 7-Bromo-4-(2-phenylsulphenylethyl)-1-pyrrolidin-1-yl-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one

73 (7-Bromo-5-ox0-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-4-
yl)phenylacetic acid methyl ester

74 4-(7-Bromo-5-oxo0-1-piperid-1-yl-5H-[1,2 4]triazolo[4,3-a]quinazolin-4-
ylmethy!)benzonitrile

75 7-Bromo-4-(3,4-dimethoxybenzyl)-1-piperid-1-yl-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

76 I-(piperid-1-yl)-7-bromo-4-(3-phenylallyl)-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

77 7-Bromo-4-(3-pyrid-3-ylallyl)-1-thiomorpholin-4-yl-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one

78 Bromo-dimethylamino-(4-methylbenzyl)-4H-[1,2,4]triazolo[4,3- |
a]quinazolin-5-one ‘
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1-yl -7-met hyl -4-pyrid-3-ylmethyl -4H-[_49 2, 4] triazol o 4, 3- .
a] qui nazol i n-5-one 92 1-Azepan-|-yl-7-methyl -4-(3-phenylallyl)-4H] 1,2, 4]
triazol o[ 4,3- a]quinazolin-5-one 93 4-(7-Mthyl -5-o0xo-
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' I 5- 4 | lallyl)-4H
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87 7-Bromo-1-dimethylamino-4-(3-pyrid-4-ylallyl}-4H-{ 1,2 ,4]triazolo[4,3-
a]Jquinazolin-5-one

88 7-Bromo-1-dimethylamino-4-prop-2-ynyl-4H-[ 1,2,4]triazolo{4,3-
a]quinazolin-5-one

89 7-Bromo- 1-dimethylamino-4-(3-phenyl-prop-2-ynyl)-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one

90 (7-Bromo-1-dimethylamino-5-oxo-5H-[1,2,4]triazolo[4,3-a]quinazolin-
4-yl)phenylacetic acid methyl ester

91 1-Azepan-1-yl-7-methyl-4-pyrid-3-ylmethyl-4H-[1,2,4]tnazolo{4,3-
aJquinazolin-5-one

92 1-Azepan-1-yl-7-methyl-4-(3-phenylallyl)-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

93 4-(7-Methyl-5-0x0-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-
4-yimethyl)benzonitrile

94 4-(3,4-Dimethoxybenzyl)-7-methyl-1-pyrrolidin-1-yl-4H-
{1,2,4]triazolo[4,3-a]quinazolin-5-one

95 4-(7-Methyl-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-
4-ylmethyl)benzoic acid methyl ester
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7- Hydr oxy-4-((E)-3-phenylallyl)-1-pyrrolidin-1-yl-4H [ 1,2,4] triazolo[4,3
-al.qui nazolin-5 -one 109 1-(azepan-1-yl)-3-(3-phenylallyl)-
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azepan or enz ri
a] qui hgzol i A ilyl'%@ﬁ'gﬁghﬁﬁ 3TW”?Y€%H‘OI}¢)‘{I’\}(I? 41(1 %B‘ngyl )-3H [
, 2, 4] tri azoI 0[4 ﬁqunﬁdmhnmm i n-5-one 116

1 (azepan 19@/ )-7-chl or o- 3- (4- bronobenzyl ) -3 H-1[£ 4]triazo |1 o[ 4, 3-
a] qui nazol i #95- or{é-('iMeth!)'l—i'aé@'déhlﬂmorphﬂhy 42yl il l@:‘@ﬂ(azolb[‘hbf obenzyl ) - 3H |

1,2, 4]tri I -
1-yl )]-7r I(:ﬂlzgr 8- %ﬂ@'“?&ﬁﬁﬂ%ﬁ%ﬁ@ﬁ%@gﬁﬁ%ﬁ) lJdSI—IS a[zeﬁag 4] triazol o[ 4, 3- 4]

qui nazol i n-1B0one 7iV@thyl-4{(azypdsB-ylhllyl)Hl Jthibnohplalia-By4Hcyanobenzyl ) - 3H- |

, 2, 4]t | o[ 4 -
P chtoros o Lot RARRER sldimaBesThg 51 PRo0N 0 5 4
qw nazol i n-jgjone ﬂ@m&naﬁﬁz@ﬁm methil-5=0koCsH-PI,24%riagolBRE foxybenzyl ) - 3H- [

, 2, 4] triazol o[ 4, fqquJZ%Pﬂ- 7% hlyl)genzomtnle

102 [4-(1-Dimethylamino-7-methy!-5-ox0-5H-[1,2,4]triazolo [4;3-
a]quinazolin-4-ylmethyl)phenyl]acetic acid

103 1-Dimethylamino-7-methyl-4-((E)-3-phenylallyl}-4H-[ 1,2 4]triazolo[4,3-
a]quinazolin-5-one

104 1 -Dimethylamino-?-methyf-4-(3-pyrid-3-ylallyl)-4H-[ 1,2,4]triazolo{4,3-
a]quinazolin-5-one

105 I-Dimethylamino-7-methyl-4-(3-pyrid-4-ylallyl}-4H-[ 1,2,4]triazolo[4,3-
ajquinazolin-5-one

106 1-(azepan-1-yl)-B-methyl-4-(3-phenylallyl)-4H-[ 1,2 4]triazolo{4,3-
a]quinazolin-5-one

107 4-(4-Cyanobenzyl)-1-dimethylamino-5-oxo0-4,5-dihydro-
[1,2,4]triazolo[4,3-a]quinazoline-7-carbonitrile

108 7-Hydroxy-4-((E)-3-phenylaliyl)-1-pyrrolidin-1-yl-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one

109 1-(azepan-1-yl)-3-(3-phenylallyl)- 3H-[1,2,4]trnazolo[4,3-a]quinazolin-5-
one

110 3-Allyl-1-azepan-1-yl-7-chloro-3H-[1,2,4]triazolo[4,3-a]quinazolin-5-
one

111 1-(azepan-1-yl)-7-chloro-3-benzyl-3H-{1,2 4]triazolo[4,3-a]Jquinazolin-5- -
one

112 1-Azepan-1-yl-7-chloro-3-(4-methylbenzyl)-3H-[1,2,4]triazolo[4,3-

a]quinazolin-5-one




122 1 -(azepan- 1-yl)-7-chloro-3-(4-methoxybenzyl)-3H[ 1,2, 4]triazo}gocT 1003

[ 4,3- a] quinazol i n-5-one 123 1- (azepan3l}

-yl )-7-~chl oro-3-(3, 4-di chl orobenzyl)-3H[ 1 ,2, 4] triazolo[4, 3-

a] qui nazol i n-5-one 124 1 -(azepan-

| -yl)-7-chloro-3-(3, 4-di net hoxybenzyl )-3H [

1,2,4]triazolo[4,3-a]lqu'tnazolin-5 -one 125 1 -(azepan- |

-yl)-7-chl od 3 3- (2-(m5e|ph1dy4yﬂr)e’t b}ylbi»o~3(1-lch10ﬂqb2nz%zl)—3ﬂ14k,al4(}t[ﬂﬁzcﬂo¥4,3-

a] qui nazol i n- 5- ong] Iy c;lm gzg{)an- 1-yl)-7-chloro-3-(3-pyridyl methyl)-3H[
,2,4]triazol of 4, ! a] quinazoli n-5-one 127

1 (azepan- 111/4) 71qbiegﬁmi’yl)(icmbl%ﬂyt3-€ﬁlmﬂb)mz?y})t§}ﬁ -[L2%)tHhzd1bj4250! o[ 4, 3-

a] qui nazol i n-5-one azepa
-yl)-7-chl or o- 3- [Qqewﬂiﬁfﬂt Wohenyl ) et hyl ]-3H [

gy 7 on S 5 PRl SR et bR DA uigeolota s
aJ] qui nazol i n- 5- one]qﬁ&mﬂmei}ﬁnQSOCTZOOS -32 130

1- Azepan-| -yl -7- chlor03(2- 3Dhen yl et hy I% [ 4]tri azol o[ 4, 3-
a] qui nazol i x L6 _ onk-(azgpan-1-yl)-7- chloro -(4-bromobenzyt)-3H-[1,2 4]tnazolo[4 3-

1- (azepan-1-yl)- 73]qﬁiinﬁidlm35 -be (4- met hoxyphenyl ) - 2- oxoet hyl ] - 3H [
1,2,4]triazol o[ 4, 3-a] qui nazolin-5-one 132 1 -(azepan- |
-yi)-7-chl otld- 3- [Q‘(@P@hl-@})é‘pﬂﬂm+}(42ﬂmb¢ﬂzyl)]3m[+2 ;f]triazolo[4,3-

124]tr|azolo[4%g¥]9gwh{ﬂ@52_ d nN-5-one 133

5-1(1- (azepan-1 ) oro-5-oxo-SH[ 1,2,4]triazol o[ 4, 3-a] qui nazol i n-

3- ?ll))(;lcgtylu% Enatmwbe-@lz)m-ﬁlmm(m@hgydz]om&ﬂ@nb 1)13H-( a]Zepan- ||_ c

- r ono- o] triazol - a] qui nazol i n-5- one
1)?:5 1- (azepan- A[Ig%]?“/’lzﬂg’gﬁ %1 #’Hﬁg Benzyl ) -3 H-[ 1 2, ?l]tri azol o [4, 3-
a] qw nazol i jy95- Onle(a%éﬁmélr 91}:7(6}14&9333@1 c}béhabe?)zg 5-QPOr1Y, %@az‘élé[& 3-

2,4]triazol o[ 4, ?]qumgo N -(())nel n- 3-yl et hyl )benzonitrile

120 1-(azepan- 1-yl)-7-chloro-3-(2-methoxybenzyl)-3H-{1,2,4]triazolo[4,3-
a]quinazolin-5-one

121 1-(azepan-1-yl)-7-chloro-3-(3-methoxybenzyl)-3H-[1,2,4]triazolo[4,3-
a)quinazolin-5-one

122 1-(azepan-1-yl)-7-chloro-3-(4- rnethoxybenzyl) 3H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

123 1-(azepan-1-yl)-7-chloro-3-(3,4-dichlorobenzyl)-3H-{1,2,4]triazolo[4,3-
a]quinazolin-5-one

124 1-(azepan-1-yl)-7-chloro-3-(3,4-dimethoxybenzyl)-3H-
[1,2,4]triazolof4,3-alquinazolin-5-one

125 1-(azepan-1-yl)-7-chloro-3-(2-pyridylmethyl)-3H-{1,2,4]tnazolo[4,3-
a]Jquinazolin-5-one

126 1-(azepan-1-yl)-7-chloro-3-(3-pyridylmethyl)-3H-{1,2,4]trtazolo[4,3-
a]quinazolin-5-one

127 1-(azepan-1-yl)-7-chloro-3-(2-phenylethyl)-3H-[ 1,2 41triazolo[4,3-
ajquinazolin-5-one

128 1-(azepan-1-yl)-7-chloro-3-[2-(4-methoxyphenyl)ethyl]-3H-
[1,2,4]tnazolo[4,3-a]Jquinazolin-5-one

129 1-(azepan-1-yl)-7-chloro-3-(3-phenylpropyl)-3H-{ 1,2 4]tniazolo[4,3-

a}quinazolin-5-one




137 1 -(azepan- | -yl)-7-brono-3-(3, 4-di net hoxybenzyl)-3H [ 28 0CT 2003
1,2,4]triazol o[ 4, 3-a] qui nazol i n- 5- one. 488

[ 4- (7- Bronp- 5- oxo- 1- per hydr o-azepin-1-yl-5H[1, 2,4]triazol of 4, 3-

a] qui nazol i n-3-yl net hyl ) phenyl] acetic acid 139

1- tazepan-1-yl)-7-brono-3-(pyrid-3 -ylnmethyl)-3H][ 1,2,4] tri azolo [4,3 -
al qui nazol i n-5-one 140 1- Azepan-1-yl-7-brono-3-((E)-3-phenylallyl)-3 H]
1,2,4]triazot®[ 4, B—-Az%i)mallW%ldﬁo-@(gflﬁom&henylethy[l)-i?LH—g1,A2f]4]tri_azo[o 4,?_

7- Br ono- 3-((E)-3-£]H§%I | Ig/IO)lé 1-pi perid-1-yl-3H triazolof 4, 3-

a] qui nazol i n-5-on Zolin-J-

7- br ono- 3- hl oy« 1o r9k4 ¢i Do - - ri@zol o[ 4, 3-

a] qui nazol fflgg onre?%%gg_[%! )B'E)Ozrgﬂéfoz%’f[% u@re&%@gﬁ%%?%fﬂﬁ I-jllg'i n- I[

-yl)-3H[ 1, 2, 4] tihikhdiiagplo(43-dqunazelindt-one 5- one 144

4- (7- br ono- 5;.px0- 1- rrolidin-l - - 1,2,4]ltriazo 4. 3-

a] f:]ui nazol i E%"gi(yl Flf\g{zﬁ 15'g’é’hg%%fI?V’ﬁ'Lz'g%dlompﬁcmll)'ﬁ'onget YC'HSH'

4- ( 7- br ono- 5- oxo- ;X pmiazola[ 43 aquiydzptibtd-dnk, 2, 4] tri azol o[ 4, 3-

a] qui nazol i n-3-yl met hyl ) benzoj c acid _nethyl ester 146

7- Br ono- 3- ( ket h%ﬁﬁdgﬁmjl:ﬂ)-Whm-ﬁmxﬁJHﬁ -2 3iripzclof445-elquinasdlf-4, 3-

al qui nazol | n- 5- oMy BadyICTrebkybiokALi ey Fedt|

4-(7-brono-5-oxo-1|-pyrrolidin-1-yl-5H1[1,2,4]triazol o[ 4, 3-

a] qui nazol i B43- y| IrGazkgdn) birbriybroest 2(4-thBrobenzyl)-3H-[ 1,2,4]triazolo[4,3-

7-Brono-1| -di meth ' 3-4 4- hydr oxybenzyl )-3H-[1, 2, 4] tri azol o[ 4, 3-

al qui nazol i In 5- 0%44%59%})}?(%@#%[ 1?(%] di giol) -5- yl[ nmet hy} ) - I7 f)r om[)-

7B omo- 3 (5 5 o PR Eaate )T (ot T o ey TS R 1 azol
- brono- 3- (3, 5-di -hoxy.benz - - rrolidin-1- - , 2, ri azol o-

[ 4, 3-a] qui nazol i naﬁlg%gn.‘i%?[m}é > d

7-brono- 1- (@ 1 ol4-di.@zdpanl D-yi$:7(b3otho -1 d-SRIMNOMNREREINA,33]dindzolin-
1,2,4]triazol 0[4,33-a %I,jb nagg.l i.n-5- one 154 29 {43 41dfindzotin
7- Brono- 3- (1H i miadgsth Ebﬂlzr?éltﬂ{j]i )-1-pyrrolidin-1-yl-3H
137 1-(azepan-1-yl)-7-bromo-3-(3,4-dimethoxybenzyl)-3H-
[1,2,4]trtazolo[4,3-ajquinazolin-5-one
138 {4-(7-Bromo-5-oxo-1-perhydro-azepin-1-yl-5H-[1,2,4]triazolo[4,3-
aJquinazolin-3-ylmethyl)phenyl]acetic acid
139 1-(azepan-1-yl)-7-bromo-3-(pyrid-3-ylmethyl)-3H-[1,2,4]triazolo[4, 3-
a]quinazolin-5-one
140 1-Azepan-1-yl-7-bromo-3-((E)-3-phenylallyl)-3H-[1,2,4]triazolo[4,3-
alquinazolin-5-one
141 7-Bromo-3-((E)-3-phenylallyl)-1-piperid-1-yl-3H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one
142 7-bromo-3-(4-chlorobenzyl}-1-(pyrrolidin-1-yl)-3H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one
143 7-bromo-3-(4-fluorobenzyl)-1-(pyrrolidin- 1-yl)-3H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one
144 4-(7-bromo-5-oxo-1-(pyrrolidin-1-yl)-5H-[1,2 4]triazolo[4,3-
alquinazolin-3-ylmethyl)benzonitrile
145 4-(7-bromo-5-o0xo-1-(pyrrolidin-1-yl)-5H-[1,2 4]triazolo[4,3-
a]Jgmnazolin-3-ylmethyl)benzoic acid methyl ester
146 7-Bromo-3-(4-methoxybenzyl)-1-pyrrolidin-1-yl-3H-[1,2,4]triazolo[ 4,3-

aJquinazolin-5-one




[1,2,4]triazol of 4, 3-a] qui nazol i n-5-one 153 28 0CT 2003
7- brom) 3-(n-butyl)-1-(pyrrolidin-1-ylgs-3H[ 1,2,4]triazol 0[4 3-

a] qui nazol i n-5-one 154 (7-Brono- 5- oxo- I-pyrrolldln -yl -5H[

1,2,4]triazol o[ 4, 3-a] qui nazol i n-3- yl)phenyl acetic acid nethyl ester 155
7-Brorm-|-ditethy|am'no-3-(3-pheny|alIyI)-3H—[ 1,2,4]triazol o[ 4, 3-

a] qui nazol i n-5-one 156 (7-Brono-I-dinethyl am no-5-oxo-SH[1, 2, 4]

t | of 4, |
E'agggag[ | ?173} ;JUAE'&&O ai:{la 43 sﬂn),rﬁ Q?Q"@’IQW“@&%?%M lﬁ%zg,([ﬁ[;% !
a] qui nazol i n- 5- orAjquiggzolin- ‘Ylmethyl)Phﬂnyl ester

L (OISl O s >

1,2,4]triazol o[4d3qm]1qmlmai—oha n-5-one 160 1- Azepan-|
-yI 8-met hyl - 3- (( E) - 3- phenyl al | ll) 3H-[1,2,4]triazol o[ 4
a] qui nazol i H%- or(beszo[}.30gigxe)x ysle(fyl)p?rbwymcaﬂ1(pmolmlm~¢;oﬂ}w1 din- |

-yl)-3H[ 1, 2, 4] tningeiLbkh{$3-a ?Mzgﬁ,z_gldn@ 5-one 162 1, 8-bi s(azepan- |
-yl)-3-(3- phenyl allyl) 3Hi[ 4]tri azol o[ 4, 3- a] qui nazolin-5-one 163

1- (azepan- 1150 ) - @bmmﬁ{?S@maﬂhe@Heﬁzyl), P(phirrdlidire 191 )3 M4-[ B2 A @idEslazol i n- 5
one 2BOCT2003 -34,16
4-benzyl - 7- bromﬁ‘ll‘i 39“‘“%‘?"“&%"?‘* yI) 4H[1,2,4]triazol of 4, 3-

a] qui nazol i r15- omemlaﬁﬁ) fL([Eﬁ‘fMMhr-Y rogms SJmmétlBHkWehEﬁ§ AWl - ani no) - 4H- |

1,2, 4]t o[ 4 166

4- ben]zylrl-?-z?p%rc[?zefﬂlv%lél (}fzfg&h“fnafglg"eﬁ]"f‘?l azol o[4,3 -alquinazo |in-5 -one

167 7-chl orgoml - di - | L 4 2 229944, 3- a] qui nazol i n- 5-
52 - dioplop AR (MR-t ARV nddthiit yAbliGineE 9l o

one 168
7- chl or o- 4- net hy[112.4]{siapele]43-plapnazalin-f-pne 4] tri azol of 4, 3- a] qui nazol i n-

5-one 153 7-bromo-3-(n-butyl)-1-(pyrrolidin-1-y})-3H-[1,2,4]triazolo[4,3-

aJquinazolin-5-one

154 (7-Bromo-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-3-
yl)phenylacetic acid methyl ester

155 7-Bromo-1-dimethylamino-3-(3-phenylallyl)-3H-[ 1,2 4]triazolo[4,3-
a]quinazolin-5-one

156 - (7-Bromo-1-dimethylamino-5-oxo0-5H-[1,2,4]triazolo[4,3-a]quinazolin-
3-yl)phenylacetic acid methyl ester

157 1-(azepan-1-yl)-7-methyl-3-(3-phenylallyl)-3H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

158 7-methyl-3-(3-phenylallyl)- 1-(pyrrolidin-1-y1)-3H-{1,2,4 ]triazolo[4,3-
a]quinazolin-5-one

159 1-(azepan-1-yl)-3,8-dimethyl-3H-[1,2 4]tnazolo[4,3-a]quinazolin-5-one

160 1-Azepan-1-yl-8-methyl-3-((E)-3-phenylallyl)-3H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

161 7-hydroxy-3-(3-phenylallyl}-1-(pyrrolidin- 1 -y1}-3H-[ 1,2,4]triazolo{4,3-
aJquinazolin-5-one

162 1,8-bis{azepan-1-yl)-3-(3-phenylallyl)-3H-{1,2,4]triazolo[4,3-
a]quinazolin-5-one

163 1-(azepan-1-yl)-4-benzyl-7-bromo-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-

one



a] qui nazol i n-5-one 170 -34.-

7-Chl oro-4-nmethyl -1-(1,8,8-trinmethyl-3-azabicyclo[3.2. | Joct-3-yl)-4H |
1,2,4]triazol o] 4, 3-a] qui nazol i n-5-one 171 1 -(azepan-

-yl)-7-chl oro-4-phenyl -4H[ 1,2,4]triazolo [4, 3-a] quinazolin-5 one 172 1
-(azepan- | -yl)-4-benzyl-7-chloro-4H[ 1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-

173 4- bafidyl| - d-behkysblomopy: lidicdt-4hMH- : i l o[ 4, 3-
g]ncewi nazol i n- 5¥on 174)041: b g{;pll’/(%dﬁlldgirjg&{)m&flgé;ﬂtéa%l@h?[|4I6—II-ZF g[ 2, 4]
triazolo[4,3-a]qu%H39@??H? "O8fe 175 1 - (azepan-

Y1) 8- ohl ongs 4- MRl ad i [ 4, 3-a] quj in- 5-one 176
Y repan 11y A kel Yok BB i) T DR Slol i nazol i n-5-
one 177 1 - (azepa®lquinazglin:5-pneyr ono- 4- et hyl -4H-[ 1, 2, 4]

triazol of 4, ] qujnazolin- 5-ope 178 4-benzyl-7-brono-I-(piperid-1-yl)-4H
1,2,4] tri ai%‘?o[ 4‘!}' 53%)’&]'1!1?(9&?%[! "ﬁ‘-]‘BQ)"('BHEII&27‘@%/“32010[4,3-a]qUinazolin-S-one :
4- Benzyl - 7- br ono- | - d] net hyl am no-4H[ 1,2,4] triazol o[ 4, 3-a] qui nazolin-
5-one 180 4-Benzyl -7-brono-I -norpholin-4-yl-4H[1,2,4]triazol of 4, 3-

a] qui nazol i H%5- onkchlgn-i-gibutylBemoyd-migtyl- dHe[ , 2,4 ]tridzb (a8 p@lihdrofin ¥l - 4H [
1,2,4]triazol o] 4,5 a] qui nazol i n-5-one 182

4- Benzyl - 7-%@- 1- (4- et hyl pi perazin-1-yl)-4H1[1,2,4]triazol o[ 4, 3-

a] qui nazol i - oriecHl8d-4+nBeiyiyl Hpibebd T -4H-FH (24 18e 8 ! Ny 1-yl)-4H [
1,2,4] triazo to {4 3- a]qui naz@ojlypien- SPg%e 1[8% Benhid;g?’?%&lﬁﬁ%hn
-(4-benzyl pi perazin-"1 -yl)-7-brono-4H[ 1,2,4]triazol o[ 4, 3-

a] qui nazol i 1695- orfeChloro-4-methyl-1 -(4-methyl-piperazin-1-yl)-4H-[1 ,2,4]triazolo[4,3-
a]quinazolin-5-one |
170 7-Chloro-4-methyl-1-(1,8,8-trimethyl-3 -azabicyclo[3.2.1]oct-3-yl)-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one
171 1-(azepan-1 -y)-7-chloro-4-phenyl-4H-[1 ,2,4]triazolo[4,3-a]quinazolin-5-
one
172 1-(azepan-1 -yl)-4-benzyl-?-éhloro-4H-[ 1,2,4]triazolo[4,3-a]quinazolin-5-
one
173 4-benzyl-7-chloro-1 -(pyrrolidin-1-yl)-4H-[1 ,2,4]triazolof4,3-
a]quinazolin-5-one
174 4-benzyl-7-chloro-1-(piperid- 1-yl)-4H-[1 ,2,4]triazolo[4,3-a]quinazolin-5-
one |
175 1-(azepan-1-y1)-8-chloro-4-methyl-4H-[1 ,2,4]triazolo[4,3-a]quinazolin-
5-one
176 1-(azepan-1 -yl)-4-benzyl-8-chloro-4H-[1 ,2,4]triazolo[4,3-a]quinazolin-5-
one
177 1-(azepan-1-yl)-7-bromo-4-methyi-4H-[1 ,2,4]triazolo[4,3-a]quinazolin-
5-one
178 4-benzyl-7-bromo-1-(piperid-1-yl)-4H-[1 ,2,4]triazolo{4,3-a]quinazolin-
5-one
179 4-Benzyl-7-bromo-1-dimethylamino-4H-[ 1 »2,4]triazolo[4,3-a]quinazolin-
5-one
180 4-Benzyl-7-bromo-1-morpholin-4-yl-4H-[ ] ,2,4]triazolo[4,3-
a]quinazolin-5-one




185 4-Benzyl - 7-brono- 1- (3, 6-di hydro-2Hpyrid-I1-yl)-4H[1,2,4]tri
a] qui nazol i n-5-one 186 4-Benzyl -7-bromgs 1- (2, 5-di hydropyrrol - |
1,2,4]triazol o[ 4,3- a] quinazolin-5-one 187

azol
-yl)

Phfcim

4-Benzyl - 7- brono- | - (3- hydroxypyrrolidin-1-yl)-4H[1, 2,4]triazol of 4, 3-
a] qui nazol i n-5-one 188 4-Benzyl -7-brono-1-nmet hyl am no-4H-[ 1, 2, 4]

triazol o] 4, 3-a] qui nazol i n- 5-one 189

4 Beneyl - 7- nalo- | amigizgl Bhokrd-1 o2 s e olipldacdorl gyl nazol i n-5 one

190 1 - Azepan- | -yl-4-benzyl-7-nmethyl-4H[" 1, azo 4,3

- a] qui nazol i n-5 ofkInggAlmMIBARZY| - 7- et hyl - | -pyrrolidin-I-yl-4H[

1,2,4]triaz 4, 3- i olin+,5-gne .192 . .

& Bongyl - 1 G0t hTEANA T B PRt Seingtey! 4B Sltiazolofd 3-
a] qui nazol i n- 5- onglqaddzolin-5-one

4-Benzyl - 7- et hyl -1 -t hi omor phol i n-4-yl -4H-[1, 2, 4]triazol of 4, 3-
a] qui nazol i A8%5- ont-Beoayl7-bpe9ali(4-pheny|piperagined yi)-4H fd (24 triazpiof4,3-
|, 2,4] triazol o 4, gyadinazdlinag-ehé n- 5- one 195 |- Azepan-|

-yl -4-benzyl - 7- met hoxy-4H-[ 1, 2, 4] tri azol o[ 4, 3- a] qui nazol i n- 5-one 196

4- Benzyl - 7- h84 hox4-Benpyltl-@bedizylpipesazind Hy[) 17 -Brodlo-4H 41 @l 4} {rihzBlo[4,3-

a] qui nazolin-5-0 206 97
4- Benzyl - 5- oxo- | nﬁ?%?%@?%g?éyl -4,5-di hydro-[1, 2,4]triazol o[ 4, 3- a]
qui nazol i netd5 carmhmiﬂtﬂo&%cfﬁﬁz,&laﬁ;ym%@ id-1=A%8PE[1 2 htriazolo[4,3-

-yl -4-benzyl - 7- ni t;r o- 4H- | 5}62 4] triazol o[ 4;3-a]qui nazol'in-5 one 199 1
-(azepan- 1 -yl )-ﬂg‘b@m’? On%) oro-4H-[ 1,2, 4]triazolo[4,3-a] quinazolin-5

one 186  4-Benzyl-7-bromo-1-(2,5-dihydropyrrol-1-yl)-4H-[1,2,4]triazolo[4,3-

a]quinazolin-5-one

187 4-Benzyl-7-bromo-1-(3-hydroxypyrrolidin-1-yl)-4H-[1 ,2,4)triazolo[4,3-

a]quinazolin-5-one

188 4-Benzyl-7-bromo-1-methylamino-4H-{1,2,4]triazolo[4,3-a]quinazolin-

5-one

189 4-Benzyl-7-iodo-1-pyrrolidin- 1-yl-4H-[ 1,2 4]triazolo{4,3-a]quinazolin-5-

one

190 1-Azepan-1-yl-4-benzyl-7-methyl-4H-[1,2,4]triazolo{4,3-a]quinazolin-5-

one

191 4-Benzy1-7-methyl- 1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-a]quinazolin-

5-one

192 4-Benzyl-1-dimethylamino-7-methyl-4H-[1,2 4]triazolo{4,3-
alquinazolin-5-one

193 4-Benzyl-7-methyl-1-thiomorpholin-4-yl-4H-[1,2,4]triazolo[4,3-

a]quinazolin-5-one

194 1-Azepan-1-yl-4-benzyl-8-methyl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-

one

195 1-Azepan-1-yl-4-benzyl-7-methoxy-4H-[1,2,4]triazolo[4,3-a]quinazolin-

5-one

196 4-Benzyl-7-methoxy-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo{4,3-
a]quinazolin-5-one

197 4-Benzyl-5-oxo-1-pyrrolidin-1-yl-4,5-dihydro-[ 1,2,4]triazolo[4,3-

a]quinazoline-7-carbonitrile




200 1 -(azepan- | -yl)-4-nethyl-4H[ 1,2,4]triazol o[ 4, 3-a] qui nazol i g-BSH-[JrFlgﬂg
201 1 -(azepan- | -yl)-4-benzyl-4H [ 1362, 4] tri azol o[ 4, 3-a] qui nazol i n-5-one
202 1 -(azepan- | -yl)-6-chloro-4-nethyl-4H [

1,2,4]triazol o] 4, 3-a] qui nazol i n- 5-one 203 1 -(azepan- |
-ylk)-7-chloro-4-methyl -4H[ 1,2,4]triazol o[ 4, 3-a] qui nazolin- 5-one 204

1- (azepan-1-yl)-7-chloro-4-ethyl-4H[ 1,2,4]triazol o[ 4,3-a] quinazolin-5
one 205 7- ctifor o- HAzepadnyl-yl-4-bpyayl-Oldico-aH-[1yl, jtftAold[4,3-dulindRERl R 4, 3-

a] qui nazol i n-5-on0e e206

7-chl or o- 4- net hyl 1 -(morpholin-4-yl)-4H[1, 2,4]triazol o[ 4, 3-

a] qui nazol i [yg5- 0nﬁ(a%@,?an1r-§1§Z1Q%EylL7-¥ﬁ1Lfo7-%1]q£['},gngi@[;_%?gi,sg{]%ﬂ@ma%ng 4]

triazol o[ 4, 3-a] qui nazol i n="5-one” 208 7-c¢c qui nol i n-
| -yl)-4-methyl -A%€ [ 1,2, 4]triazol o] 4, 3-a] qui nazol i n-5-one 209

7-chl oro-1-{3, 4-di ro-.1 i sogui nol i n-2-yl).- 4- hyl - 4H _[ . _

1,2 4]tri aZolo[ 4?‘3"%?%"3?% li%l"flﬁtﬂylsm'c;:lmg’ﬁﬁéz%bwAﬁh‘f@Fﬁhq‘Bé’PFd- |
-yl)-7-chloro-4 -nmethyl-4H[ 1,2,4] triazolo [4,3- a]quinazolin-5-one 211
7-chloro-4-nethyl-1-(1,3,3-trinmethyl -6-azabicyclo[3,2,1 ] oct-6-yl)-4H |
1,2,4] tria¥lo [14(,a§°naa]1-¥}m-i4~twa§>dr‘%yfkl 52 4}tazoigl4)3-a]quinazolin-5-one
-(azepan-1-yl)-7-fluoro-4-nethyl-4H[ 1 ,2,4]triazolo [4,3 -a]quinazolin-5-
one 213 1 -(azepan- | -yl)-7-iodo-4-nethyl-4H][ 1, 2, 4]

tri azol o[ 4,292a] qui-(aaerani lryly 6 whloro-A4methyhdldd 43 HtriakdloA, Iralquinagennet hyl - 4H- [
1,2,4] triazol o] 4.gse al qui nazol i n-5-one 280CT2003 -37 215 4-Benzyl - 7- br ono-
| -(ethylnethylamno)-4H[ 1,2,4] triazolo[4, 3- a] quinazolin-5-one 216

4- Benzyl - | -20B8et hylHantpan-17)r@ichidre-4HnEthy24H4] 2j4lirazelbpl, 3t aRudlagolimazol i n-

5-one

204 1-(azepan-1-yl)-7-chloro-4-ethyl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-
one

205 7-chloro-4-methyl-1-(pyrrolidin-1 -yl}-4H-[1,2 4]triazolo[4,3-
a]quinazolin-5-one

206  7-chloro-4-methyl-1-(morpholin-4-yl)-4H-[1,2,4]triazolo[4,3-
aJquinazolin-5-one

207 1-(azocan-1-yl)-7-chloro-4-methyl-4H-[1,2,4]triazolo[4,3-a]quinazolin-
5-one

208 7-chloro-1-(3,4-dihydro-2H-quinolin-1-yl)-4-methyl-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one

209 7-chloro-1-(3,4-dihydro-1H-isoquinolin-2-yl)-4-methyl-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one

210 - 1-(4-benzylpipend-1-yl)-7-chloro-4-methyl-4H-[1,2 4]triazolo[4,3-
a]quinazolin-5-one

211 7-chloro-4-methyl-1-(1,3,3-trimethyl-6-azabicyclo[3,2,1]oct-6-yl)-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one

212 1-(azepan-1-yl)-7-fluoro-4-methyl-4H-[ 1,2,4]triazolo[4,3-a]quinazolin-5-
one

213 1-(azepan-1-yl)-7-iodo-4-methyl-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-5-

one

214 1-(azepan-1-yl)-7-methoxy-4-methyl-4H-[1,2,4]triazolo[4,3-

a]Jquinazolin-5-one




5-one 217 4-Benzyl-7-brono-I-pyrrol- 1-yl-4H] _ 2 8 0CT 2003
1,2,4]triazol o[ 4, 3-a] qui nazolin-5 one 218

4- (4 Ami nobenzyl )-7-brono-1-pyrrolidin-1-yl-4H[1,2,4]triazol of 4, 3-

a] qui nazol i n-5-one 219

4- Benzyl - 7- hydroxy-1 -pyrrolidin-I-yl-4H[1, 2,4]triazol o[ 4, 3-
a]quinazolin-5-one 220 4-(7- Fwdroxy 5- oxo- I-pyrrolidin I-yI 5H—[

1,2,4]triazpl0] 4,8 au % Iﬁ‘%
N- (4- Benzyl - 5- oxo- Peﬂl;ﬁf%ﬁ yﬁp&%9§5Q¥ ‘§$E¥?q l?[rl’azolo[4 3- a]
qui nazol i n-7-yl )aﬂemamcd@-%g@ew[s Oxo- 4- (3-phenyl al 'yl )- I
égg[ ;(r)n! :jgl rZIZjé yl- 4BSenzdyll (9 et%ylalnmo-% 441153;['4%?{ 8[ tngzo%])[ w-z?]%xzu?llalzolm? vt
7- Ami no-4- ((E) - 3-pbearyl al | yl ) -1-pyrrolidin-l1-yl-4H[1,2, 4] triazol of 4, 3-
a] qui nazoli n-5-one_224 7- Am no-| -azepan-1-yl - 4-benzyl -4H-[
1,2,4]triazdlo[ 4 @Bgyw?ﬁagmpflnpﬁr(dﬁeyl -4941,2 4]triazolo[4,3-a)quinazolin-5-
7- Ami no- 4- benzyl -dgepyrrol idin-1-yl -4H[ 1, 2, 4]tr| azol o[ 4, 3-a] qui nazol i n-
5-one 226 4-(7-Am no-5-o0xo-1-pyrrolidin- I-yI
1,2,4]triazxi8o[ 4 43(4a]kquncﬂanqil]-m-brd%my-llr@h}m}’nﬂ)ﬂﬁf‘—m—ﬂm[ﬂ rz',ﬂﬁ-ia&[a%[z:,y

I H

7Amno4((E) 33@ yaIIyI)lpyrrolldln-

1,2,4]triazol of 4, f%ﬁ?l %1% n- 5- one 228 4-(7- Amno-

1- di met hy! ayigno- 51 B&@zyii%l{ dﬁox;’r 14ﬂyﬁdlidﬁ¥? a@hﬁﬁz 4]uiazolo[4,3-

a] qui nazolin-4-y benzonltrlle

-dlrrethylamno4 ‘B é‘?ﬁﬁlallyl) 4H—[ 124]tr|azolo[4 3-

| | | di | - 4H
T a2 0[4'*6(721%?"%" e AR U S A
-pyrrolidin-1-yl 3@@?&9112-44)]131#&3(5@@?%@6

| i.n-4-vyl tril
b R R VI R L W PT—

a]quinazolin-7-yl)acetamide

222 N-[5-Oxo0-4-(3-phenylallyl}-1-pyrrolidin-1-yl-4,5-dihydro-
[1,2,4]triazolo[4,3-a]quinazolin-7-yl]acetamide

223 7-Amino-4-((E)-3-phenylallyl)-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

224 7-Amino-1-azepan-1-yl-4-benzyl-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-5-
one

225 7-Amino-4-benzyl-1-pyrrolidin-1-yl-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-
5-one

226 4-(7-Amino-5-ox0-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-
4-ylmethyl)benzonitrile

227 7-Amino-4-((E)-3-pyrid-3-ylallyl)-1-pyrrolidin-1-yl-4H-
[1,2,4]tniazolo[4,3-a]quinazolin-5-one

228 4-(7-Amino-1-dimethylamino-5-ox0-5H-[1,2,4]triazolo[4,3-
aJquinazolin-4-ylmethyl)benzonitrle

229 7-Amino-1-dimethylamino-4-((E)-3-phenylallyl)-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

230 4-Benzyl-7-methylamino- 1 -pyrrolidin-1-yl-4H-{1,2 4]triazolo[4,3-
a]quinazolin-5-one

231 4-(7-Methylamino-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-

ajJquinazolin-4-ylmethyl)benzonitrile



a] qui nazol i n-5-one 233

4- Benzyl - 7-ethyl am no-| -pyrrolidin-I-yg4H[1,2,4]triazol of 4, 3- 28 0CT 2003
a] qui nazol i n-5-one 234 4-Benzyl -7-isopropyl am no-I-pyrrolidin- |-yl-4H[
1,2,4] triazolo[4, 3- a]quinazolin-5-one 235

N- (4- Benzyl - 5-oxo-1 -pyrrolidin-I-yl-4,5-di hydro[1, 2,4]triazol o[ 4, 3-

al qui nazol i n-7 -yl ) et hanesul phonam de 236

4- Benzyl - 7- giomet hy Bamdyd8=rhethylam@ld- LipPrrblidth-14tk4H-{1, 2 4Rhibdiga oLl of 4, 3-
a] qui nazol i n-5-o0n 237leL2_ rB,Pen}z,l |- 1 FIJ-pgl)rirrret hylzl}gltrri ng- 5- j(ﬁ)kxo- 4(?[5-di hydr o[
1,2, 4] tri azol of 4,4IUBIRQUPIA9 i ne- 7-carbonitrile 238

4- Benzy| - 5-930- | -@ﬁg%%hs&m&ﬁ%.b:z@@%&mwP.fyizhﬂn[%;ﬁlﬁﬁiz%?&,?l 4, 3-

a] qui nazol i'ne-7-carb |'i c "acl

[ 4- ( 7- Br onp- 5- oxdquipggolisis-enen- 1-yl - 5H-[ 1, 2, 4] tri azol o[ 4, 3-
[ lin-4-yl h henyl eti id. . 24

> (4 (7 Br R 5. KBS RS poy BRI P P 2o Diezpaiops -

Uit hyl am no- 5 0k0 BHLL T 3, 4] 1 azol oL 4 3o a] - o L4 LR ]

-di - 5- 0x0- , 2, i az , 3-

qui nazo?/i n-283y| nﬁfﬂﬁﬁbﬁ&ﬁwﬁ%bﬁmdj@l #,5-dihydro[1,2,4]triazolo[4,3-

2- [ 4- ( 7- Br ono- 5- f@rihaBUR 7Ok tRacksMbhéitakdide 2. 4] t 1 azol of 4, 3-

a] qui nazol i n-4-yl et hyl ) phenyl ] - N, N-di net hyl acet am de 243

2- [ 4- ( 7- Br @286- 5- dxBerzypy+dirotthgliamiho-YipySelidia; 12yl 4HA[ 1,2 AMtnegalofd,3-

a] qui nazol i n-4-yl E&}.ﬁ% plenyl ] - N-hydr oxyacet am de 244
4- (1- D net hyl am e mlgzlﬁlél -5-thioxo-5H[ 1,2,4] triazolo[4,3- a] quinazol

i n-4-yl met ) bemzBéizyl-1-diieB#amino-5-oxo-4,5-dihydro[ 1,2,4]triazolo[4,3-

4-(7-Brono- | -di rreﬁf@gl a .nq-_Séﬁ)Ql ﬁlizx(f_SH [1,2,4]triazol of 4, 3-

a] qui nazol i n-4-yl?1 Wml‘bee%f PP % 246

1- Di et hy| anigno- 4-matib-ofo (13pyolidd Byih 3Ldindrofth jedaz8ichh 5L i azol of 4, 3-

a] qui nazol i ne-5-thi gné ‘247 .

4- benzyl - 7- (N, N- G179 a7 SRORYYIEASHD) - 1- (pyrrolidin- 1-yl) -4H [1,2,41

tri | o[ 4, j i.0-D5 d ti d
riazol of 2?,9a] qw_&»g_gg%rhg_s_O@Eggﬁ&g{é_ggﬁ}ggféﬂ?gﬂjtggzoqﬁ%gun S nmentione

above, the follo npoun red
aJquinazolin-4-ylmethyl)phenyl]acetic acid methyl ester

240 2-[4-(7-Bromo-5-oxo-1-pyrrolidin-1-yl-5H-[1,2 4]triazolo[4,3-
a)quinazolin-4-ylmethyl)phenyl]-N-methylacetamide

241 2-[4-(7-Bromo-1-dimethylamino-5-ox0-5H-[1,2,4]triazolo{4,3-
a]quinazolin-4-ylmethyl)phenyl]acetamide

242 2-[4-(7-Bromo-5-oxo0-1-pyrrolidin-1-yl-5H-{ 1,2, 4]triazolo[4,3-
a]quinazolin-4-yimethyl)phenyl}-N ,N-dimethylacetamide

243 2-[4-(7-Bromo-5-oxo0-1-pyrrolidin-1-yl-SH-[1,2,4]triazolo[4,3-
a]quinazolin-4-ylmethyl)phenyl]-N-hydroxyacetamide

244 4-(1-Dimethylamino-7-methyl-5-thioxo-5H-[1,2,4]triazolo[4,3-
a]quinazolin-4-ylmethyl)benzonitrile

245 4-(7-Bromo-1-dimethylamino-5-thioxo-5H-[1,2,4]tnazolo[4,3-
a]quinazolin-4-ylmethyl)benzonitrile

246 1-Dimethylamino-7-methyl-4-(3-pyrid-3-ylallyl)-4H-[1,2,4]triazolo[4,3-
a]quinazoline-5-thione .

247 4-benzyl-7-(N,N-dimethylsulphonylamino)-1-(pyrrolidin-1-yl) -4H-
[1,2,4] tnazolo[4,3-a]quinazolin-5-one

Among the compounds mentioned above, the following compounds are preferred :




-39 1 1-(Azepan-Il-yl)-7-chl oro-4-(3-phenylallyl)-4H| I,2,4]triazo|o&%wﬁuj%3
aJ qui nazol i n-5-one 3 7-Brono- |-di nethyd am no-4-((E)-3-pynd-3-ylallyF)
[1,2,4]triazol o] 4, 3-a] qui nazol i n-5-one 11 1 -(azepan- |

-yl )-7-chl oro-4-(4-chl orobenzyl)-4H[ 1,2,4] triazolof 4, 3-

a] qui nazolin-5-one 13 1 -(azepan- | -yl)-7-chloro-4- (4 fluorob enzyl)-4H[
1,2,4]triazolo [4, 3- a]quinazolin-5-one 20 1-(azepan-

-yl')-7-chl or p- 4- (géﬂzéyft.ﬂgﬁym@%yd - ghenythiyhy-4u4fits, 4]’{'1%9209&[4‘33 -a]

qui nazol i n- 5 one
-yl )-7-chl or o- 4- (@qwaz -eneyl ) -4H-[ 1, 2, 4] tri azol o[ 4, 3-

a] qui nazol i 32 1

0z O b B R A e (B oyl 4k

1,2,4]triazol of 4 [3 h3 rui zobof 63+a] gmnaddinddone

4- (1 Azepan- I-yI- - br ono- 5- oxo- 5H-1[‘1 2,4]triazol o[ 4, 3-a] qui nazol i n-4-

yl met hyl ) berd2oni tlr—{ﬂzép%l'lfl)ﬂ}éb‘am- {4ch lWQbF@)ﬁﬂ)l@([&%]&ﬁ?@bﬁﬁiybenzyl )-4H|

1,2,4]triazol of 4, AquidhfVinlRgRs I N-5-one 37 1 -(azepan-
I -yI ) - 7- brono- 4-( phenyl allyl)-4H1[ 1,2,4]triazol o[ 4, 3- a] qui nazol i n-5-o0ne
40 1 -Azepan3 | -\lazépdwbiyd)- ﬂelﬁle)—4~’§4-;ﬂuonoHer&ywm-l[y,l2)4]ﬁrldzc[>lo[4 3-

1,2,4]triazol of 4, -one 41 1 - Azepan-
-yl - 7] br ono- 4- ES 39“1% %jmnf%ﬁ%yl) a4H[ 1, 2, 4]trlgzol o[ 4, 3-

al qui nazOl | 105 ONE(#hdpak FAURC ol TEA BihBRBHBEhzy)-ML o 1din- | -y1 -4kt
e

7 & SLLrLafZ' chi digsd P"T‘ig:&{}ﬁrll'f%i‘% Pr-90Sy| - 4H-[ 1,2, 4]triazol of 4, 3-
ST B2 P Sl A i
4- (7- Br ono- 5- oxo- 4]q1|!i9 Pri:iplﬂlﬂ | -yl-5H[ 1,2,4]triazol o[ 4, 3-a] qui nazol i n-
4-ylmethyl) 99 nzonf Earzlall)an—l -yl)-7-bromo-4-(4-chlorophenylmethyl)-4H-
[1,2,4]triazolof4,3-a]quinazolin-5-one
34 4-(1-Azepan-1-yl-7-bromo-5-0x0-5H-[1,2,4]tnazolo[4,3-a]quinazolin-4-
ylmethyl}benzonitrile
35 1-Azepan-1-yl-7-bromo-4-(3,4-dimethoxybenzyl)-4H-[1,2,4]triazolo[4,3-
a]Jquinazolin-5-one
37 1-(azepan-1-yl)-7-bromo-4-(3-phenylaliyl)-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one
40 1-Azepan-1-yl-7-bromo-4-((E)-3-pyrid-3-ylallyl}-4H-{1,2,4]triazolo[4,3-
ajquinazolin-5-one
41 1-Azepan-1-yl-7-bromo-4-(3-pyrid-4-ylallyl)-4H-[ 1,2 4]triazolo[4,3-
alquinazolin-5-one
42 7-Bromo-4-(4-methylbenzyl)-1-pyrrolidin-1-yl-4H-[1,2,4]tniazolo{4,3-
aljquinazolin-5-one
43 7-Bromo-4-(4-chlorobenzyl)-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one
44 7-Bromo-4-(4-fluorobenzyl)-1-pyrrolidin-1-yl-4H-[1,2,4]triazolof4,3- -
a]quinazolin-5-one
46 4-(7-Bromo-5-ox0-1-pyrrolidin-1-yl-5H-[1,2,4 Jtriazolo[4,3-a]quinazolin-
4-ylmethyl)benzonitrile
47 4-(7-Bromo-5-0x0-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-
4-ylmethyl)benzoic acid methyl ester




47 4-(7-Bromp-5-0x0- | -pyrrolidin- 1-yl-5H] 7 80CT 2003
1,2,4]triazol o[ 4, 3-a] qui nazol i n- 4-yl ngg hyl ) benzoi ¢ acid net hyl ester
28DC12003 -40 48

7- Bronmo- 4- (4-nitrobenzyl)-1-pyrrolidin-l-yl-4H1[1,2,4]triazol o[ 4, 3-

a] qui nazol i n-5-one 49

7- Brono- 4- ( 4- met hoxybenzyl ) - 1- pyrrolidin- I-yI 4H[ 1, 2, 4] tri azol o[ 4, 3-

al qui nazol | ag5- O BaSnAACULSraSdty). 1 pyrrolidin; | -y1-4H-L2 Altriazolo[4,3-
4- (7- br ono- 5- oxo- | - yrr(;?e(t4 f’) |_fyrr°” g’rlaz[o 0[1“3200[

a] qui nazol i n- 4-yl #8 H?‘? ester 51 |

Z‘] (?L?nggl I(;h gygggé&rﬁgﬁgﬁm&hﬁi’%ﬂgﬂg Mﬂﬂdmﬂgﬂh# 3 Agnlrlzrot(l)(:; 4§ZOI 0[4,3 -
-yl -4H [ 1,2, 4] tajquiretadindi-gre] qui nazol i n 5 one 57

1-(pyrroli d'{;ﬂ Y da S e mBoR- Ppybolldine 1oyt-shr- 2 iasafetadl 4 3

al qui nazol i

7-Brono-4-[ (E)- 3 1(]4111@,5&@@04@?1@%91%5”}1]@5@ pyrrolidin-I-yl-4H [
1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-one 60

7- Br ono- 4- [ 31( 4- n%Bmwﬁl‘{édwﬂycasbbe]yl)iL-pmql@m tiyhdHi( 1,24 Jtrazolof4,3-

[1, 2, 4] triazol of 4135 Rk AinlREQ | N-5-one 61
7- Brono- 4- ( 3- pyruJ 3-ylallyl)-1-pyrrolidin-i -yl-4H[ 1,2,4]triazol o[ 4, 3-

a] qui nazol i 325- onaBodno-4-(3, 4-d1methoxybenzyl)— -pyrrolidin-1-yl-4H-
7- Brono-4-((E)-3- rrolidin-l-yl-44 [ 1,2, 4]
%@ﬂ? gf"l.’: #g)lg%oﬂx (9‘19.

tn' azol of 4, 3- a]q

7-B 4- 4- d 1 1L | o 4, 3-
U R o i e i e e R
2,4]triazol o[ 4, Saq‘éﬂ’%ﬁ? ;Z‘gqq n-5-one 78

7- Br ono- | - disget hyt. ﬁ?ﬂrﬂ&#ﬁiﬁ)‘l}gﬂﬂ:ﬁlﬁ}@g@:% ?]1 l?}li_,élm%ha' _[ﬂ_lazol o[ 4, 3-

a]qU|nazoI|n 5 one 79 4-(
1,2,4]triazol of 4,[3.2 ‘H}WP'I?&E%‘IEIMUW?‘W&WI ) benzoni trl I e 80

7- Br omo- | - dighet hy) agi 043 (A ALRIKBR RNV HriofuR: Al biazol of 4, 3-

[1,2,4]tnazolof4,3-a]quinazolin-5-one

61 7-Bromo-4-(3-pyrid-3- yIallyl) l-pyrrohdm- -yl-4H-[1,2,4]triazolo[4,3-
ajquinazolin-5-one

62 7-Bromo-4-{(E)-3-pyrid-4-ylallyl)-1-pyrrolidin-1-yl-4H-
[1,2,4]tnazolof{4,3-a]quinazolin-5-one

75 7-Bromo-4-(3,4-dimethoxybenzyl)-1-piperid-1-yl-4H-[ 1,2 4]triazolo[4,3-
a]quinazolin-5-one

76 1-(piperid-1-yl)-7-bromo-4-(3-phenylaliyl)-4H-[ 1,2,4]triazolo[4,3-
a]quinazolin-5-one

78 7-Bromo- 1-dimethylamino-4-(4-methylbenzyl)-4H- [1 2,4]tnazolo[4,3-

a]quinazolin-5-one

79 4-(7-Bromo- 1—dlmethylamino-S-oxo-SH-[ 1,2,4)triazolof4,3-
a]quinazolin-4-ylmethyl)benzonitrile

80 7-Bromo-1-dimethylamino-4-(4-hydroxybenzyl)-4H-[ 1,2,4]triazolo[4,3-
a]quinazolin-5-one '

81 4-(7-Bromo-1-dimethylamino-5-ox0-5H-[ 1,2,4]tnazolo[4,3-
a]quinazolin-4-ylmethyl)benzoic acid methyl ester

83 [4-(7-Bromo-1-dimethylamino-5-oxo0-5H-[1,2,4]triazolo[4,3-
a]quinazolin-4-ylmethyl)phenyl]acetonitrile




a] qui nazol i n-5-one 81 4-(7-Brono-I-dinmethyl am no-5-oxo-5H[ |

,2,4]triazol o[ 4, 3- a] qui nazol i n-4-yl retlhyl ) benzoi c acid nethyl est eng;ﬂCT 2003
[ 4- (7- Brono-1-di nmet hyl am no- 5-oxo-5H-{1, 2,4]triazol of 4, 3-

a] qui nazol i n- 4-yl met hyl ) phenyl ] acetonitrile 2 BOCT2003 -41 85

7- Brono- | - di met hyl am no-4- (3-phenylallyl)-4H[1, 2,4]triazol o[ 4, 3-

al qui nazol i n-5-one 89 7-Brono- |

- di et hyl anBho- 4-1-Brpheydimpthypndng-Ay(Bjphdisdallyl)-4H- 1,2,4]triazolo[4,3-

1,2, 4]t I 5- 92
[1 Azep!amr: fjlillO O[ﬁ%@hﬂ%&% ?ja&%:azyl a|0|n§|) A4H[ 1,2,4]triazol o[ 4, 3-
Z] ?g' Zaél ol i t89h S- OrﬂeB&ﬂmo 1-dimeth laimullo-fi 3 phlenyclI prop -2- ylnyl) -4H-
met hox z -1 -pyrrolidin-
(12,411 azol o[y?ﬁg«”ér%ﬁapwlﬁ%a ‘H“%ﬂz liSepge 1y |
0X0 r I a
qui nazol i nyg yl rrét ﬁy?@% eﬂ Tf“eﬂ] et'i amﬂalbg)%ﬂ [tl 2'?](19428[@4%

7- Met hyl - 4- (3 ph@ﬂﬂﬁ#lmzloyn -anépyrrolidin-1-yl-4H[1, 2,4]triazol o[ 4, 3-
a] qui nazol |

PRI 0T et R a4 Dirmethorsbsaytl Tanethod- Lovroliding a4l 5.

a] qui nazol i n- 4- yl[mmyia)zolbmy-la]mﬁzbﬁn-amnd 103
1- Oi et hyl ami no- 7- net hyl - 4- (( E) - 3- phenyl a 44 1,2,4]triazol of 4, 3-
a] qui nazol i ¥ 5- orﬁé’(iMethylEﬁ ¥ ﬂ;nyamlﬁ@-bylr@iﬁﬁberﬂtr@olpwld 3-ylallyl)-4H[

1,2,4]triazol 0[4,aﬂ5quzﬁdzguhﬂaﬂﬁﬂet}§n)?haﬂﬂaée3§ ab#- (7- Brono- 5- oxo- |

-perhydroazepln- riazol o[ 4, 3-
a] qui nazol i 98 3- yI7HIefletlyl ﬁﬂhqxhyﬂl)]ldhél 1 pyaclidinléd-4H-[1,2,4]triazolo{4,3-

4-benzyl - 7- br ono;, N-1-yl)-4H-[1,2,4]triazol of 4, 3-
a] qui nazol i n- 5- onlqlff%%ﬂge%lzyl 7-bromo-1-(2,5-di hydropyrrol -1-yl)-4H[

1,2,4]triazgbo| 4,[3-{1-I]lﬂlut}i?&2rﬁhd)ﬂ rhet@ie5-6R8 5H-[1,2 4]tnazolo[4 3-
4- Benzyl 7-i odo- ]qolxrga&gi]n q'yﬂmcth)f/l)pécny{]aée%’bdfal ri azol o[ 4, 3-a] qui nazol i n-5 one

103 1-Dimethylamino-7-methyl-4-((E)-3-phenylallyl)-4H-[1,2,4]triazolo{4,3-
a]quinazolin-5-one

104 1-Dimethylamino-7-methyi-4-(3-pyrid-3-ylallyl)-4H-[1,2,4]triazolo{4,3-
a]quinazolin-5-one

138 [4-(7-Bromo-5-oxo-1-perhydroazepin-1-yl-5H-[1,2,4]triazolo[4,3-
a]quinazolin-3-ylmethyl)phenyl]acetic acid

164 4-benzyl-7-bromo-1-(pyrrolidin-1-yl)-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

186 4-Benzyl-7-bromo-1-(2,5-dihydropyrrol-1-yl}-4H-[1,2 4 ]triazolo[4,3-
a]quinazolin-5-one

189 4-Benzyl-7-10do-1-pyrrolidin-1-yl-4H-[1,2,4]tnazolo[4,3-a]quinazolin-5-
one

190 1-Azepan-1-yl-4-benzyl-7-methyl-4H-[ 1,2,4]tniazolo{4,3-a]Jquinazolin-5-
one

218 4-(4-Aminobenzyl)-7-bromo- 1-pyrrolidin-1-yl-4H-[ 1,2 4]triazolo[4,3-
a]quinazolin-5-one

223 7-Amino-4-((E)-3-phenylallyl)-1-pyrrolidin-1-yl-4H-{ 1,2 4]triazolo[4,3-
a]quinazolin-5-one

224 7-Amino-1-azepan-1-yl-4-benzyl-4H-[1,2,4]triazolo[4,3-a]lquinazolin-5-

one



190 1- Azepan- |-yl -4-benzyl-7-methyl-4H[ 1, 2, 4] 280CT 2003
triazol o[ 4, 3-a] qui nazolin-5 one 218 434 4- Am nobenzyl)-7-brono-1-pyrrolidin-
| -yl-4H[1,2,4]tri azol o[ 4, 3- a] qui nazolin-5-one 223

7- Ami no-4-((E)-3-phenylallyl)-1-pyrrolidin-1-yl-4H[1, 2,4]triazol o[ 4, 3-

a] qui nazol i n-5-one 224 7- Am no-| -azepan-1-yl-4-benzyl-4H[ 1, 2, 4]

triazol o[ 4, 3-a] qui nazolin-5 280CT2003 . one 2 8 OC T 2003 -42 227

O o SN AUl Sy gyl 1y Vkmd (1

2,4]triazol gui na

7- Ani no- | - di net h)[léxﬁ]mzdo[(‘l(?'é}]qgmpﬂénﬂ-am yl)-4H[1,2,4]triazol of 4, 3-
a] qui nazol i_n-5- or}e 230 1all 3

4- Benzyl - 7248t hyl - |-dppethrmisont-(Ey3-phenylally)- ﬂﬁ"f[llrza%]gl'ﬁf?[%’ }

a] qui nazol i n- 5- oag;ﬁ;&;tonn -Sonbkt hyl am no-5-o0xo0- | -pyrrolidin-1-yl-5H]
1,2,4]triazol o[ 4, a] quinazo l'in-4-yl methyl)benzoni trijle 232

4. Benzyl - 8238t hy Malénzyl-T npmlammmlnpmqhdmm[-in[1;21,4]maé@9lﬂ[6?4 3-

a] qui nazol i n- 5- o gyl -7-ethylam no-I-pyrrolidin-I-yl-4H[
1, 2, 4]tr|azol o[ 4, gq iaﬁ?ﬁ?golln 5-one 234

4- Benzyl 7933 0pr apylMeihpRnlingHoko! t-ghirroliding | -y# BHE[1,224 J¢jzolof,84 o[ 4, 3-
a] qui nazol i n-5-on

239 .. ..
[ 4- (7- Br ono- 5- ox&Tqu‘WPlr"b'ﬁ' gf]ethyl)bﬁnzgﬂn—fli 2, 4] triazol 0[4 3-

a] qui nazol isf4- vyl Ry t iy £)3-
2] ?4 (7-B rg?r% Syggéﬁ-igrrol |dé+1§-6q ;?)ii/m;%iairﬂl?ﬁ hmlt ri azol o[ 4, 3-

a] qui nazol i n- 4- ylaﬂﬁélt“I*R}P AOME1 ] - N-net hyl acetami de 241 2- [4 (7- Br onp-
o e Z;%zﬁagﬁ?ﬂ?g*%?nﬁ’aﬁi i1 2l
2- [ 4- (7- Br ono- 5- ejquinazpym-peinedi n- 1-yl -5H-[ 1, 2, 4] tri azol o[ 4, 3- a]
qui nazol i n 243}4yl nﬁtﬁgnzgrloll.' -150 rolpyf?ilm%(g-ll-qaey%r%mliﬁgﬁgl@m-?F,2,4]tn'azolo[4,3-
a]quinazolin-5-one
239 [4-(7-Bromo-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-
aJquinazolin-4-ylmethyl)phenyl]acetic acid methyl ester
240 2-[4-(7-Bromo-5-0x0-1-pyrrolidin-{-yl-5H-[1,2,4]triazolo[4,3-
a]quinazolin-4-ylmethyl)phenyl]-N-methylacetamide
241 2-[4~-(7-Bromo-1-dimethylamino-5-oxo-5H-[1,2,4]triazolo[4,3-
a]quinazolin-4-ylmethyl)phenyl]acetamide
242 2-[4-(7-Bromo-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-
a]quinazolin-4-ylmethyl)phenyl]-N,N-dimethylacetamide
243 2-{4-(7-Bromeo-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo{4,3-
a]quinazolin-4-ylmethyl)phenyl]-N-hydroxyacetamide
246 1-Dimethylamino-7-methyl-4-(3-pyrid-3-ylallyl)-4H-[1,2,4]triazolo[4,3-

a]quinazoline-5-thione

Among the compounds mentioned above, the following compounds are particularly
preferred :
3 7-Bromo-1-dimethylamino-4-((E)-3-pyrid-3-ylallyl)-4H-
"~ [1,2,4]triazolo[4,3-a]quinazolin-5-one
20 1-(azepan-1-yl)-7-chloro-4-(3,4-dimethoxybenzyl)-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one



243 2-[4-(7-Brono-5-o0xo0-1-pyrrolidin-1-yl-5H[ 1,2,4]triazol o[ 4, 3- a]z 8 OCT 2003
qui nazol i n-4-yl met hyl ) phenyl ] - N- hydr axg¢acet am de 246

1- D et hyl am no-7-net hyl -4- (3-pyrid-3-ylallyl)-4H[ 1,2,4]triazol o[ 4, 3- a]

gui nazol i ne-5-t hi one Anong t he conmpounds nenti oned above, the foll ow ng
conpounds are particularly preferred : 3 7-Brono- |

-di net hyl am no-4-((E)-3 -pyrid-3-ylallyl)-4H |

1,2,4]tri azeo[ 4,13 | -4 A4 -

1- (azepan- 1%I) 71(0%%?‘ ?Zﬁq'BémOé nge ’5@%"&%“?{} HA{H-z Jmazolo[4,3

1,2, 4] tri azol of 4,23quipazg Upﬁa‘i’!ﬂln 5 -one - 43 22 1- (azepan | -yl)-7-ch

Ioro 4-(3 - r|dy h K ol i n-5-one
34 4. (1- Azephn {H) %’Pﬁ#ﬁyﬁ%&"m“sﬁ"ﬂ s Q}?@%’z@f‘%ﬁ,%‘i‘ﬁ}‘% B in 4.
yl met hyl ) benzonl tyﬂmctlhyk)b@ﬁomtnle

1- Azepan-1-yl-7- brorm4(34d|rret xypen 4H- Io[4,3-
a] qui nazol i # 5- orleAzepan-1-y a}B ? 4VP c§°ﬁbﬁﬁﬁih["([§rléh‘éhﬂzﬁ|q? J-4H[
Y E T bromocdo(( “éﬂdm““?”@@g i : oar] 124t azol o4, 3 al

-y r ono- pyri yl a - triazolo a

qui nazol i n-%7 one I%Z@anﬂzdbérbrom&‘afl(lﬂhebv Heb-4H B, D¢ ltiakolo¢i3al | y1 ) - 4H-[
1,2,4] triazolof | ol in-5-one 42

7- Brono- 4- (4- mat%;/ enzyl) 5rldj[?epyrrol idin-l1-yl-4H[1,2,4]triazol of 4, 3-
e R

- Brono- 4- (4- chl or ohenz pyrrolidin-1-y riazol of 4, 3-

a) qui nazol i n-5- or?je %l’so -4- (3, 4-di et hoxybenzyl )-1-pyrrolidin-I|-yl-

[ 1,2,4]trig4pzol qLAze}anﬂlquubfaﬁi@hJ(xl pYrid-angalBh-4H-[1, 24]tnazolo[4 3-
1(pyrroI|d|nI- B [ SD phenyl al I'yl')-4H [ 2,4]triazol of 4, 3-
a] qui nazol i n- 5- oREABRZPURPMS- 4 (3-pyrid-3-ylallyl)- 1 pyrrol idin- |

~yl-40[ 1, 2 4] 4 BRg-8- (b fnethy 62y 18RRI T 9N8H-[1,2,4]triazolo[4,3-

aJquinazolin-5-one

43 7-Bromo-4-(4-chlorobenzyl)-1-pyrrolidin-1-yl-4H-[1,2 4]triazolo[4,3-
aJquinazolin-5-one

52 7-Bromo-4-(3,4-dimethoxybenzyl)-1-pyrrolidin-1-yl-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one

57 1-(pyrrolidin-1-yl)-7-bromo-4-(3-phenylaliyl)-4H-[1,2,4]triazolo[4,3-
aJquinazolin-5-one

61 7-Brome-4-(3-pyrid-3-ylallyl)-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

76 1-(piperid-1-yl)-7-bromo-4-(3-phenylallyl)-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one

79 4-(7-Bromo-1-dimethylamino-5-oxo-5H-[1,2,4]triazolo[4,3- -
a]quinazolin-4-ylmethyl)benzonitrle

81 4-(Bromo-dimethylaminooxo-5H-[1,2,4]triazolo[4,3-a]quinazolin-4-
ylmethyl)benzoic acid methyl ester

85 7-Bromo-1-dimethylamino-4-(3-phenylallyl)-4H-[1,2,4]triazoto[4,3-
a]quinazolin-5-one

89 7-Bromo-1-dimethylamino-4-(3-phenylprop-2-ynyl)-4H-
[1,2,4]triazolo[4,3-a]quinazolin-3-one

92 1-Azepan-1-yl-7-methyl-4-(3-phenylallyl)-4H-[1,2,4]triazolo[4,3-

a]quinazolin-5-one




76 1-(piperid-1-yl)-7-bronmo-4-(3-phenylallyl)-4H[ 1,2, 4]tnazolo[4,39g0acT 200
al qui nazol i n-5-one 79 4-(7-Brono-1 -dinmethyl am no-5-0xo0-5H|

1,2,4]triazol o[ 4, 3- a]quinazolin-4-yTﬁ%thyI)benzonitriIe 81

4- ( Brono- di et hyl am nooxo-5H[ 1, 2,4]triazol o[ 4, 3-a] qui nazolin-4

yl et hyl ) benzoi c acid nethyl ester 85

7-Brono- | -di met hyl am no-4-(3-phenylallyl)-4H[1, 2,4]triazol of 4, 3-

[ lin-5- 89 7-B - | -di methyl am po- 4- (,.3-ph | -2- 1) - 4H
O ! o0 4G Db B by lap sty o' Prop-2-ymi)

-yl - 7-met hyl - 4- (31 phagitaiblayd-djgdidatolibh-2odd t ri azol o[ 4, 3- a] qui nazol i n- 5- one
280CT7003 280CT2003 -44 94 4-( g 4-D i met hoxybenzyl)-7-nmethyl - | -pyrro
lidin- | -y98 4H 7FMieyli(3-phaoladiyl. Bpyiejidimazbdit Ha 152, tlaazo®p(4,3-

7- Met hyl - 4- (3- phenyl: o -Jpyrrolidin-l1-yl-4H[ 1,2,4]triazol of 4, 3-
a] qui nazol i n- 5- Oﬁ@%w}@ ohe

7= Am no- 4- Ook) - 3‘TDNﬁ'iH&@J(dB}J})pHenﬂMHﬂ?ﬂ igdinotidinyl-y4H [ 1,2 3]k slop, B! Of 4, 3-
a] qui nazol i n-5-one 227 7-Am no-4-((E)-3 -pyrid-3 -ylallyl)-1-pyrrolidin- |
Syl-4H [i,2, 4]t @f%&?ﬂzabﬂrﬁyﬁs] qui nazol i n-5-one 230

4-Benzyl - 7-get hyl.agi no- ) ~BX ROl 104 ot = eFolidlin2i-91L41i azol of 4, 3-
a] qui nazol i22?5-0 e'%@% y@%@ﬁ?ﬁ gl%h%% fvg};(c}-' I §pyrrol idin- | -yl-5H]
1, 2, 4] tri azol o[ 4[B2,4drauéiakdzorldningzalimELAY | ) benzonitrile 239
[ 4- (7-Bronmg- 5- oxo-] - olidin-l-yl-5H1T,1 ri &z ) )
a] qui nazol i213-84- yI%é?‘%{'?‘ é}}yy}“j“ngﬂélfﬂo@ﬂ'ﬁ-yﬁ%h@1 ,@Lsx?a[egélo )
2-[ 4- (7- Brono- 5- @jquihazphimSainedi n-1 -yl -5H-[ 1, 2, 4] tri azol o[ 4, 3- a] qui nazo
| i n-4-yl met hyl ) phenyl ] - N- met hyacet am de, 242 .
2- [ 4- ( 7- Br @&b- 5- dxd-Methylaming-groxo-i-gyrratidin-1-ybSHii Z4liazeioldd: 4
qui nazol i n- 4- yl majdihazehigayihetyNbetzomitrily| acet am de
239 [4-(7-Bromo-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-
a]quinazolin-4-ylmethyl)phenyl]acetic acid methyl ester
240 2-[4-(7-Bromo-5-0xo0-1-pyrrolidin-1-yl-SH-[1,2,4]triazolo[4,3-
a]quinazolin-4-ylmethyl)phenyl]-N-methyacetamide
242 2-[4-(7-Bromo-5-oxo-1-pyrrolidin-1-yl-5H-[ 1,2 4]triazolo[4,3-
a]quinazolin-4-ylmethyl)phenyl]-N,N-dimethylacetamide
246 1-Dimethylamino-7-methyl-4-(3-pyrid-3-ylallyl)-4H-{1,2,4]triazolo[4,3-

aJquinazoline-5-thione

The invention also relates to the pharmaceutically acceptable salts of the compounds of
formula I or II. A review of the pharmaceutically acceptable salts will be found in J. Pharm.
5  Sci.,, 1977, 66, 1-19. However, the expression "pharmacologically acceptable salt of a
compound of formula I or II containing a basic function” means the addition salts of the
compounds of formula I or II which are formed from non-toxic inorganic or organic acids
such as, for example, the hydrobromic, hydrochloric, sulphuric, phosphoric, nitric, acetic,
succinic, tartaric, citric, maleic, hydroxymaleic, benzoic, fumaric, toluenesulphonic and
10 isethionic acid salts and the like. The various quatemary ammonium salts of derivatives [ or II
are also included in this catetory of compounds of the invention. Also, the expression
"pharmacologically acceptable salt of a compound of formula I or II containing an acidic
function” means the usual salts of the compounds of formula I or II which are formed from
non-toxic inorganic or organic bases such as, for example, alkali metal and alkaline-earth

15 metal (sodium, potassium, magnesium and calcium) hydroxides, amines




246 1-Di net hyl am no-7-nethyl -4-(3-pyrid-3-ylallyl)-4H[ 1 .

,2,4]triazol o[ 4,3- a] quinazolin-5 -thjone The invention al so rel at &4 4 2003
the pharmaceutically acceptable salts of the conpounds of fornmula | or II.
A review of the pharmaceutically acceptable salts will be found in J.

Pharm 5 Sci., 1977, 66, 1-19. However, the expressi on "pharmacol ogically
acceptable salt of a conpound of fornula I or containing a basic
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acute  of behavioural memory as observed, for example, in patients suffering from Alzheimer's

disease.

The use of the compounds of the present invention may also be envisaged in the field of

25  urology, more particularly in the treatment of complaints of the prostate such as benign
hypertrophy of the prostate or for the prevention of premature labour, for example by
inhibiting the onset of contractions before term, preferably by the action of a PDE4

inhibitor on the myometrium.
30  Structure-activity analysis of the compounds of formulae I and II

Without wishing to be bound by a definitive theory, the inventors are of the opinion that
the structural parameters mentioned below can be considered in order to guide a person
skilled in the art in the choice of the combination of substituents which, beyond the
35  preferred compounds described in the present application, may allow not only an
optimization of the inhibitory activity of PDE4, but also better optimization of important
additional parameters such as the solubility, the bioavailability and the toxicity of the

compounds envisaged.
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The experiments carried out hitherto by the inventors tend to show that the substituents X,
and X, currently preferred are those for which X; is hydrogen and X5 is chosen from
25  halogen, more particularly Br and Cl, methyl, hydroxyl, amino and alkylamino. It is thus
observed that among the preferred substituents of X5, both electron-donating groups (e.g.
methyl) and electron-withdrawing groups (e.g. Br, Cl) are found. It thus appears unlikely
that X7 can be chosen solely as a function of the electronic properties of the recommended
substituent. The inventors are of the opinion that the important selection criteria firstly
30  concern the position of the substituent on the aromatic nucleus, and then certain parameters
such as the steric bulk of the substituent or the presence of a proton-donating or proton-

accepting atom.

However, it appears to be accepted that the position of the substituents X, and X; on the
35 aromatic nucleus can have an influence on the final activity of the compounds of the
invention. By way of example, compounds comprising a substituent other than hydrogen in

position 7 are generally more active than the same compounds comprising this substituent

in position 8. It thus appears probable that the choice and position of the substituents X,
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comprising between 1 and 4 atoms in particular carbon atoms, the said substituent having

a relatively variable orientation in space. This observation appears to open the way to the
possibility of more subtly modulating the overall properties of the compounds of the

25 invention.

The inventors are in fact of the opinion that although the substituent R quite probably
remains a deciding factor in the PDE4-inlibiting activity of the compounds of the
invention, it is probably possible to vary it and thus to act on important additional

30  pharmacological parameters without substantially impairing this inhibitory activity. By way
of example, compounds respectively comprising a -CH,CH = CH-C¢H;s or a substituted
benzyl group, preferably substituted in position 4 (the other substituents being identical for
the two compounds), in the substituent R have a PDE4-inhibiting activity of the same order
of magnitude.

35
The third site of interaction of the compounds of the invention with PDE4 is quite probably
the gronp —NR4R;s. The inventors are of the opinion that this is probably a much more
specific binding site than the two sites described above, although the displacement of the
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formula I) and 40% to 99.5% by weight of pharmaceutically suitable vehicle.
The compositions of the present invention are thus prepared in forms that are compatible
with the desired route of administration. For example, the following phammaceutical forms

25  may be envisaged, although the list given below is not limiting :

1) Forms for oral administration :

Drinkable solutions, suspensions, sachets of powder for drinkable solution, sachets of powder
for drinkable suspension, gel capsules, gastro-resistant gel capsules, sustained-release forms,

30  emulsions, HPMR wafer capsules or gel capsules, lyophiiizates to be melted under the
tongue.

2) Forms for parenteral administration :

Intravenous route :
35  Aqueous solutions, water/co-solvent solutions, solutions using one or more solubilizing
agents, colloidal suspensions, emulsions, nanoparticulate suspensions which can be used for

the injection of sustained-release forms, dispersed forms and liposomes
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gel capsul es, lyophilizates to be nelted under the tongue. 2) Forns for

par ent ergl FaRil ok ShlfinaA adminisftitigivenous route : 35 Aqueous sol utions,

wat er/ co-sol'vent sol utions, 1,0NS one or, nore.solubilizin

ngent 5. g B St BT S SHiH & GO SR APl RGeS L SHAGs 8L whi ch

can be uskd appropribfedointy. ect i on of sustai ned-rel ease forns, dispersed forns

and Jd posones 2 B OCT 2003 -49 Subcut aneous/intranmuscular route : In

add|1t5| on to the forms Whl ch can be used intravenously and which can also be

used for3) Fbmns O3 : I ntranmuscul ar routes, other types of form

such as — E@ﬂmeﬂ ﬁp,ﬁ{oi@fbmggé@o $ust ai ned- rel ease gel s and
sust ai ned-rel ease i nplants, can al so be used. 5 :

6} Forms for rectal administration :

20 Mention will be made, inter alia, of suppositories and gels.

It may be envisaged to use forms allowing the administration of ophthalmic solutions or

allowing the vaginal administration of the active principle.

25  Another important category of pharmaceutical form which can be used in the context of the
present invention concerns forms for improving the solubility of the active principle. By way
of example, it may be envisaged to use aqueous solutions of cyclodextrin, and more
particularly forms comprising hydroxypropyl beta-cyclodextrin. A detailed review of this type -
of pharmaceutical form is presented in the article published under the reference Journal of

30  Pharmaceutical Sciences, 1142-1169, 85 (11), 1996, and incorporated by way of reference in

the present application.

The various pharmaceutical forms recommended above are described in detail in the book
« Pharmacie galénique [Pharmaceutical pharmacy]» by A. LEHIR (pubfished by Masson,
35 1992 (6" edition), which is incorporated by way of reference in the present application.




3) Fornms for topical adm nistration : Anong the topical fornms nopst CQ@mmﬁﬂm3
used are creans, gels (aqueous phases-gelled wth polyners), patches,

whi ch are dressings to be stuck directly on the skin and which can be used
to treat dermatitides w thout percutaneous penetration of the active
substance, 10 sprays, enulsions and solutions. 4) Forns for pul nonary
admnistration : Included in this category are forns such as solutions for
aer osol sIntepwediate éahpourtiel ers and ot her appropriate fornms. 15 5) Forns
for nasal admnistration This especially concerns solutions for nose drops.
6) Forns for rectal admnistration : 20 Mention wll be nade, inter alia,

of suppoThe presas imvetige hiso rdlatesrmythd mtamed magednjcundsef generabfodnuMiing t he
adm ni stration of ophthalmc solutio or allow ng the vagi nal

adm ni stration of the actiVv principlle. 25 Another inportant category of
phar maceutical form which camb in LRe context of the present

i nvention concerns forns for iff e solubt] ity of the active
: envi.agem to use aqueous sol utions

principle. By way of exanple,
' slgonpri si ng hydroxypropyl

of cycl odextrin, and nore
bet a-cycl odextrin. A detail eg review|pf this typé of pharnaceutical form
is presented in the article published.under the reference Journal of 30

Phar maceuti cal Sciences, 1142-1169, (11), 1996, and incorporated by way
of reference in the present application. The various pharnaceutical forns
reconfrended above are described in detail in the book "Pharnmacie gal eni que

[ Phar mac i - ar >>nby A L,ﬁﬁl bl i shed by Masson, 35 1992 (6th
edi ti on) &%m%lggk('%z’iﬂzgﬁ%rf%f %rg ag;/i vvafag%%{eference in the present
application. -50 Intermedi ate conpounds The present invention also rel ates

to the iphefvestic RIAPRIAIRLOl tﬁ@'i‘rﬁéﬁ’:'xedﬁéfi% g&brﬁ%ﬁﬂdk of gendril ¥hhel oflin X2,

Al, R6 and. R7 are as defi ned above. 280CT20 invention rel ates

parti cul?ﬂ’i‘%’:to the internedi ate conpounds of general fornula Il in which
: 10

X, and X; are as defined above, and
R7 is linked to the nitrogen at R to form a triazole, substituted in position 1 with a Br, Cl,
mercapto or lower thioalkyl, preferably CHj3-S, group.

15 The following substituents are particularly preferred among the groups defined above :
- In general, for the groups X, X;, Rgand Ry :
- halogen : F, Cl, Br, I, preferably Br and Cl,
- lower alkyl : linear or branched containing from | to 6 and preferably from 1 to
3 carbon atoms,
20 - lower alkoxy : lineair or branched comprising from 1 to 5 and preferably from 1
to 3 carbon atoms,
- lower thioalkyl : linear or branched comprnsing from 1 to 5 and preferably from

1 to 3 carbon atoms.

25 - In particular, for the groups X, and X3 :
X, and X; are particularly located in positions 6 and 7 of the main quinazolinone

ring.

- In particular, for the groups Rgand Ry :
30 when R is linked to the nitrogen at R to form a ring, the ring formed is preferably
a triazole, substituted in position I with a Br, Cl, mercapto or lower thioalkyl,

preferably CHj-S-, group.




10 X, and X2 are as defined above, and R7 is linked to the nitrogenygtyfyn;
to forma triazole, substituted in posftion 1 with a Br, C, nercapto or

| ower thioal kyl, preferably CH3-S, group. 15 The fol I ow ng substituents are
particularly preferred anong the groups defined above : - In general, for
the groups XI, Xz, R6 and R7 : - halogen : F, O, Br, |, preferably Br and
A, - lower alkyl : linear or branched containing froml to 6 and

pr ef er ablpy sédoadstrieDof hteraiddimesat@nprise? Qompdunde rhagingothy gentdah dariuld TV
branched coqEr|S|ng from1l to 5 and preferably from1l to 3 carbon atoms, -

| ower t hP§ | i near gor branched conprising from1l to 5 and preferably
from 1 to 3 carbon atong® 25 - In particular, for the groups X1 and X2 :
X1 and X2 are partl%ﬂ Iy | ocated in positions 6 and 7 of the main

qui nazol i none ring. giticular, for the groups R6 and R7 : 30 when R7
Is linked to theXpltroge 'ﬁT\R6 to forn1a ring, the ring fornmed is
preferably a triagole, slubsiMtuted in position 1 with a Br, C, nercapto

or | ower thioalkyl bly CH3-S-, group. -51 280 C T 2003 A second
series of interne r| ses corrpounds havi ng the general formula IV
below : A IV in i “ o R4 and R5 are as defined above 5 For
t he above groupsxzthe fo Iovm ng substltuents are particularly preferred :
- In general, for the gréyps X1, X2, R4 and R5: hal ogen : F, d, Br, I,
preferably Br and ClI, - j\ower alkyl : linear or br anched contai ni ng froml

to 6 and preferably froml to 10 3 carbon atons,
in which X, X;, Ay, R4 and R are as defined above.

5
For the above groups, the following substituents are particularly preferred :
- In general, for the groups X;, X3, Rsand Rs :
- halogen : F, Cl, Br, I, preferably Br and Cl,
- lower alkyl : linear or branched containing from 1 to 6 and preferably from I to
10 3 carbon atoms, '

- lower alkoxy : linear or branched containing from 1 to 5 and preferably from 1
to 3 carbon atoms ,
- lower alkyl, it being possible for R4 and Rs to form a saturated ring or a ning
including one or more double bonds comprising one or more hetero atoms
15 chosen from O, S and N and optionally bridged with a lower alkyl, gem-
dialkylated or substituted with one or more groups chosen from hydroxyl, keto,
lower alkyl, lower alkoxy, phenylalkyl or CO-Q,-Q2-Q;, it being possible for
two of the atoms in the ring thus formed also to form part of another ring
chosen from phenyl and heteroaryl containing from 4 to 8 atoms including 1 to

20 4 hetero atoms.

- In particular, for the groups X; and X3 :
X, and X; are particularly located in positions 6 and 7 of the main quinazolinone
ring.
25
- In particular, for the groups R, and Rs :
R4 and R;s are lower alkyl, it being possible for R4 and Rs to be linked to form a
saturated ring or a ring including one or more double bonds comprising one or more
hetero atoms chosen from O, S and N, substituted with one or more groups chosen

30 from hydroxyl, keto, lower alkyl and lower alkoxy. The substituents forming the




- lower alkoxy : linear or branched containing from1l to 5 and pref grgatyn
froml to 3 carbon atons, - lower alkygl, it being possible for R4 and RS
to forma saturated ring or a ring incl udi ng one or nore doubl e bonds
conprising one or nore hetero atons 15 chosen fromO0, S and N and
optionally bridged with a lower alkyl, gemdial kylated or substituted with
one or nore groups chosen from hydroxyl, keto, |ower alkyl, |ower alkoxy,
phenyl al kyl Qlems Bwhikh bﬁeng?meﬂhﬂye ;ﬁrefeneﬂmimiudehepgfromne,n t he

het or oar yi f”ﬂﬁa@ ety e e e P RGP 36 R o %t oo
- In particular, for the groups XE and X2: X1 and X2 are particularly

I ted in, | t

bocet oo, ARSI s Sek b5 AW 9 OB b Sotod

possi bl e for R&Sand R5 to be |inked to forma saturated ring or a ring
i ncl udi ng one orEﬁ doubl e bonds conprising one or nore hetero atons

chosen fr d N, substituted with one or nore groups chosen 30 from
hydr oxyl , ower al kyl and | ower al koxy. The substituents formng the
-52 2 8 0 003 group NRaR5 which are particularly preferred include
pyrrolidin ypyrrolidine, thianorpholine, dinethylamno, azepanyl
and pi perxdyl . A hird series of internediates conprises conpounds havi ng

t he general formAa V below: X5 A5 (V) in which X, X2, X5, A and R are
as defined above The foll owi ng substituents are particularly preferred for
t he above groups(v) - In general, for the groups X1, X2 et X5: 10 - hal ogen
. F, O, inBthich ,XpXef Xt aland B araasl défined-abbesver al kyl : linear or branched
containing froml1l to 6 and preferably from1l to

The following substituents are particularly preferred for the above groups :
- In general, for the groups X, X; et X;:
10 : - halogen : F, Cl, Br, I, preferably Br and Cl,
- lower alkyl : linear or branched containing from 1 to 6 and preferably from 1 to

3 carbon atoms, _
- lower alkoxy : linear or branched containing from 1 to 5 and preferably from 1

to 3 carbon atoms.

15
- In particular, for the groups X; and X; :
X and X; are particularly located in positions 6 and 7 of the main quinazolinone

ring.

20 - In particular, for the group X5 : Xsis F, Bror Cl.

A fourth series of intermediates comprises compounds having the general formula VI

below :
x5

N

\
N\(N
N\R

(Vi)
25  inwhich X,, Xs, A and R are as defined above.




3 carbon atoms, - lower alkoxy : linear or branched containing from28{¢73)n

and preferably from1l to 3 carbon at-&d3s. 15 - In particular, for the
groups' X1 and X2 : X1 and X2 are particularly located in positions 6 and 7
of the main quinazolinone ring. 20 - In particular, for the group X5 : X5

is'F, Br or . Afourth series of internediates conprises conpounds havi ng
the general formula VI below: X5 Al (V) 25 in which X2, X5, A and R
are as dHid foddwalpmnbstitué&ids 2re aficGlafly podiaradior thelabove grgupubst i t uents are
parti cul qQve groups : - In general, for the groups
X2 and X?ﬂjg\én&ﬁFF&Itﬁggmfuﬁg )%I%d? preferably Br and C, - |ower aI kyl
| i near or brancﬂlebgctbhféﬂand ﬁrﬂfsmbﬂtﬁiaadﬁlhd preferably from1 to

carbon atoms, - 10Uyt KA or blanBRA cofaihh @ HEMCEICOMAbRtRbI 0 5
and prefer ably Tlrom gzr;lr on atc(?msal _é‘ I'n parot?cu[?g %oi'mﬂﬂe gt:j&r oup X2
. 103%X2 is partﬁ@mbé’ﬂlaiom%cat ed in position 7 of the main quinazolinone
ring. - In part 'lcﬁ#@raa'lkoxfyoﬂlﬂEﬁ%r%ﬂéﬁe&ntalﬁF'fﬁmF 1 8% a‘?:'f:l ;ﬂ:ferdﬁl)f fr6ﬁ1h1 serl es
of internediates goggrl Ses conpounds having the general fornula VI

below : A (VI9 ORAENE- X2, X5 Al, R2 and R3 are as defi ned above The
foll ow ng substituents are partlcul arIy preferred for the above groups 20

- In geneIna mcugr pﬁle%%)uu , :X2, X5, R2 and R3 :
10 X, is particularly located in position 7 of the main quinazolinone ring.

- In particular, for the group X5 : X518 F, Br or CL.

A fifth senies of intermediates compnises compounds having the general formula VII

15 below:
xS

R, }—'N
\N

N "\/r'

N\
X/ R

Al
(Vi)

in which X;, X5 A), R; and Rj are as defined above.

The following substituents are particularly preferred for the above groups :
20 - In general, for the groups X5, X5, Rzand R :
- halogen : F, Cl, Br, 1, preferably Br and Cl,
- lower alkyl : linear or branched containing from 1 to 6 and preferably from 1 to
3 carbon atoms,
- lower alkoxy : linear or branched containing from 1 to 5 and preferably from 1
25 to 3 carbon atoms,
- hydrogen, lower alkyl, optionally substituted with one or more hydroxyl,
halogen, cyano, lower alkoxy or -CO-Q;-Q:-Q; groups, if being possible for R;
and R; to be linked to form a ring comprising one or more hetero atoms chosen
from O, S and N and optionally bridged with a lower alkyl, gem-dialkylated or
30 substituted with one or more groups chosen from hydroxyl, keto, lower alkyl,
lower alkoxy and -CO-Qy-Q2-Q;.



- halogen : F, O, Br, |, preferably Br and O, - lower alkyl : I|ineal 06F2003
branched containing froml to 6 and preaf.erably from1l to 3 carbon atons, -
| ower al koxy : linear or branched containing from1l to 5 and preferably
from1l 25 to 3 carbon atons, - hydrogen, |ower alkyl, optionally
substituted with one or nore hydroxyl, hal ogen, cyano, |ower al koxy or

-COQ -Q@-@ groups, if being possible for R2 and R3 to be linked to form
a ring copRhiiule, Hnehedrod®r X, hetero atons chosen fromO0, S and N and

optionally br ged wit Iowe.alk di al kyl.ated or 30 substituted
with one or SgBaB S’H 'HQJ%E If“’l?éi{’b“ azp eyl , | ower
aI koxy and COQ Q- @ 280 C 12003 -54 - In particular, for the group

CoX2 i | ocat e on 7 of the main quinazolinone
r| ng. ]ﬁiﬁg 'a&# icygrprgﬁe @FS{)&{I% tdl X5 is F, Br or d. 5 - In
part|5(:ul ar, for the groups R2 and R3 : R and R3, which may be identical or

different, are I i IkyI or R2 and R3 are linked to forma
ring corrpIP| Wﬁ&%%Qg%%UPS%%er8 ‘atons chosen from 0, S and N and

optional |y subsard Rs,eehiok mychqed@mcnimred@“ﬁr@apgrq:hbk@gﬁnf ardawenaliyleroRp! |
keto, |ower aJnIE'M#; arle d & £ onffrstdl & dnorf R hidfhs &er&ﬁnt S

partlcul arly erre or t he su stituent's NR2R3 are azepany

pyrrolidine, mm@m@pgpwbg subspiges dth pRg owmlﬁe&m!wggl?m fEmpounds
OL far mél ge Ihydishyl,] kéf, A)ovﬁgﬂealﬁsmpmﬁsalﬁﬁxﬁ héhdor-€92Q1-Qi, JQéﬁbnAhQﬂ%Cﬂi& be

obt ai ned by carryin out se tic process unber of these
synt hetic pr gy GC%C{)\% ‘I"ﬁfé %"g’ﬁtb%ffﬁﬁsNﬁF % LS PSRN

i nvention carpyhiotidinleyNH@ambNHO}B(gmupsa convergent manner by 20 the nethod
represented in Schene 1. -55 RS R4 r N

Processes for synthesizing the compounds of formulae I and II

15
A) The compounds of the present invention can be obtained by carrying out several
synthetic processes. A number of these synthetic processes are described below.

The compounds of the present invention can firstly be obtained in a convergent manner by

20 the method represented in Scheme 1.



SCHEME 1 r RA&-N N AIC13 X\ NN-// IVa RRR8 CH2C6H5 i Al - IV (I) Thlﬂﬁ'?"’?ﬂm
INFR in which X1, X2, A, R R4 and R55are as defined above and Rg
represents C, Br, 5 OSQ2CH3, OSQ2CF3 or OSQ2Ar.
4- Benzyl -1 -am notri azol o[ 4, 3-a] qui nazol i n-5-one and/or -5-thione (lVa) is
treated with alumniumtrichloride in an aromatic sol vent such as benzene
or toluene to give the correspondi ng N-debenzyl ated conpound (1V). This is
then treated with a halide or a 10S€WEMEBdat e chosen as a function of the
desired substituRnt R under basic conditions ; for exanple sodium hydride
In a sol vent su¢h as 1, 2-di met hoxyet hane (DVE) or caesium rbonate in
di et hyl f og INle, to give the | -amino triazo |o[4,3 -a] inazo |li n-5
-ones of drrml\?_e_—_lgl) and (11). In fact, as a functiorRoT whe basic

t

¥

conditio used, /the al kylation is not particularlyy 15 regi ective in
certain c . ixture of N4 anffCR3 regi oi soners, and (| DN
respectiv I s thus obt ai ned—Fre—2+cenrpounds are ¢ wl | y~geparated by

t ographi c techni ques. 2 8 0CT2003

CH,C.H ~
xz I 2765 xz H
1 A
1
Va v
[ [
N N
R-Rg L R —N R —N
- X, \ X, \
N\(N . N\( N—R
N N
xz x2
A, A,

() {an

in which X, X3, Ay, R, R4 and R; are as defined above and Ry represents Cl, Br,
5 0SO0O,CH,, OSO,CF; or OSO.Ar.

4-Benzyl-1-aminotriazolo[4,3-a]quinazolin-5-one and/or —5-thione (IVa) is treated with

aluminium trichloride in an aromatic solvent such as benzene or toluene to give the

corresponding N-debenzylated compound (IV). This is then treated with a halide or a
10 sulphonate chosen as a function of the desired substituent R under basic conditions ; for

example sodium hydride in a solvent such as 1,2-dimethoxyethane (DME) or caesium

carbonate in dimethylformamide, to give the l-aminotriazolo[4,3-a]quinazolin-5-ones of

formulae (I) and (II).

In fact, as a function of the basic conditions used, the alkylation 1s not particularly
15 regioselective in certain cases. A mixture of Ny and N3 regioisomers, (I) and (II),

respectively, is thus obtained.

The 2 compounds are generally separated by conventional chromatographic techniques.




2 e C CT2303 B) Another exanple of a synthetic nmethod used to con

the suitably substituted
unit of formula (1)
NH2- NH2, H20O R- N=C=S Xi
(CH3) 24 A=
and R5 are as defined above,

S
triazol o[ 4-3¢a] qui nazol i n-5-one and/ or SZP;QIEE%@&‘
is illustrated in Schenme 2: 5 SCHEME 2 (Va) NH2 COA1R
HA (Vb)) EEOC(=S)SK or CS2 A,, (Vc) HS NN N
(vd) Ci12 A (V) Al NO HNR4AR5 (1) in which X1, X2, Al, R R4,
and R represents a |linear or branched | ower

al kyl grpuRAnetet akimpl 6 @neyhthkac Gnéhel REQT & abhitrucl Ghd kaitably sabssinaad bon

at ons.

10

triazolo[4,3-a]quinazolin-5-one and/or -5-thione unit of formula (I} is illustrated in
Scheme 2 :

SCHEME 2

X, X, H

NH, R-N=C=S NYS
- "

. R

X; COAR X; I

Va !

(va) NH, (Vb)

X, I
N NH
NH2-NH2, H20 \\I/ EtO-C(=S)SK
N g or CS2
x!
A,
(Ve)

HS CH,S

N 7—-__N
X, =\ : X, \N
NYN (CH3)2504 N\/('
N N
R
) ¥4 R X;
A, Ay
(Vd) (Ve)

Y

Y

cl2 N\,KN HNR,R,
n

in which X;, X3 A1, R, R4, and R; are as defined above, and
R represents a linear or branched lower alkyl group containing from 1 to 6 and preferably

from 1 to 3 carbon atoms.

An anthranilic acid or ester suitably substituted on the aromatic ring (Va) 1s first converted
into the corresponding 2-thicquinazolin-4-one (Vb) and/or —4-thione by cyclization using

an alkyl, aryl or aralkyl isothiocyanate, in a solvent such as acetic acid or pyridine.




An anthranilic acid or ester suitably substituted on the aromatic r%@QHﬁYﬁh
is first converted into the correspangi.ng 2-thi oqui nazolin-4-one (

and/ or - -4-thione by cyclization using an alkyl, aryl or aral kyl

i sot hi ocyanate, in a solvent such as acetic acid or pyridine. -57 2 8 OCT
2003 The t hi oqui nazol i n-4-one and/or -4-thione (Vb) is treated with

hydr azi ne hydrate to give the 2-hydrazi noqui nazolin-4-one and/or -4-thione

(Vc) whiep, lh%dlfhatzHﬁﬁMfaﬁElahaf%g UnhRnt [f9b) is treated w1th h razme hydrate to glve

1marcaptotr|azoo43ﬂ glnazollnj one ?Y‘S hi one GS%

action othe 2nxdEazanqaNmaEinG9en Ane ob r4skines a‘t{;]é‘ﬁlﬂ gs §UBW' s¥cl mtstm/ t he

action of_pfc tdtﬁiz@nd[m,g A@AnizoRaHoms .ﬁlwmt hykhishd phiad)e byt fige tdtkieh oWl ) is

converted into t 1- met hgtlhf:hl o deri v ﬁéa (Ve) which is then converted,
Vi

by nmeansPURSSE 6?'} enats o ﬁ@aﬁcnésrﬁ“& ol 0[4 3- a] qui nazol i n- 5- one
and/ ¥ - By thd avntien ©Ykn alkytatingtalpenit S@Ohimﬁdmd:th}di shnphab,eﬁhewhlbh(\al) iy torBeedr

e onibtofrericpify bRtV reist s R bilhie 8 metti °Ph°f§95 g’

cases i sthedmhéetniaedoj43-Gonamaeold-SAhe agd/e)-HB{@E@R'(V3. N XI X N, 4-"

2{(23 g; gﬁ% net% agoéwﬁgﬁdéwspres&{%?y Flsnenﬁglgiqrglrn;éﬁtgh%uly%\eg%?nd R5

cont ai ni hgminagmazolal$,36)@neazeHaSepnemiyfommpudedIt
10
C) Another advantageous method in certain cases is represented in Scheme 3.
NH —
X, | * X [~ \N
N NH HC(OR")3 N/
\\I/ . \(
N N
R
X; R X;

A, | A,

(Ve) . (vf)

Br
—N
X, }’ \
Br2 or N\]&N HNR,R, . 0
NBS N R
x!
A1
V)
SCHEME 3

15 in which X}, X2, A, R, R4 and R; are as defined above, and
R’ represents a linear or branched lower alkyl containing from [ to 6 and preferably from 1

to 3 carbon atoms, such as CH; or C;H;s.

The 2-hydrazinoquinazolin-4-one and/or —4-thione (V¢), obtained from an anthranilate in 2
20  steps (as illustrated in Scheme 2), is cyclized by means of an alkyl orthoformate, in acidic

medium, into the triazolo[4,3-a]quinazolin-5-one and/or —5-thione (Vf).

This is then brominated with bromine or N-bromosuccinimide (NBS) to give the

1-bromotriazolo[4,3-a]quinazolin-5-one and/or ~5-thione (V).



to 3 carbon atons, such as CH3 or C2H5. The 2- hydrazi noqui nazol i n- 4-20h@CT 2003
and/or -4-thione (Vc), obtained fromajzbg anthranilate in 2 20 steps (as
y

illustrated in Scheme 2), is cyclized means of an al kyl orthoformate, in
acidic nedium into the tnazol o[ 4, 3-a] qui nazol i n-5-one and/ or -5-thione
(V). This is then brom nated with brom ne or N bronosuccinimde (NBS) to
give the 1-bronotriazol o[ 4, 3-a]quinazolin-5-one and/or -5-thione (V). 2 8

0CT 2 3 brgm-lf;hldén@artlggois dﬁrgaill\réaﬁéﬁfgd 'vﬁtg aHa:I-:tlanoth';:eﬂ)thﬁﬁmWiof'Q ﬁﬂm%}}h%PO' ic

sol ution

1- ami notsecmrpm@a sq qma rthqdramngum@loaiwﬂ]ﬂumasolnmﬁ@ne agfl/or --grthignerof | ). 5
D When ﬁPg ( and X2 represents a reactive phenolic OH function, this
group shou enerally be protected during the last steps in the synthesis
of the conpounds (I'). By way of exanple, Schene 4 shows the synthesis of

such s W XYidre%ya Q%Qgprb&n&% kdab@ve Ehenohc OH function, this group should

4-B | - d -4H t | o[.4, |
"5t Efﬁr@newéyrb%xnswaqe%éanw e e i U SR GemnBon 167 bpat e

with a C(SFH&QH] tk, Schaé mghdmhaeymméﬂsnah @fcompowmﬂfbmmmtpaagmgmup (P)

ggtp?otprl“dg_{ IS’HQ'? @Eﬁ?’%‘%ﬁﬁé a%‘ﬁBL{»?al"H’laé&“% 2 OHThQH%Pg'? ngf“ﬁtaggﬁ‘é@p can

be chosegbtained &y aanethod fraf[:mmenued meiSkli¢rme By s, treaptdhwithy medomponnd allgwmg theiony| |

LY LR o TSR 00 L i p Bl b gy

met hy| enat mhy clectdhe apprepriatqpretseting gtoﬂlpaVlul@ubé@fém@W The aﬁﬁqtiéng gempaan
triethylammee, GikeShlvs ﬁt#ﬂﬁtrﬁﬂétﬁﬁﬂ&q nﬁthmgxpmamw 'tol?l@ﬁ[i%nyﬁ MhdthylSHipBonyl

conpoun is tréated w't romne to
- br ono- 7axesyh) @PQI@%FP%@HW‘YWEWI K Mlélgl).] By r"faa’szﬁz W@pg; 4, 6oREIHd (V8)-1§ne
and/ or  -{peatddl Qﬁﬁ o3 kchlowde,Gh o Qﬂﬁérﬁ swtl Bs mt]ﬁﬂﬂd&&hldrma4ﬂﬁthatpré§bhb¢mf a

D v e R s MG iRsn oy b G Ml 16 vy i, SireS RS 61531 BRER by Thid
1- am no-chnippnny | is 7tréaded @lithl bronphorty| divé 4-ba@yl-1-bromo-7-(4- -tolylsulphonyl)-4H-
L. 2 41t ozl ol SLARRRRIsDiry ARforandlifine &) BB rdckablin JFhgmbagnzy!

group i be repl ace not her group for exanple

by debeﬁmwas ahesfluse prefashly: in they wasqncwf aihree Swoaﬁewﬂwwa%b%ﬁ €aflfi ni um
chl ori desgiyinf sudPlay Qﬁhetﬁ EHmaiE eegive 1andinohe Berykyi(4tdlpgulphenyl)—4H-

i ntermed) obt by, t r eat,men a halide or a sul phonate
R- X520 C e Sz @’[é’gr?é'ig‘lnl’%#?k“ “SrYreAngor; éﬁ‘f“‘él 7 (4-
tol yl sul phonyl )-4H-[1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-one and/ or -5-thione

(la) whi L By Ogrmﬁgs%% dp%upéén' il 8 rdglacR@ShilH Mditkr TRPTE BF ExREHE By AL Y

det osyl a I¥
dcbenzylatmg the compound (IVa,) obtained above by means of aluminium chloride in a

solvent such as benzene, and then alkylating the intermediate obtained (IV)) by treatment

25  with a halide or a sulphonate R-Xs, under basic conditions, to give the I-amino-7-(4-
tolylsulphonyl)}-4H-[1,2,4}iriazolo[4,3-a]quinazolin-5-one and/or —5-thione (Ia) which are
variously substituted in position 4. These are preferably detosylated into the 7-hydroxy
derivatives (I), for example by heating for a few hours in pyrrolidine.



derivatives (1), for exanple by heating for a few hours in pyrrolid BECT 2003
280CT2003 -59 SCHEME 4 HO HNRARS TsO_TgO TsO TsO 1 Br2 (1) in which Al, R4
and R5-are as defined above. 5 E) When X1 represents H and X2 represents a
reactive anilino function : NH2, NHR2 or NR2R, r (R2 as defined above and
R, , represents R2 or R3 as defined above), the am no group NH2 should
generally be protected during the |ast steps in the synthesis of the
compounds (1). By way of exanple,oSEpp £ shows the synthesis of such a
conmpound am nated in 10Q position 7S N
7- Acet am do- 4- benzyl f’-Zﬂq‘ [1,2,4]triazol of 4, 3- a] qui nazol i rff ne and/or -5-
thione (Vfi), obtainmed By a nethod la_gcgresented in_ % --‘ is treated with
N.

brom ne to gi .
bro [1,2,4]triazolo
I _chrmpound is reacl®

e
7-acet am do- 4jQeny
the presence of a base such,as sadi um bi carbonate,

and/ or -5-HONiI ORE

reflux, prefe ly i

in a sol vent é@gh asﬁ‘di met hyl formam de, to 15 give

7-acet am do- | - am no-4-benzyl -4H-[1, 2, 4] tri azol o[ 4, 3-a] qui ngzol i n- 5-one
and/or -5 280CT20 -60 thione (1Va2). In the exanple dgscribed above, the
protecting grarep  ¢Pi) for the NH function is an acetyl group. However, a
person skilled inthe art can sel ect another protectBqg group, for exanple
met hyl sul phonyl , t \sul phonyl or phthalimdo. 5 In thi ase, the benzyl

group in posiiion.K be replaced wi th anot her , AMr exanpl e by
ni um=HQr nat e
hydr furd t hen

debenzyl at i

poun 2) gopt attfd8s above,
and pal | adi chamcoal a solvent such as
al kyl at iT#§ t he TsO

A
(Iva,) ! VA A
AICI,
CEHG
RS - - RS RS
R4, / 4
N R4\N/ R \N/
—N 7——N I I 7——N
T \N B \N g \N
v/ N N
R-X; Y N \(
NH : : N N
TsO . TsO “R HO R
A1 A, Al

Vi) (1a) 0}
 in which A, R4 and R; are as defined above.

E) When X1 represents H and X2 represents a reactive anilino function : NH2, NHR2 or
NR;R, (R2 as defined above and R, represents Ry or R as defined above), the amino group
NH2 should generally be protected during the last steps in the synthesis of the compounds
(I). By way of example, Scheme 5 shows the synthesis of such a compound aminated in
10 position 7. 7-Acetamido-4-benzyl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one and/or —5-
thione (Vf)), obtained by a method represented in Scheme 3, is treated with bromine to
give 7-acetamido-4-benzyl-1-bromo-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one and/or -5-
thione (V4). This compound is reacted with an amine HNR4R; at reflux, preferably in the
presence of a base such as sodium bicarbonate, in 2 solvent such as dimethylformamide, to

15 give 7-acetamido-1-amino-4-benzyl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one and/or —5-



i nternmedi ate obtained (1V2) by treatnment with a halide or a sul phona@e§ (T 2003

R- XS,

under basic conditions, to givgygthe

7-acet-am do-1-amno-4H-[1, 2,4]triazol o] 4, 3-a] qui nazol i n-5-one 10 and/ or
-5-thione (1) variously substituted in position 4. These can be

N- deacetyl ated into final conpounds (lIb) bearing an NH2 function in
position 7, by conventional nethods such as, for exanple, heating to

reflux i/ t@gﬂfgrgsthﬁygfa%m Hééﬁﬁb@&iagov%?!ﬂi% ip?&ectmeén%ulpé(?gg%(%nﬂﬁ REN

turn be trea

pendi ng on the case, with_a reagent R2 and

in
X5

havi ng firstinaiaiatg agatvlegroipolieyevs, @ persemh sKillsBisstisstrt cat saleet Aapthehnpound

(lc),
N, N- di

Wg}&&tﬂa@ g?@t.ﬁ)f, if&rseahrfnprehﬁahﬁgn%nli(g?l,eislltymwﬂoﬁylroeggmaﬁmam X5 to giv
S .

bstituted final conpound is al'so possible to treat

7-acetam do-|-amno-4H[1, 2,4]triazol o] 4, 3- a] qui nazol i n-5-one and/ or
- 5-t Bi O thib dea¥¥)ithd b \BRsupOShasitimbs teah Weedpladeddastht dnothed gréup RBY ifor Wi t h

gi ve. ¢ nErBe Ry Brine S TRBuRd ey dopied it Sl bR ol

() A
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15

@AY/ YallRbum6n-ER2xbaki@h azsoNenNsudl dsyletrbiydréfrad, and then alkylating the
intermediate obtained (IV3) by treatment with a halide or a sulphonate R-Xs, under basic
conditions, to give the 7-acetamido-1-amino-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
and/or —5-thione (I) variously substituted in position 4. These can be N-deacetylated into
final compounds (Ib) bearing an NH2 function in position 7, by conventional methods such
as, for example, heating to reflux in an aqueous hydrochloric acid solution. These
compounds can in turn be treated, depending on the case, with a reagent R2-Xs (R2 and X5
having the meaning given above) to give an N-monosubstituted final compound (Ic), which
can itself then be treated with a reagent R,X;s to give an N,N-disubstituted final compound
(1d). It is also possible to treat the 7-acetamido-1-amino-4H-[1,2,4]triazolo[4,3-

‘a]quinazolin-5-one and/or —5-thione (I) which are variousty substituted in position 4, firstly

with a reagent RyXs to give the compound (1bz) which is then N-deacetylated to give the

compound (Ic).

e an
t he

dto
AcNH



HCOONH4I -.- N--- / N PdIC AcNH (1Va2) Al F) When the substituent R #80CT2003
position 4 of the conpounds (I) repres@nts a 5 4-(carboxynethyl)benzyl
group, it may be advantageous to convert the carboxylic acid function into
an ester, amde, nitrile or hydroxam c acid derivative. For this, the

nmet hods represented in Scheme 6 may be applied to an acid of general
formula (1d). This is converted into an acid chloride (le) which is
directly coupled either with aque EMfidnia to ghve a primary amde (If),
or with a primary or econdary am ne to give, respectiwely, a 10 secondary
am de (1h) or tert| yvanmde (l1i) (in these structur ,NRl | has the sanme
meani ng as RZ#™8 5 and_R13 hawg the sane pEan

ai ned by

respectively) 2 2,N8 3 Hydroxam ¢ aci [
reacti ng Aclwg” ati-d j e) with hydraxy ) gry amde (I1)
can al so be dehydrated by Conventional nethodsy

trquare known per se, such
as, for exarrp(l ., usi'ng phosphorus pentoxi de, to‘give the correspondi ng
nitrile (Ig). 5 SCHEME 6 )"s R4 --N 1. N\/N COON SOCI LR,CC]\IHC]—I Al
CONHR11 CONR12R13 (i)

N /Rs Rs RS
N R4—N R4—N
) \
NN Heoonny
Y __RX \( . pdiC
NH
AcNH AcNH AcNH
A
0 Ay vy (Ivay) '
RS
Rd._ / 5
\N R4._ }25 R“\N}

N Hl N7=N\ RXs

=
)@q 5 b
AcNR N N
C 2/@"/ \R sz"{ \R
Rx A,

1

{ib,) A
(Ic) 1 (i}
5
m\N)z

\[—__N

\

HCt NYN RpXs
s
N
HN" R

(b}

F) When the substituent R in position 4 of the compounds (I) represents a

5  4-(carboxymethyl)benzyl group, it may be advantageous to convert the carboxylic acid
function into an ester, amide, nitrile or hydroxamic acid derivative. For this, the methods
represented in Scheme 6 may be applied to an acid of general formula (Id). This is
converted into an acid chloride (Ie) which is directly coupled either with aqueous ammonia
to give a primary amide (If), or with a primary or secondary amine to give, respectively, a

10  secondary amide (Th) or tertiary amide (Ii) (in these structures, R11 has the same meaning
as R2, and R12 and R13 have the same meanings as R4 and R5, respectively).




- 63 in which Xi, X2, Al, R4 and RS are as defined above. 2 8 O C § #8680
G The conpounds of structure (1) in wich X, or X2 represents an am no
group. NR2R3 in position 8 which is identical to the group NRA4R5, can al so
be obtained by heating the 5 corresponding 1-bronmo internediate (VI ; X5 =
hal) in the presence of an excess of am ne HNR4AR5, w thout solvent or in a
sol vent such as dinethylformam de, as illustrated in Schene 7. SCHEME 7 10
HNRARS  AHydfo¥arhid Mciehi @) 2 b5 0bMinedR byR4earting Rhe aneidashldatle n@e) andve. (1)

15 However, it is preferable, for. this e eagtiion, tq.avoid

subot | ¢ B RenER R PHEE iRy A Al e RE By tio B bgmoes
conpet i t thaehie kadvm phe se,esmgkras, ERAREpldusingephospleords pentoxadgrtougise 2R3 and
NRARS are differ ﬁ-‘ . Bightly nodi fied synthetic route is indicated in
Schene 8‘?0“?5%0’6{‘%] “é'gé% 'Cl -64 SCHEME 8 HNR2R3 IR5 (1) 5 in which X2, Al
R RA3 R3, R4 and R5 are as defined above. The am no substituent NR2R3 is
in position 8. A 1-brono-8-chl or oSCHEMH @] 4, 3- a] qui nazol i n-5-one and/ or
-5-thione (Vla) /s,uitably substituted at 4, and pr pared as above by

brom nati on of ,ghe derivative which is 10 unsubsti/ﬁuted at 1, is treated
with a |ight«8xcessyof amine HNR2R3, in a sol wvatNsuch as

di met hyl f o mani d¢,~ givetheinterrrediate,(‘VII). \S internediate is in

f\
turn heategdx "ge igeg HNRARS, in oLNe® such a
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di met hyl formam de, to give the conpound (1). 15 Surprisingly, the inJehdor H0?
have found that the reactivity of theghal ogen atomin position 8 is nuch :
hi gher than the reactivity of the other hal ogen atom of the internediate.

This therefore allows a first selective reaction on this halogen in

position 8, which can be followed by a reaction on the second hal ogen. The
exanpl e above illustrates the use of chlorine in position 8. However, it

i S possi Hlvﬁn&loxu%bgtl rl@{an'&%i&.ﬁ@ﬁ@de?ﬁﬁh aB&vebr om ne and 20 fluorine, the

| atter prOV|ng e particularly reactive. -65 Exanples A. Conpounds of
the type (1) and (11) 2 O OO 2003 5 Exanples 1 and 2 METHOD A :
é Azep?rgj THe EdthSRdé of ?{n[ﬂﬂﬂa){l)dﬁ kxahlu)tr RHof X1 réprebkits nnzanling groBp ARy mazol i n-
one
1- Azeparﬁﬂsmpncéﬂ“@r‘ﬁ‘ 2 @SHWEﬁ?/Iﬂéﬁ SSH"P éﬁﬁ%ﬁ c3n alsp, be %ﬁag’[eﬂ by. hﬁatm ntg%ol in-5
- one 5( BExporré 7ponﬁin| o) 1Moo inlerdi@dite (@F1d Xi5= Balpigthe pré&encenafl an ofcess of amine
c

L n 4 4 ded
35 1" orNRAR o AL S RERL e T peroffelt Qi A5 MelthRRSabliap RNyspEp R ded |0

noi st ur eSchamd 7t hen stirred. 20 240 ng of a 75% sodi um hydri de suspenS| on
(representing 7.90 mol of NaH) are then added, under inert atnosphere.
The m xture is heated at 60C with stirring for 6 hours. 1.56 g (7.90 mmol)
of cinamyl bronide are then addedSEBEBNIEM se. The nixture obtained is
thenwheat ed at 60C for 20 hours with stirring. 25 After cooling, the
suspension is poured into 200 M of ice-cold water. The mi xture gs
extracted 3 timeg with ethyl acetate; the combined organic phas¢s are
washed with saturé ed aqueous sodi um chl oride sol ution and dr,uuj over

sodi um sul phat e, Nhe solvent is then evaporated oRE unBer v

mY YR

(V|)

Y

)
in which Xz, Xs, A1, R, R4 and Rs are as defined above.

15 However, it is preferable, for this type of reaction, to avoid substituents R comprising a

halogen group which is liable to react competitively with the reagent HNR4Rs.

H) When the 2 amino groups NR;R; and NR4R; are different, a slightly modified synthetic

route is indicated in Scheme 8.



3.5 g of a crude mxture of the 2 regioisoners is obtained (theory: B3§4(3)10)

30 The 2 isonmers are separated by fil: chromat ography on a col um of
silica, eluting with a 99 nethylene chloride / 1 nethanol mixture. The
followi ng are obtained, in order of elution: 1) 0.58 g of the conpound of

Exanple 1 Yield = 17% 280CT2003 -66 mp. (Tottoli) = 125C TLC (98 CH2d 2 /
2 CH3OH) = 0.60 H NWVR S (ppm CDC13: 1.7 - 20 (m 8H ; 3.3 - 3.5 (m
4H) ; 5.05 (d, 2H) ; 6.45 (dt, é@@ (d, 1H); 7.15 - 7.3 (m 3H) ;
7.35 (d, 2H) ; 7.75 (d, 1H) ; 8.3 N&l—? 8.4 (d, 1H). 2) 2.1 g of the
conmpound of Exarrple 2 5Yield = 61. 5% m p. (Tottoll) = 188C TLC (98 CHzd 2 /
2 CH3OH) : Rf =g¥35. 10lH NMR & (ppm) CDC13: 1.7 - 2.0 (m 8 ; 3.4 (m
4H) ; 4.9 (d, 211)\7.6.35(dt I H ; 75 (d, 1H); 7.2rR; 7.45 ( ; 7.65
(d, 1 H ; 8.2 (d ;845(s|H)Exarrp|e3:1|vETHODWBr
ono- | - ( I\ dis

; 0) 4-3-(3- gunnjyl)allyl] 4H zopN-
[ 4, 3-a] qui -5-¢ne (Ex. 3) , Br ;o2 = ffY 3
1. 11 7AE - 4" ri CH3 20 7 4 g (0.024 m)ﬁ of N
7-brono-1 - ( et hylRam no) - 4H—[124] trlazolo[43a)1 N>R
X
2 A, A,
(Via) (Vi)
Rs
/
RN

R:! 4 7—_—:_“
HNR,R; \

5  in which X3, A1, R, Rz, Ry, R4 and Rs are as defined above. The amino substituent NR2R3

is in position 8.

A 1-bromo-8-chlorotriazolo[4,3-2]quinazolin-5-one and/or —5-thione (VIa) suitably

substituted at 4, and prepared as above by bromination of the derivative which is
10  unsubstituted at 1, is treated with a light excess of amine HNR;R3, in a solvent such as

dimethylformamide, to give the intermediate (VID).

This intermediate is in turn heated in an excess of amine HNR4Rs, in a solvent such as

dimethylformamide, to give the compound (D).

15  Surprisingly, the inventors have found that the reactivity of the halogen atom in position 8
is much higher than the reactivity of the other halogen atom of the intermediate. This
therefore allows a first selective reaction on this halogen in position 8, which can be
followed by a reaction on the second halogen. The example above illustrates the use of
chiorine in position 8. However, it is possible to use other halogens such as bromine and

20  fluorine, the latter proving to be particularly reactive.



5-one dissolved in 200 mM of 1, 2-di methoxyethane are placed in a r96¢ 2003
equi pped with a magnetic sti rrer andga_condenser, and are then stirred.
17. Qg (0.052 not) of caesium carbonate are added and the m xture is then
stirred at roomtenperature for 15 mnutes. 4.5 g (0.024 not) of
3-(3-pyridyl)allyl chloride hydrochloride are then added portionw se, 25
after which the mxture is heated at 70C with stirring for 3 hours. The
solvent is evaporated off under vacuum and the residue is then suspended
in 300 mM of ice-cold water. After repeated extractions with ethyl

acet at e Exaimplesonbi ned or gani c phases are washed with saturated aqueous
sodi um Ghleayy, | dith® 4Hd over sodium sul phate, and the sol vent
is then . nder vacuum 30 The residue is chronat ographed on a
columm of silica, eluting wwth a 98 CH2C12/2 CH30OH 0.2 NHACH m xture. 6.3g

of TEC Mﬁ]d]mﬁdﬁl) are recovered. This product is recrystallized from
20 0] SO opano

v f Yi e =
5206 35 MET (ppn) e 7?1‘8’50'(43(5 @%ﬁwﬁy?ﬂ(@2?%“%8?%]‘&‘8{‘”0!‘“'
, 6.8 (8,0nk (Hx 7.15 (m 1H);7.65(d, 1H);7.9(d, 1H);8.25(d, IH); 8.4 -
8.6 (m ﬁ‘ 03 67 Exanples 4 and 5 : METHOD C :
7-Brom)-( |_g(byrro f[’yl) 4-[( 3- pyrldyl)rrethyl] 4H[ 1, 2, 4] tri azol o[ 4, 3-
a]quinazoI|n50ne( 4 (I) Xti=7-BrX2<H, R= N 5 NRARG= (X,
7-Bromo-1-(pyrrolidi I&l& gyrldyl) t hydd - 3H-[
1, 2, 4] t rR=azel o[ 4 zoll 5 (1) : X1 7-2137r ; H; I
R= N NR4ARS= N

10

1-Azepanyl-7-chloro-3-(3-phenylallyl)-3H-[1,2,4]triazolo[4,3-a]quinazolin-5-one (Ex. 2)
{m:X,=7-Cl; X;=H

\/\/O P NRRS N:
\

2.5 g (7.87 mmol) of 1-azepanyl-7-chloro-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
suspended in 35 ml of 1,2-dimethoxyethane are placed in a reactor protected from

15

moisture, and then stirred.

20 240 mg of a 75% sodium hydride suspension (representing 7.90 mmol of NaH) are then
added, under inert atmosphere.
The mixture is heated at 60°C with stirring for 6 hours.
1.56 g (7.96 mmol) of cinammyl bromide are then added portionwise.
The mixture obtained is then heated at 60°C for 20 hours with stirming.

25  After cooling, the suspension is poured into 200 ml of ice-cold water.
The mixture is extracted 3 times with ethyl acetate; the combined organic phases are
washed with saturated aqueous sodium chloride solution and dried over sodium sulphate,
and the solvent is then evaporated off under vacuum.
3.5 g of a crude mixture of the 2 regioisomers is obtained (theory : 34 g).

30 The 2 isomers are separated by flash chromatography on a column of silica, eluting with a
99 methylene chloride / | methano! mixture.
The following are obtained, in order of elution :
1) 0.58 g of the compound of Example 1
Yield = 17%




10 2.y (0.006 nol) of
- (pyrrol i din-1-yl)-7-bromo-4H[ 1,2, 43¢ 1 azol of 4, 3-a] qui nazol i n-5- offd 01 A0

dissolved in 125 m of dinethyl sul phOXI de (DMSO are placed in a reactor
protected from noisture, equipped with a stirring system followed by
addition of 1.0y (0.018 not) of finely ground potassium hydroxide. The
mxture is stirred at roomtenperature for 1 h 30 min, until a slightly
cl oudy solu f.ai ned. 0.82 g (0.005 not) of 3-picolyl 15 chloride
hydrochl%ﬁ@é’“Pg tﬂgg c;‘dded in a single portion, after which stirring is
conti nuad,ca(% CHsCh t/enpls@ld)+6.60or 4 hours. The m xture obtained is poured

into ice r thg v e | S e d times
wth et nyf \AREEEMTHCH LT 22 (L ED IR 68 M SR Ieatlu S &

sat ur at ed NaG:[-I)sélSUtion and dried over Na2SO4 and then concentrated under
vacuygm g e e1|y ! g (@' egpbt ai ned,

whi ¢ r(é’ lg{e)g’afgst 3?)&5& ﬁﬁ g?gﬁg% po{/ﬁg(g }iﬁ%oggfﬁ gg’)ﬁﬁ |(?a gl uting with
a 98 CI—IZO:LZZ/QOUHBWQPW pffﬁ&ture The following are obtained, in the
order ofyelqutig®e;, 1) 1.2 g of the major product, which is recrystal lized
from rret%anol to g| ve after drying 25 under vacuum 1.1 g of the conpound
of Exanmpng- @otpk) g 18 iﬁ%mp (Tottoli) = 206-207C TLC (97 CH2A 2 / 3 CH3CH
/0.3 NH4Q) (o @2@23QCI-HOH\IRR$=(GJM CDC13 : 1.95 - 2.1 (m 4H ; 3.35 -
345(m,}-§@§) BC 7.2 - 30 7.3 (dd, 1H);785(d 1H) ; 8.0
(d, 19+ HN ?P“i b 5. 855 (m 2H : 89 (s, .2%9025 of the
m nor priotugto (ny8h; 3.4 (medHy s4.81(1; Zéa .3 0dtnbHawsls &dolﬂl)\/ 2 —af.¢2fmdr yi ng

under v m&%dlz}r?TQP(dhﬁ)c%r@% of Exanple 5. Yield = 12%2 8 0 C T
b. of toli) ’="261-

2003 -6 2C TLC (97 CH202 / 3 CH30-|/ 0.3

NHAOH) 0.20 ~H NVR 6 (ppm) CDC13 : 1.9 - 2.05 (m 4H) : 3.2 - 3.4

(m94l(;|) ‘ﬁgg(s _2!—08;6(7)1-72 _ (m 1H,; 7.7 (d, 1H) ; 7.8 (d, 1H);
g METHOD B : 7-Bromo-1 (Igl N d1m|31iylamm(5)) !#TB (} H}mdyl)allyl] 4H-{1,2,4]triazolo-

[4,3-a]qu1nazolm-5-one (Ex. 3)
D:Xi1=7-Br; X;=H;

\/\/@ l ICHS
- . NR4R5= N_
R= N CH3

20 7.4 g (0.024 mol) of 7-bromo-1-(N,N-dimethylamino)-4H-[1,2,4]triazolo[4,3-a]quinazolin-
5.one dissolved in 200 m! of 1,2-dimethoxyethane are placed in a reactor equipped with a
magnetic stirrer and a condenser, and are then stirred. 17.0g (0.052 mol) of caesium
carbonate are added and the mixture is then stirred at room temperature for 15 minutes.
4.5 g (0.024 mol) of 3-(3-pyridyl)ally! chloride hydrochloride are then added portionwise,

25  after which the mixture is heated at 70°C with stirring for 3 hours. The solvent is
evaporated off under vacuum and the residue is then suspended in 300 ml of ice-cold
water. After repeated extractions with ethyl acetate, the combined organic phases are
washed with saturated aqueous sodium chloride solution and dried over sodium sulphate,
and the solvent is then evaporated off under vacuum.

30 The residue is chromatographed on a column of silica, eluting with a
98 CH,Cl»/2 CH;0H/0.2 NH,OH mixture. 6.3g of TLC-pure isomer (I) are recovered. This
product is recrystallized from 20 ml of isopropanol to give 5.3 g of the compound of

Example 3 :
Yield = 52%
35 'HNMR & (ppm) CDCl; : 2.95 (s, 6H) ; 5.1 (d, 2H) ; 6.45 (dt, 1H) ; 6.8 (d, 1H) ; 7.15 (m,
1H) : 7.65 (d, 1H) ; 7.9 (d, 1H) ; 8.25 (d, 1H) ; 8.4 — 8.6 (m, 3H).




The conpounds (I) of Exanples 6 to 108 and the conmpounds (I1) of Ex

109 to 162, in which X2 = H, are pregpared accorg})ng to 'Ehe)procesgrggq‘mszum
Exanple 1 : Conpounds (1) : Table 1 Conpounds (I1) : Table 2 TABLE 1
ConpoundX1R No. H(E) 6 77-C C6H5CH=CHCH2 CH2=CHCH2 87- Cl4- CH3C6H4CH2

97-Cl 2-Cl C6HACH2 107-C13-C1C6HACH2 117-Cl4-C 1C6HACH2 127-C 4- Br C6HACH2
137-Cl 4- FCBHACH2 147-C 4- CF3C6HACH2 157- Cl 4- CNC6HACH2 167- O 2- ( CH30) CoH4ACH2

177- Q1 3- (CH3O) C6HAGH2 187- Cl 4- (CH30) CBHACH2 NR4R5 0
Yi el dm Bxamples geandyy: ( ) Op 0OO0 ONDCD

METHOD C : 7-Bromo-1-(pyrrolidin-1-yl)-4-{(3-pyridyl)methyl}-4H-[1,2 ,4}tnazolo(4,3-
a]quinazolin-5-one (Ex. 4)
(D: X, =7-Br; Xa=H;

2 | O

7-Bromo-1-(pyrrolidin-1-yl)-3-[(3-pyridyl)methyl]-3H-[ 1 ,2,4]triazolo[4,3-a]quinazolin-3-
one (Ex. 5)
(): X1=7Br; X2=H;

3 O

10 2.0g (0.006 mol) of 1-(pyrrolidin-1-yl)-7-brom0-4H-[1,2,4]triazolo[4,3-a]quinazolin-S-one
dissolved in 125 ml of dimethyl sulphoxide (DMSO) are placed in a reactor protected from
moisture, equipped with a stirring system, followed by addition of 1.0g (0.018 mol) of
finely ground potassium hydroxide. The mixture is stirred at room temperature for
1 h 30 min, unti! a slightly cloudy solution is obtained. 0.82 g (0.005 mol) of 3-picolyl

15 chloride hydrochloride is then added in a single portion, after which stirring is continued at
room temperature for 4 hours.

The mixture obtained is poured into ice-cold water and the resulting suspension is
extracted three times with ethyl acetate. The combined organic extracts are washed with
saturated NaCl solution and dried over Na;SQ4 and then concentrated under vacuum. 20g

20 of a crude mixture of the 2 regioisomers are obtained, which are separated by
chromatography on a column of silica, eluting with a 98 CH,Cl/2 CH;OH/0.4 NH,OH
mixture.

The following are obtained, in the order of elution :
1) 1.2 g of the major product, which is recrystallized from methanol to give, after drying

25 under vacuumn, 1.1 g of the compound of Example 4
Yield=57%

m.p. (Tottoli) = 206-207°C

TLC (97 CH,Cl, / 3 CH;OH /0.3 NH,OH) : Rf=0.30

'H NMR & (ppm) CDCl; : 1.95 — 2.1 (m, 4H) ; 3.35 - 3.45 (m, 4H) ; 5.45 (s, 2H); 7.2 -
30 7.3(dd, 1H);7.85(d, 1H); 8.0(d, 1H); 8.2 (d, 1H); 8.45 — 8.55 (m, 2H) ; 8.9 (s, 1H).

2) 0.25 g of the minor product, which is recrystallized from methanol to give, after drying
under vacuum, 0.17 g of the compound of Example 5.
Yield = 12%



00 11144A 9A 16163A 6160- 162A 35157A 20166A 25104- 110A 48150A 2213828 OCT 2003

49165- 168A 698- 100A 22138A 26138A 2 80CT2003 - 69 ConpoundXl RNR4ARSYi el d m p.
(© Method No. % 197-d 3, 4- C12C6H3CH2(] 19 - A N 207-C 3, 4-41 172 A CH30
2C6H3CH2N 217-C (2-pyridyl ) CH2N16 152 A 227-C1(3-pyridyl)CH2n29 155 A
237-C (4-pyridyl )CH2N 64 137 A (j 247-Cl C6HSCH2CH2NS 105 A 257-C 4-12 136 A
CH30 C6H4 CH2 2N 267-C C6H5(CH2) 3N17 - A 277-C C6H5C(=0) CH2N26. 5 105-107 A

m.p. (Tottoli) = 261-262°C

TLC (97 CH;Cl, / 3 CH;OH /0.3 NH,OH) : Rf = 0.20

'H NMR & (ppm) CDCl; : 1.9 - 2.05 (m, 4H) ; 3.2 — 3.4 (m, 4H); 5.25 (5, 2H) ; 7.1 - 7.2
(m, 1H) ; 7.7 (, 1H) ; 7.8 (d, 1H) ; 7.9 (d, 1H) ; 8.45 — 8.60 (m, 2H) ; 8.65 (s, 1H).

5
The compounds (I) of Examples 6 to 108 and the compounds (If) of Examples 109 to 162,
in which X, = Hj, are prepared according to the process of Example 1 :
Compounds (I) : Table 1
_ Compounds (I} : Table 2
0 TABLE 1
Compound | X1 R NR4RS Yield | m.p. (°C) | Method
No. | (%)
6 H (E) O 1t 144 A
C6H5CH=CHCH? N
7 7-Cl CH2=CHCH2 O 9 - A
N
8 7-C1 | 4-CH3C6H4CH2 O 16 163 A
. N
9 7-Cl 2-CIC6H4CH2 O 6 160-162 A
N
10 7-Cl 3-CIC6H4CH2 Q 35 157 A
N
11 7-Cl 4-CIC6H4CH2 O 20 166 A
. N
12 7-Cl 4-BrC6HACH2 O 25 104-110 A
N
13 7-Cl 4-FC6HACH2 Q 48 150 A
N
14 7-Cl- | 4-CF3C6H4CH2 O 22 138 A
l N
15 7-C1 | 4-CNC6H4CH2 O 49 165-168 A
N
16 7-Cl | 2-(CH30)C6H4CH2 O 6 98-100 A
N
17 7.C1 | 3-(CH30)C6H4CH2 O 22 138 A
N
18 7-C1 | 4-(CH30)C6H4CH?2 O 26 138 A
N




287-Cl 4-30 191 A CH30 C6H4C =ON 297- Cl 4- Cl CBHAC(=0) CH2D 36.190 A N 2 8 0CT 2003
307- Cl 4- (CH30) - 3- 18 140 A (COOCH3)-N 317-d (3-pyridyl)-CH2N39 176 C

327- Br4- Cl C6HACH28 179 A 337- Br 4- FC6HACH2N21 158 A 347- Br 4- CNCBHACH2N21 190
A 357-Br3,4-N 23.5 185 A D CH30 2C6H3CH2_N 367- Br (3- pyri dyl ) - CH2N4 180 C

-70 2 8 0 C T 7003 ConpoundX1RNR4AR5Yi el dM P. (C) Met hod No. 377- Br (E)64155B
C6H5CH=CHCH2N 387-Br (E) 4- O - n25176B C6H4CH=CHCH2N 397- Br (E) 4- 030129B CH30

CoHACH=CN407-BI(E]. (3F 121858 d 1 CH= 17- By, 4-3 E@f
nvr i dviDEpmpoepg N 431- Bf 4- CH3 CH2NDS 3%@‘@‘33' . 5(‘%1%%1 :Bk&%lg-éﬁl thed
447- Bri4- FGREMCHANA2 166/ (%)
19 7-Cl | 3,4-CI2C6H3CH2 O 19 - A
' ™
20 7-Cl 3.4- O 41 172 A
(CH30)2C6H3CH2 N
21 7-Cl (2-pyridyl)CH2 O 16 152 A
N
22 7-Cl (3-pyridyl)CH2 O 29 155 A
N
23 7-Cl (4-pyridyl)CH2 O 64 137 A
N
24 7-Cl C6H5CH2CH2 O 5 105 A
N
25 7-Cl 4- O 12 136 A
(CH3Q)C6H4(CH2)2| ™
26 7-Cl C6H5(CH2)3 O 17 - A
o ) .
27 7-C1 | C6HSC(=0)CH2 O 265 | 105-107 A
N
28 7-Cl 4- O 30 191 A
(CH30)C6H4C(=0) N
29 7-C1 | 4-CIC6HAC(=0)CH2 O 36 190 A
N
30 7-Cl 4-(CH30)-3- O 18 140 A
(COOCH3)- N
31 7-Cl (3-pyridy!)-CH2 O 39 176 C
N
32 7-Br 4-CIC6H4ACH?2 O 8 179 A
‘ N
33 7-Br 4-FC6H4CH2 O 21 158 A
N
34 7-Br 4-CNC6H4CH?2 O 21 190 A
N
35 7-Br 3 4- O 23.5 185 A
(CH30)2C6H3CH2 N
36 7-Br | (3-pyridyl)-CH2 O 4 180 C
N




457- Br 3- CNCGHACH2N52206B 467- Br 4- CNOBHACH2N19116A 477- Br 4- Sever
CBHACHN 487- Br 4- NORC6HACH2N52200B . 497, Br 4- ( CH3O) CBHACH2N :E,)giéggAN 2003
507- Br 4- 211958 OCOCH3 CBHACHN 517- Br 4' GHCBHACH2NDL3288B 527- Br 3, 4- 15151A
CH30 2C6H3CH2N 537- Br 3, 4- 21194A OCH20 CBH3CHZN 547- Br 3, 5- 31- A CH30
206H3CH2N 2 O OCT 2003 -71 Conpound XI RNR4RSYi el d m p. (C) Met hod No. (%)
557-Br3,4,5- ° J 35141- 143A CH30 3CBH2CH2N 567- Br4- N17260B CH2000H CBHAC

577-Br —I55A .
ompound X1 R NR4RS5 Yield | m.p. (°C) | Method
No. (%)

37 7-Br (E) O 64 155 B
C6H5CH=CHCH? N

38 7-Br (E) 4-Cl- O 25 176 B
C6HACH=CHCH?2 N

39 7-Br (E) 4- O 30 129 B
(CH30)C6H4CH=C N

40 7-Br (E) (3- O 12 185 B
pyridyD)CH=CHCH? N

41 7-Br (E) (- O 39 216 B
pyridy)CH=CHCH?2 N

42 7-Br | 4-CH3C6HACH2 O 53 215 B
N

43 7-Br 4-CIC6H4CH2 O 12 105 A
. N

44 7-Br 4-FC6H4CH?2 Q 42 166 A
N

45 7Br | 3-CNC6H4CH2 Q 52 206 B
N

46 7-Br 4-CNC6H4CH?2 O 19 116 A
N

47 7-Br 4- O 54 205 A
(COOCH3)YC6H4CH N

48 7-Br | 4-NO2C6H4CH2 O 52 200 B
N

49 7-Br | 4-(CH30)C6H4CH2 O 39 169 B
N

50 7-Br 4- O 21 195 B
(OCOCH3)C6H4CH N

51 7-Br 4-OHC6H4CH2 O 13 288 B
N

52 7-Br 3,4- O 15 151 A
(CH30)2C6H3CH2 N

53 7-Br 3.4- O 21 194 A
(OCH20)C6HICH?2 N

54 7-Br 3,5- Q 31 - A
(CH30)2C6H3CH2 N




C6H5CH=CHCH2N 587- Br (Z) N24110B C6H5CH=CHCH2 597- Br (E) (4- CLC6H4) - VDRSS 2883
CH=CHCH2 607- Br (E) (4- ND32171B CH30 C6HACH=CH 617-Br (E) (3-pyridyl)-

N10102B CH=CHCH2 627-Br(E) (4-pyridyl)- N38167B CH=CHCH2 637- Br ~N4290( dec) B
647- Br / RNN60221B 657- Br N32155B 667- Br n- but yl N39135B 677- Br CH2CF3N14202B

687- Br CH2CH2 OHND25240B 697- Br CH2CH2N( C2H5) 2( D 50215 C NHO  707-Brn 36204B N

717- Br CH2CH2OC6HS5ND25171B 727- Br CHRCH? SCEHL™ o

N?Q122B -72 2 8 QO C T2093

63 7-Br \I:’B

Compound X1 R NR4R5 Yield | m.p. (°C) |Method
No. (%)
55 7-Br 3,4,5- 35 141-143 A
(CH30)3C6H2CH2
56 7-Br 4- 17 260 B
(CH2COOH)YC6HA4C
57 7-Br (E) 57 152-155 A
C6HSCH=CHCH?2
58 7-Br (Z) 24 110 B
C6HSCH=CHCH?2
59 7-Br (E) (4-CIC6H4)- 45 187 B
CH=CHCH?2
60 7-Br (E) (4- 32 171 B
CH3IOQ\C6H4CH=CH
61 7-Br (E) (3-pynidyl)- 10 102 B
_.CH=CHCH2
62 - 7-Br (E) (4-pyridyl)- 38 167 B
CH=CH(SH2

4 290(dec) B

64 7-Br \j:; 60 221 B
i N

65 7-Br \/Q 32 155 B
66 7-Br n-butyl 39 135 B
67 7-Br CH2CF3 14 202 B
68 7-Br CH2CH20H 25 240 B
69 7-Br | CH2CH2N(C2H5)2 50 215

(HCD C
70 7-Br Z 36 204 B
71 7.-Br | CH2CH20C6HS 25 171 B
72 7.Br | CH2CH2SC6HS 20 122 B




ConpoundX1RNRAR5Yi el dm p. (C) Met hod No. % 737- Br CH( C6115) COOOH3ND1418 E )
747- Br 4- CNCBHACH2N 72200B ' D 757-Br 3,42 0671788 CH30 2C6H3CH2N 767- Br? (64 2003
CBH5CH=CHCH2NI  777-Br (E) (3-cy48177B d 1 CH=CHCH?

787- Br 4- CH3CBHACH2NH56223B ~ CH3 797- Br 4- CNCBHACH2?H356207B N,

807- Br 4- OHOBHACH2NH315284B . CH3 817- Br 4- NH335197B COOCH3 CBHACH, CH3

827-Br4- H38246B_CH?Q00H C6HAC, _CH3 837-Br4- CH3<12308B ( ?CN) CAHACHP N CH3
847- Br( goifloudd! | - RI2CH3281420r N' CH3 85 7NR4RE) N"'B’@i%icf_l BHQ?Fﬁng gHs
867- Br{( 2) (18281§7B" CBHECHECHCHRN, CHB §77-Br (E) |(4- pyri giyl’) -NHS81158
CH=CHOH2 A& 887 Br o~ H3<1234B (%
7 7-Br | CH(C6HS5)COOCH3 (j 14 184 B
N
74 7-Br | 4-CNC6H4CH2 O 72 200 B
N
75 7-Br 3,4- O 67 178 B
(CH302C6H3CH? | N
76 7-Br (E) O 8 - A
C6HSCH=CHCH2 N
77 7-Br (E) (3- (\j 48 177 B
pyridylCH=CHCH2 | "
78 7-Br | 4-CH3C6H4cH2 | ™ 56 23 | B
“CH,
79 7-Br | 4-CNC6H4CH2 ﬁ”a 56 207 B
“CH,
80 7-Br | 4-OHC6HA4CH2 E”= 15 284 B
“CH,
81 7-Br 4- ﬁj”a 35 197 B
(COOCH3)C6HACH “CH,§
82 7-Br 4- E”a 8 246 B
(CH2COOH)C6HAC “CH,
83 7-Br 4- fﬁ“= <l 230 B
(CH2CNYC6HACH? “CH,
84 7-Br | (3-pyridyl)-CH2 i 28 142 B
“CH,
85 7-Br (E) E”= 63 171 B
C6HSCH=CHCH2 “CH,
86 7-Br @) N 28 167 | B
C6HSCH=CHCH2 “CH,
87 7-Br | (E) (4-pyridyl)- E”S 48 115 B
CH=C}£H2 C;CHa
7-Br [3 <1 234 B
88 \// N\CH3
89 7-Br | C6HS5C=CCH2 E“s 15 159 B
“CH,
90 7-Br | CH(C6H5)COOCH3 E”S 18 243 B
“CH,




N OH3 897- Br GBH5C=CCH2CH315159B N' CH3 907- Br CH( 06H5) COOCHBG  H3182438) 0¥ 133
-73 2 8 OCT 2003 ConpoundX1RNR4R5Yi el.dm.p. (C) Met hod No.

917- CH3( 3- pyri dyl ) - CH2N64175C 927- CH3(E) ( 16195A D C6H5CH=CHCH2M

937- CH34- CNCBHACH2N 84166B N~ 947- CH33, 4- 52184B CH30 2C6H3CH2N

957- CH34- 44230B COOCH3 CBHACHN 967- CH34- 21262B CH2CO0H CBHACN

977- CH3(3-pyridy])-CHPN10139C 987- CHR(F) 17173A CAHSCH=CHCHPN 997- CH34- s10- B
N ) CHQadur@HCx1 1007- CH3RE) (3-sPIRRARSNI [ Yield | m.p. (°C) | Method
No. (%)
91 7-CH3 |  (3-pyridyl)-CH2 O 64 175 C
. N
92 7-CH3 (E) O 16 195 A
C6H5CH=CHCH2 N
93 7-CH3 | 4-CNC6H4CH2 Q 84 166 B
N
94 7-CH3 3,4- O 52 184 B
(CH30Y2C6H3CH2 | N
95 7-CH3 4- O 44 230 B
(COOCH3)C6H4CH | N
96 7-CH3 4- O 21 262 B
(CH2COOH)C6H4C | N
97 7-CH3 | (3-pyridyl)-CH2 O 10 139 C
N
98 | 7-CH3 (E) O 17 173 A
C6H5CH=CHCH2 N .
99 7-CH3 4- (s 10 - B
(CH2COOH)C6HAC N
100 7-CH3 (E) (3- (s 51 230 B
pyridy)CH=CHCH2 | "
101 7-CH3 | 4-CNC6H4CH2 E”ﬂ 73 201 B
“CH,
102 7-CH3 4- E”‘-' 3 . B
(CH2COOHC6HAC “CH,
103 7-CH3 (E) o 50 17t B
C6HSCH=CHCH?2 “CHy
104 7-CH3 (E) 3- 3 53 | 1ss B
pyridyNCH=CHCH? “CH,
105 7-CH3 |  (E) (4-pyridyl)- " 66 119 B
CH=CHCH?2 “CH,
106 8-CH3 (E) O 52 . A
C6H5CH=CHCH?2 N
107 7-CN | 4-CNC6H4CH2 E“a 43 147-149 B
“CH, '
108 7-OH (E) O 3 295(dec) A
C6HSCH=CHCH? N




j id 1 CH=CHOM2-1 1017- OH34- CNCBHACHRCOH373201B N, OH3 1027- OH34- H33- B g ey 00y
( CH2COOH) CBHACN, CH3 1037- CH3( E) CH350174B C8H5CH=CHCH2N, CH3 1047- CH3( E%-“ﬂ
Hy53155B d 1 CH=CHCH2N, CH3 1057- CH3(E) (4- pyridyl)-1 H366119B CH=CHCH2N, CH3
1068- CH3( E) 52- A C6H5CH=CHCH2N 1077- CN4- CNCBHACH2CH343147- 149B N, CH3
1087- OH( E) 3295(dec) A C6HSCH=CHCH2N -74 2 8 0 C T 2003 - Conmpound 6: 'H NMR
S(ppm : 1.7 - 1.85 (m 8H ; 3.3 - 3.4 (m 4H) ; 4.95 (d, 2H ; 6.4 - 6.5
(dt, 1H ; 6.7 - 6.75 (d, 1H ; 7.25 (t, 1H; 7.3 (t, 2H ; 7.45 (d, 2H) ;
7.6 (t, 1H ; 7.95 (t, 1H); 5 8.25 (d, 1H ; 8.4 (d, 1H Solvent : DVSO -
Corrpound‘ﬂ‘ﬂ_ENE_S(ppn') : 1.5 -- 1.9 (m 8H ; 3.3 (m 4H ; 4.8 (d, 2H
5.2 (d'H NNIRS (pmh)(d.7 1H.85 (m18HP; 93 L 9M Gi)4H) - £55 (&, 2Hﬂ)648~@5 @, 1H;

I S M Vﬁé"%@ LIy ﬁé&?%ﬁ‘?%iﬁw?uy %ﬁaﬁ”%% 7957 3Ky or)
L 7.7 (829K, 163 ; 8% (ﬁmH)ZH)
Solvent : DMSO

- Compound 7 :

'H NMR & (ppm) : 1.5~ 1.9 (m, 8H) ; 3.3 (m, 4H) ; 4.8 (d, 2H) ; 5.2 (d, 1H); 5.4 (d, IH);
10  5.95(m, 1H); 7.65(d, 1H) ; 8.25 (s, 1H) ; 8.3 (d, 1H)

Solvent : CDCl;

- Compound 8§ :

'"H NMR 5 (ppm): 1.7 — 2.0 (m, 8H) ; 2.3 (5, 3H) ; 3.35 (m, 4H) ; 5.4 (s, 2H) ; 7.1 (d, 2H) ;
15 7.6(d,2H); 7.7 (4, 1H) ; 8.35 (m, 2H)

Solvent: CDCl; - : S

-Compound 9 : _

'H NMR & (ppm) : 1.75 — 1.95 (m, 8H) ; 3.4 (m, 4H); 5.6 (s, 2H) ; 7.05 — 7.25 (m, 3H) ;
20 74, 1H);7.75(d, 1H); 8.35 (s, 1H) ; 8.45 (d, 1H)

Solvent : CDCl;

- Compound 10 :

'HNMR 5 (ppm) : 1.6 — 2.0 (m, 8H); 3.35 (m, 4H); 5.4 (s, 2H) ; 7.2 (m, 2H) ; 7.55 (5,
25 1H); 7.65(s,1H); 7.7 (d, 1H); 8.35 (m, 2H)

Solvent : CDCl;

- Compound 11 : :

IHNMRB(ppm) 1.65 -~ 1.9 (m, SH) 3.3 (m, 4H); 5.35 (s, 2H) ; 7.2 (d, 2H) ; 7.55 (d,
30 2H); 7.65(d, 1H); 8.25 (m, 2H)

Solvent : CDCl;

- Compound 12 :

"HNMR & (ppm) : 1.7 - 2 (m, 8H) ; 3.4 (m, 4H) ; 5.4 (5, 2H) ; 7.4 (d, 2H) ; 7.55 (d, 2H) ;
35 7.7(d, 1H); 8.3 (s, IH); 8.35(d, 1H)

Solvent : CDCl;




Sol vent : CDC13 - Conpound 9: "HNWR S (ppm : 1.75 - 1.95 (m 8
(m 4H ; 5.6 (s, 2H ; 7.05 - 7.25 («m5-3H) ; 20 7.4 (d, 1H§ ; 7!_1)752?3},[%2003 .
1H); .835 (s, 1H); 8.45 (d, 1H) Solvent : CDCl3 - Conpound 10 "H NMR 6 (ppm
1.6 - 2.0(m 8H ; 3.35(m 4H) ; 5.4 (s, 2H) ; 7.2 (m 2H ; 7.55 (s,

256 1H); 7.65 (s, 11-1); 7.7 (d, 1H); 8.35 (m 2H) Solvent : CDC13 -

Compound 11 : "HNWMR 6 (ppm : 1.65 - 1.9 (m 8H) ; 3.3 (m 4H) ; 5.35 (s,

2H) ; 7..2Céspouwdl 13:7.55 (d, 30 2H) ; 7.65 (d, 1H) ; 8.25 (m 2H) SoI vent

CDClB d 12 ..H S -
(s, H M?&B ’?i{)"”? lgnggem %%%4(%5419 ?zatésnbﬁliom’ ("g@ "y m’8’35
(1d,51H) B 2838 (m, zmmg 47(5 2 8H)OCT 2003 - Conmpound 13: ' H NMWR s (ppm) : .
. 4H); 5.4 (s, 2H) ; 7.0 2H) ; 7.7
35 °%¢é’l4)nb9%ﬁ%/e " b3 5 10 15 ESOOnr;?)und 14:('mH NWR (E)gném: H)l_s?l)
,  1H);

7
;8.
- 1§S(m 8H ; 3.4 (m 4H) ; 5.5 (s, 2H) ; 7.55 (d, 2H) ; 7.7
I.ggd,ZI—D,mﬁ 4%2.(m 2H) Sol vent X CDC13 - Corrpound 15 "HNWR 6 (ppm :
(m 3;_|)2'ng§§8(;>3@51(7”1- lgﬁ)l_?m 8H) 34%m 4H) 55 (s, gH) 755 (d 2H),77 _,7'85
1H); 7.8 (d, 2H) ; 8.3 — 8.45 (m, 2H)

Solvent : CDCl3
10

- Compound 15 :
'H NMR & (ppm) : 1.65 — 2 (m, 8H) ; 3.4 (m, 4H) ; 545 (s, 2H); 7.55 (d, 2H) ; 7.7 - 7.85
{m, 3H) ; 8.25 — 8.45 (m, 2H)
Solvent : CDCl;
15

~ “Compound 16+
'H NMR 8 (ppm) : 1.75 — 1.95 (m, 8H) ; 3.4 (m, 4H); 3.9 (s, 3H); 5.5 (s, 2H)}; 6.8 (t,
1H);6.9(d, 1H); 7.1 (d, tH); 7.2 (t, 1H) ; 8.35 (s, 1H) ; 8.4 (d, 1H)
Solvent : CDCl,

20

- Compound 17 :
"H NMR § (ppm) : 1.75 — 1.95 (m, 8H); 3.4 (m, 4H); 3.8 (s, 3H); 5.5 (s, 2H) ; 6.8 (m,
1H); 7.25 (m, 3H); 7.75 (d, 1H} ; 8.4 (m, 2H)
Solvent : CDCl;

25

- Compound 18 :
'"HNMR § (ppm) : 1.75 — 1.95 (m, 8H); 3.4 {m, 4H); 3.75 (s, 3H) ; 5.4 (s, 2H) ; 6.85 (d,

2H) ; 7.7 (m, 3H) ; 8.35 {m, 2H)
Solvent : CDCl;

- Compound 19 :

'H NMR & (ppm) : 1.7— 2.0 (m, 8H) ; 3.35 (m, 4H) ; 5.4 (5, 2H) ; 7.3 (d, 1H) ; 7.5 (d, 1H) ;
7.75 (m, 2H) ; 8.3 (s, 1H) ; 8.35 (d, 1H)

Solvent : CDCl;

35

- Compound 20 :
'H NMR & (ppm) : 1.75 — 1.95 (m, 8H); 3.4 (m, 4H); 3.85 (s, 3H) ; 3.90 (s, 3H) ; 5.4 (5,
2H) ; 6.75 (d, 1H) ; 7.35 (m,2H) ; 7.7 (d, 1H) ; 8.35 (m, 2H)




Sol vent : CDClI 3 Conpound 16: 'HNIVR&(ppn) :1.75 - 1.95 (m 8H ; E
(m 4H ; 3.9 (s, 3H ; 5.5 (s, 2H ;88 (1, IH ; 6.9 (d, 1H ; & Uéb,?lm
1H ; 7.2 (t, 1H ; 8.35 (s, 1H ; Z(d 1H) Sol vent : CDC1l3 20 25 30 35
- Conmpound 17 "H NVMR 6 (ppm : 1.75- 1.95 (m 8H) ; 3.4 (m 414); 3.8 (s,
3H ; 5.5 (s, 2H ; 6.8 (m | H ; 7.25 (m 3 H ; 7.75 (d, 1 H ; 8.4 (m
2H) Sol vent : CDC13 - Corrpound 18 "HNVMR S (ppm) : 1.75 - 1.95 (m 8H) ;
3.4 (m : 5.4 (s, 2H) ; 6.85 (d, 2H) ; 7.7 (m 3H ;

8. 35 (mé"%‘“s@ﬂ)ﬁh : 00013 - Compound 19: 'H NVRS(ppm): 1.7- 2.0 (m 8H);
3.35 (m 4H); 5.4 (s, 2H); 7.3 (d, 1H);7.5(d, 1H); 7.75 (m 2H) ; 8.3 (s,

1H) ; 8. > Sol vent CDC13 - Corrpound 20 : "H NWR 6 (pprr) X 1 75 - -
1.95 (m ; !_é 0 (s I—% S
6. 75(d, mﬁm(@p@&mlﬁw (i) éa‘t(mzﬂyl) 56 (Softfin 15@5;1&1 S9edih03 -

Co d 9 44 , 5.6 (s,
rrpgun lfé)]-?Gti'n%\ﬁ 87&5)@1*11{) éﬁ’(s 119 Maa\zlﬁw“s%n L (d 1 8 ;(3'35
(s S@V@t(ED J!3H) : 8 45 (m 1H) Sol vent : CDCL13 - Conpound 22 'H NMR S

(pprr): 1.6 - 1.95 (m 8H) ; 3.35 (m 4H ; 5.4 (s, 2H) ; 7.2 (m 1H,; 7.7
d. - Compound 22 :
"HNMR 8 (ppm) : 1.6 — 1.95 (m, 8H); 3.35 (m, 4H); 5.4 (s, 2H) ; 7.2 (m, 1H); 7.7 (d,
10 1H); 8.0 (m, IH); 8.3 (m, 2H) ; 8.5 (m, 1H); 8.9 (s, 1H)
Solvent : CDCl;

- Compound 23 :

'HNMR & (ppm): 1.6 — 1.9 (m, 8H); 3.3 (m, 4H); 5.35 (s, 2H); 7.4 (d, 2H); 7.65 (d,
15 1H);8.25(s, 1H); 8.3 (d, IH); 8.45 (d, 2H)

Solvent : CDCl;

- Compound 24 :
'H NMR § (ppm) : 1.7 -2.1 (m, 8H) ; 3.15 (t, 2H) ; 3.4 (m, 4H) ; 4.5 (1, 2H) ; 7.2-7.45 (m,

20 SH);7.7(d, 1H); 8.35 (s, 1H); 8.35 (s, 1H) ; 8.4 (d, 1H)
Solvent : CDCl3

- Compound 25 :
'H NMR & (ppm): 1.7 — 1.95 (m, 8H}; 3.05 (t, 2H) ; 3.4 (m, 4H) ; 3.8 (s, 3H) ; 4.45 (4,

25 2H);6.85(d,2H);7.25(d, 2H); 7.7 (d, 1H) ; 8.3 (s, 1H) ; 8.4 (d, 1H)
Solvent : CDCl3

- Compound 26 :
'H NMR & (ppm) : 1.7 - 20(m 8H); 2.2 (qn, 2H) ; 2.75 (t, 2H) ; 3.35 (m; 4H) 4.35 (1,

30 2H);7.0-7.2(m,5H); 7.7(d, 1H); 8.3 (s, 1H) ; 8.35(d, 1 H)
Solvent : CDCls

- Compound 27 :
35 'HNMR § (ppm) : 1.65-1.85(m,8H) ; 3.35(m,4H) ; 5.7(s,2H) ; 7.6(1,2H) ; 7.75(t,1H) ;

8.05(d,1H); 8.15(m,3H) ; 8.4(d,1 H)
Solvent : DMSO




10 1H); 8.0 (m 1H) ; 8.3 (m 2H) ; 85 (m 1H); 8.9 (s, | -H) S°|V3tadgrmm
CDC13 - Conpound 23: "HNWR 8 (ppm -4z6 - 1.9 (m 8H) ; 3.3 (m 42!) ,
5.35 (s, 2H) ; 7.4 (d, 2H) ; 7.65 (d, 15 1H); 8.25 (s, 1H ; 8.3 (d, 1H
8.45 (d, 2H) Solvent : CDC13 - Conmpound 24: "H NVR 8 (ppm : 1.7 - 2.1 (m
8H) ; 3.15 (t, 2H) ; 3.4 (m 4H) ; 4.5 (t, 2H) ; 7.2-7.45 (m 20 5H) ; 7.7
(d, 1H); 8.35 (s, 1H); 8.35 (s, 1H); 8.4 (d, 1H) Solvent : CDC13 - Conpound
25: 'H NMRompopp@)28: 1.7 - 1.95 (n1 8H) ; 3.05 (t, 2H) ; 3.4 (m 4H) ; 3.8

55 (o PPN lony ™ 737 9% m s bl s o [t 5 g AR S0 bty

1.7 - 2. mﬂimswlﬂ) 22.05 (dyBH) 2885 (s, 2H758(46(d2]—h1) 3.35 (m 4H) : 4.35 (t, |
30 2H) '51 §:7Dé (m 5H ; 7.7 (d, 1 H ; s, 1H ; 8.35 (d, 1 H)
Sol vent  SORER£DCl ound 27: 35 HNWR S (pprr) . 1.65-1.85(m 8H) ;
3.35(M 4H) : 5.7(s,2H) : 7.6(t,2H) : 7.75(t,1H 8.05(d,1H) : 8.15(m 3H) :
8 4(d, |I_ L%an. . : DIVISO 77 2 80 C T 2003 - Corrpound 28 "HNWR S (ppm
1 75 ; g 'i? ; s, 2H ; 7.0 (d,
7. BINMR B Gﬂpm,) gv&w (aeBH) ; gdeen,(@{) ,15 wxs,,zre 47545(@1 2H) k78561, vent

o3 ¢ i19) 198w ; 8 BOoHNA 829(d, 1H)

Solvent : CDCl;

10
- Compound 30 :
'H NMR 3 (ppm) : 1.75—1.95 (m, 8H) ; 3.4 (m, 4H) ; 3.9 (s, 3H) ; 4 (s, 3H); 5.7 (s, 2H) ;
7.1(d, 1H) ;7.8 (d, 1H); 8.2 (d, 1 H); 8.35 (s, 1H); 8.45 (s, 1H) ; 8.5 (5, 1H)
Solvent : CDCl;

15

- Compound 31 :

'HNMR 8 (ppm) : 2.0 — 2.1 (m, 4H) ; 3.35 — 3.45 (m, 4H) ; 5.45 (s, 2H); 7.2 - 7.3 (dd,
1H) ; 7.75 (d, 1H) ; 8.05 (d, 1H) ; 8.25(d, 1H) ; 8.35 (s, 1 H); 8.55 (d, 1H) ; 89 (s, 1H)
Solvent : CDCl;

20

- Compound 32 :

'H NMR 5 (ppm) : 1.7 — 1.95 (m, 8H) ; 3.4 (m, 4H) ; 5.45 (s, 2H) ; 7.25 (d, 2H); 7.75 (d,
2H); 7.9 (d, 1H); 8.25 (d, 1H) ; 8.45 (s, 1H)
‘Solvent : CDCl

25
- Compound 33 :
'H NMR § (ppm): 1.7 - 2.0 (m, 8H); 3.3 ~3.45 (m, 4H) ; 5.4 (5, 2H) ; 6.9 - 7.0 (m, 2H) ; -
7.65-7.75(m, 2H) ;7.9 (d, 1H); 8.3 (d, IH); 8.5 (s, L|H)
Solvent : CDCl;

30
- Compound 34 :
'HNMR & (ppm): 1.8 — 2 (m, 8H}; 3.35 — 3.5 (m, 4H) ; 5.5 (s, 2H); 7.6 (dd, 2H) ; 7.8
(dd,2H} ; 7.9 (mn, 1H) ; 8.3 (dd, 1H) ; 8.5 (d, 1H}
Solvent : CHCl;

142

in

- Compound 35 :
'H NMR § (ppm): 1.7 -2 {(m, 8H); 3.3 - 3.45 (m, 4H) ; 3.8 (s, 3H) ; 3.85 (5, 3H); 5.4 (s,
2H) ;6.8 (d, I1H); 7.25~-7.35(m, 2H) ;7.8 (d, 1H) ; 8.3 (d, I1H); 8.5 (s, 1H)




m : 1.75- 1.95 (m 8H ; 3.4 (m 4H ; 5.7 (s, - 2@%@%3
d 1H) ; 8 (d, 2H) ; 8.3 4. 1H; 8.4 (d, I H) SoI vent

30 "HNWR S (ppm) : 1.75 -- 1.95 (m 8H) ; 3.4 (m 4H ; 3.9

(s, 3H ; 5.7 (s, 2H ; 7.1 (d, 1 H ; 7.8 (d, 1H); 8.2 (d) 1
s, 1H); 8.45 (s, 1 H ; 8.5 (s, 1H Solvent : CDCl3 - Conpound
NVR S (ppm) : 2.0 - 2.1 (m 4H ; 335-3.45(m 4H) ; 5.45 (s, 2H)
; 7. 2 (. 1H) 7.75 (d, 1H; 8.05 (d, 1H ; 8.25 (d, IH ; 8.35 (s,

| H) gt gfb‘i'H) 8.0 (s, 1H Solvent : CDCL3 - Conpound 32 'H NWR 5
(ppn') 1.7- 195(m 8H) ;3.4 (m 4H) ; 5.45 (s, 2H) ; 7.25 (d, 2H) ;
7.75 (d, und 362 (d, 1H); 8.25 (d, 1H); 8.45 (s, 1H Sol vent : CDC13 25

S i R s

5.4

8.5 4s $od 83&@6138 QHi sc%slevRS(ppm):ls-z(m 8H)
3%511;?8?%? )’@qm;;md ((dd,)H); 8 (dd,214) : 7.9 (m

1 H §°1§e‘(‘d ‘ihH) . 8.5 (d, 1 H SO| vent : CHC13 - Conpound 35 : 'H NMR

S(ppn) ; 1 7-2(m 8H ; 3.3 - 3.45(m 4H ; 3.8 (s, 3H ; 3.85 (s, 3H

;54(5C §8(d 1H);725-735(m2H);78(d 1H);8.3

(d, 1 0 -78 Solvent: CDCl3 2 8 C T 2003 - Conpound 36:

FQHNMRS(ppm) 1.7 -1.95 (m, 8H); 34(m 4H) ; 5.05 (4, 2H) ; 6.45 (dt 1H); 6.9 (d
10 1H);7.15-7.3 (m, 3H); 7.35 (d, 2H) ; 7.9 (d, 1H) ; 8.3 (d, 1H) ; 8.5 (s, 1H)
Solvent : CDClj;

- Compound 38 :

'H NMR & (ppm) : 1.7~ 2 (m, 8H) ; 3.3 — 3.5 (m, 4H) ; 5.05 (d, 2H) ; 6.35 - 6.45 (m, 1H) ;
15 6.75-6.85(d, 1H); 7.2 ~7.35 (m, 4H) ; 7.85 (m, 1H) ; 8.3 (m, 1H) ; 8.5 (s, 1H)

Solvent : CDClL;

- Compound 39 : :

'H NMR & (ppm) : 1.7 — 1.95 (m, 8H) ; 3.3 — 3.45 (m, 4H) ; 3.75 (s, 3H) ; 5.05 (m, ZH);
20 6.25-6.35(m, 1H) ;6.8 (m, 3H); 7.3 (m, 2H) ; 7.85 (m, 1H) ; 8.3 (m, 1H) ; 8.5 (s, 1H)

Solvent : CDCl;

- Compound 40 :
'"H NMR & (ppm) : 1.7 -2 (m, 8H); 3.3 -3.5 (m, 4H) ; 5.05 (d, 2H) ; 6.45 — 6.55 (m, 1H) ;

25  6.85(d, 1H); 7.2 (m, 1H); 7.65 (m, 1H); 7.9 (m, 1H); 8.35 (d, 1H) ; 8.45 (m, IH); 8.5
{d, 1H) ; 8.6 (d, 1H)
Solvent : CDCl;

- Compound 41 :
30 'HNMR 5 (ppm): 1.7 -2 (m, 8H) ; 3.3 - 3.5 (m, 4H) ; 5.05 (d, 2H) ; 6.55 - 6.7 (m, 1H) ;

6.8 (d, 1H); 7.2 (d, 2H) ; 7.9 (m, 1H); 8.3 (d, 1H) ; 8.5 (m, 3H)
Solvent : CDCl3

- Compound 42 :
35 'HNMR 3 (ppm): 2 - 2.1 (m, 4H) ; 2.3 (s, 3H) ; 3.3 — 3.45 (m, 4H); 5.4 (s, 2H); 7.1 (d,

2H); 7.6 (d, 2H) ; 7.8 (d, I1H) ; 8.1 (d, 1H) ; 8.5 (s, 1H)




"HNWVR S (ppm : 1.8 -- 1.95 (m 8H) ; 3.4 (m 4H) ; 5.45 (s, 2H) ; 7.25

(m 1H);

Sol vent

4H) ; 5.
7.35 (d,

7.9 (d, 5 1H);8.1 (d, 1H);8.35 (d, 1H);8.5(m2H); 8.95 (s,2 QBT 2003
: CDC13 - Compound 37 "H NVR S (ppm : 1.7 - 1.95 (m 8H) ; 3.4 (m
05 (d, 2H) ; 6.45 (dt, 1H); 6.9 (d, 10 1H ; 7.15 - 73 (m 3H) ;
2H) ; 7.9 (d, 1H ; 8.3 (d, 1H ; 8.5 (s, 1H Solvent : CDQ3 -

Compound 38: "HNWVR 8 (ppm) : 1.7 -- 2 (m 8H) ; 3.3 - 3.5 (m 4H) ; 5.05

(d, 2H)

| 7.85 Sy C

5%45(m 1H); 15 6.75 - 6.85 (d, 1H); 7.2 - 7.35 (m 4H)
I ; 8.5 (s, I H Solvent : CDC13 - Compound 39

HNIVR8(ppn'):17--195 m 8H) ; 3.3 - 3.45 (m 4H) ; 3.75 (s, 3H) ;

5.05 (m_g

8.3(m1
2 (m 8
6. 85 4d,
(m 1H)
N

8
(m
(m
2.
2H)

VR
6.7
8.5
4H)
(d,
2
(
1 H
15
20
25

30

35

m _Ooﬁ@ 51 @fﬁo"fi{bs’ssﬁa"*lwﬁg@g’f‘)s’s(%s TR R e

625635(m1|—|) 68(m3H) 73(m2H) 7.85 (m 1H);
‘E%ﬁfs%%" vent ound 40: HNI\/R8énzp 1.7 -
N §(pp@)51{3m2ﬂﬂimg4fé) 0%2id34 . 4H)6 543 (5, 21) 562 (@ 2HK)7.6 25

(dlt’b{) 78%d(np0184)gd 71]-1?58(1"(!5 Iy 5 7.9 (m 1H); 8.35 (d, 1H); 8.45

Solvent : CDCl1l3 - Conpound 41: 30 'H

en.t- .Df:lﬂZ(m 8H) ; 3.3 - 3.5 (m 4H ; 5.05 (d, 2H) ; 6.55 --
1H ; 6.8 (d, 1 H ; 7.2 (d, 2H ; 729 (m 1 H ; 83 (d, 1H ;
3 Sol ﬁ.’}t : CDC13 - Compound 42: 35 "HNWR 8 (ppm : 2 - 2.1 (

3.3 - 3.45(m 4H) ; 5.4 (s, 2H ; 7.1 (d, 2H ; 7.6
HNIVH{(Bc(ppﬂn)H)ZO -8 11 (lad4HY; BIBS ;- B45 (s 4H) ; 19)4 (s{ 2HFI0l6vE Rt 7.0 GRCL3

m

t}ive(rs

- Compound 45 :

'H NMR & (ppm) : 2 — 2.15 (m, 4H) ; 3.35 - 3.5 (m, 4H) ; 5.45 (s, 2H) ; 7.45 (t, 1H); 7.55
(d, 1H) ; 7.85 — 8.0 (m, 3H}); 8.2 (d, 1H) ; 8.5 (s, IH)

Solvent : CDCl;

- Compound 46 :

"H NMR & (ppm) : 1.95 — 2.1 (m, 4H) ; 3.35 — 3.5 (m, 4H) ; 5.45 (s, 2H) ; 7.6 (d, 2H) ; 7.8
(d,2H) ;7.9 (d, 1H) ; 8.15(d, 1H) ; 8.5 (5, 1H)

Solvent : CDCl3

- Compound 47 :

'H NMR 8 (ppm) : 2 — 2.1 (m, 4H) ; 3.35 - 3.45 (m, 4H) ; 3.9 (s, 3H) ; 5.5 (s, 2H) ; 7.7 (d,
2H);7.9(d, 1H); 8.0 (d, 2H); 8.15 (d, 1H) ; 8.5 (s, 1H)

Solvent : CDCls

- Compound 48 :

'HNMR & (ppm) : 2 —2.15 (m, 4H) ; 3.3 — 3.45 (m, 4H) ; 5.5 (s, 2H) ; 7.75 - 7.9 (m, 3H) ;
8.1 —8.2(m, 3H); 8.5(s, IH)

Solvent : CDCl;

- Compound 49 :
'H NMR & {(ppm) : 2 - 2.15 (m, 4H) ; 3.35 - 3.5 (m, 4H); 3.75 (s, 3H) ; 5.4 (s, 2H); 6.8
(d, 2H); 7.65 (d,2H) ; 7.8 (d, 1H) ; 8.15 (d, 1H) ; 8.5 (s, 1H)




Sol vent : CDC13 - Conpound 44 "HNWR S (ppm) : 2.0 - 2.1 (m 4H ; %35 -

3.45 (m 4H) : 5.4 (s, 2H) : 6.9 - 7.086tn, 10 2H) ; 7.6 - 7.7 (m 2BCT.2003
7.85(d, 1 H ; 81 (d, 1 H ; 85(s, I H Solvent : CDCl3 - Corrpound 45:
"HNWR S (ppm) : 2 - 2.15 (m 4H ; 3.35 - 3.5 (m 4H) ; 5.45 (s, 2H)

7:45 (t, 1 H ; 7.55 15 (d, 1H ; 7.85 - 8.0 (m 3 H ; 8.2 (d, 1H);8.5(s,

1H) Sol vent : CDC13 - Conpound 46 : "HNWVR S (ppm) : 1.95 - 2.1 (m 4H) ;

3.35 - 3Sblvém: @By, 5.45 (s, 2H) ; 7.6 (d, 2H) ; 7.8 20 (d, ' 2H) ; 7.9 (d,

1H) ; 8.15 (d, 1H) ; 8.5 (s, 1H) Solvent : CDCl3 - Conpound 47 "H NWMR S |
(ppm : 2 - 2.1 (m 4H ; 3.35- 3.45 (m 4H) ; 3.9 (s, 3H ; 5.5 (s, 2H ; |
77(d-@)5n_¢1509(d 1H ; 80¢(d, 2H ; 815 (d, 1 H ; 85 (s, 1 H |

57as [ RS ppan g B INHEIMPTLS, P f 4B Mhsoben gy

8 5 ( 647\5e(d,t2H) @1 THpo dplduldel 1HD; 8.5Ks,NERR 8 (ppm) @ 2 - 2.15 (m
. 3. §§Ivent3(§)((3m 4H) ; 3.75 (s, 3H) ; 5.4 (s 2H) ; 6.8 35 (d, 2H ;
7 65 (d, 2H) 8(d, 1 H ; 815 (d, 1 H ; 8.5 (s, 1 H -80 Solvent:

CDC13 2 BOCT2003 - Conpound 50: 'H NMR 5 (pprr) L2 - 2.15 (m 4H) ; 2.25
(s, 3H -Cmpound 3145 (m 4H) , 5.45 (S 2H ; 7.0 5 (d, 2H) ; 7.75 (d,
7 Sol vent : CDC13 - ound
5;0 H Nﬁﬁ%ﬁﬂﬂ)ﬁ@ 23 (P’(‘ﬁ) éﬁﬁ 3‘@“@»“%:4552 HAHW(%ZE)(&%H) ;
6.7 104, @RH);F(@5H);8.2(d, 1H);8.3 (s, 1H); 9.25 (s, 1H)
Solvent : CDCl;

- Compound 52 :

'HNMR & (ppm) : 2.0 — 2.1 {m, 4H) ; 3.35 — 3.45 (m, 4H); 3.85 (s, 3H) ; 3.9 (5, 3H) ; 5.4
15  (s,2H);6.8(d, 1H);7.2~7.35(m, 2H); 7.8 (d, 1H) ; 8.15(d, 1H) ; 8.5 (s, 1H)

Solvent : CDCl5

- Compound 53 : '

'HNMR 5 (ppm) : 2.0 - 2.1 (m, 4H} ; 3.3 - 3.4 (m, 4H) ; 5.35 (5, 2H) ; 5.9 (5, 2H) ; 6.7 (d,
20 1H);7.15-73(m,2H);7.85(d, 1H); 8.1(d, 1H); 8.5 (5, 1H)

Solvent : CDCl3

Compound 54 :

'H NMR & (ppm) : 2— 2.1 (m, 4H);3.35-3.4 (m, 4H); 3.75 (s, 6H) ; 5.4 (s, 2H) ; 6.35 (s,
25 1H);6.8(,2H);7.85(d, 1H);8.2(d, IH); 8.5 (s, 1H)

Solvent : CDCl;

- Compound 55 :

'H NMR & (ppm) : 2 - 2.1 (m, 4H) ; 3.35 — 3.45 (m, 4H) ; 3.8 (s, 3H); 3.85 (s, 6H); 5.4 (s,
30 2H);7(s,2H);7.85(d, IH) ;8.2 (d, 1H); 8.5 (s, I|H)

Solvent : CDCl;

- Compound 56 :

'H NMR & (ppm): 1.95 - 2.1 (m, 4H); 3.25 — 3.45 (m, 4H) ; 3.55 (s, 2H); 5.4 (s, 2H) ;
35 7.25(d,2H);7.35(d,2H);8.15(d, 1H) ; 8.2 (d, 1H); 8.35(s, I1H); 12.2 - 12.5 (m, 1H)

Solvent : CDCl;




10 (d, 211) ; 8 (d, 1 H ; 82 (d, 1 8.3 (s, | ;0 9.25 (s, I
Sol vent : CDCl1l3 - Conpound 52 :(~H ng)s (pprr)(: 2.~0H? 2.1 (m(4H) ZH{?C\L,%UUJ
3.45 (m 4H) ; 3.85 (s, 3H) ; 3.9 (s, \ISH) ;5.4 15 (s, 2H) ; 6.8 (d, 1H);
7.2 - 7.35 (m 2H) ; 7.8 (d, IH ; 8.15 (d, 1H ; 8.5 (s, 1H Solvent :
CDC13 Compound 53 ~H NVMR 6 (ppm : 2.0 - 2.1 (m 4H ; 3.3 - 3.4 (m 4H ;
(5635I(IS—|5 2|—|23;1(5.9(15i_|)2|—|)8;56.(7(d,|_|)20|1H) ; 7.15 - 7.3 (m 2H) ; 7.85

, . 8. 1 ;8. s, 1 Sol vent : CDC13 Conpound 54: 'H NWR
S (ppm ;:Qmm'g?jilm 4H) ; 3.35 - 3.4 (m 4H) : 3.75 (s,méH) . 5.4 (s, 2H)
. 6.35 ('$I NMIG5Uppin): 2. @n,(4H) ;239 (m, FHP5504,(d] 2H) ; 6.48(de, (H),; 6.914, 1HB; 5 (s,

1 H Sol t.. - - ; ;

C 5 s (b aip Gute s oSS GRHI LI B s BB AR 6 fim % 1T Y

7.85(d, Sdthen8: 20l 1H); 8.5(s, IH) Solvent : CDC13 - Conpound 56: 'H NVR 6

(ppn')S: 1.95 - 2.1 (m 4H) ; 3.25 - 3.45 (m 4H) ; 3.55 (s, 2H) ; 5.4 (s,

2H) ;> 35 7.25 (d, 2H) ; 7.35 (d, 2H) ; 8.15 (d, 1 H ; 8.2 (d, 1 H ; 8.35

fs? h Rb-g-%:&@omﬁjsgz.;h(zl Is“d?& Sgl ve;t : CDC13 2 B OCT 2003 -81 Conpound
: "‘Z Bhpm) 227 LB 4H)3- 3R M3 £, 48P; 92 @d2nFHs 7 &g hdt, 1

H ; 6.9 @ : FO g o7l RN e 5 My d’,2’;%.’9d1"

(d, 1H) t .(67(Ck,lHiH)"’QSoT-\‘}él(}‘P,?H%@l:%mJ&;r{ﬂom%él-g‘(;*s'lﬁ)NNR(G,(plp;i)rr),:82.1(5)

- 2.15 (gBvébe) cp@, 35 - 3.5 (m 4H) ; 5.2 (d, 2H) ; 57 - 5.8 (m 1H; 6.7
d, 1H): 7.2 - 7.4% 5H) : 7. - 1H): 8. | - ’
(Solv]é):? P (m 5H) ; 7.9 (d, 1H); 8.2 (d, 1H); 8.6 (s, | H)

- Compound 59 :
'"H NMR § (ppm) : 2.05 (m, 4H) ; 3.4 (m, 4H) ; 5 (d, 2H) ; 6.4 (m, 1H); 6.85 (d, 1H) ; 7.15

- 7.3 (m, 4H) ; 7.85 (m, 1H) ; 8.15 (d, 1H) ; 8.45 (s, 1H)
15 Solvent: CDCl;

- Compound 60 :

'H NMR & (ppm) : 1.95 - 2.10 (m, 4H) ; 3.4 (m, 4H); 3.75 (s, 3H) ; 4.95 (m, 2H) ; 6.25 —
20  6.35 (m, 1H); 6.75 - 6.9 (m, 3H); 7.2 - 7.3 (m, 2H) ; 7.85 (m, 1H); 8.15 (m, 1H); 8.45

(m, 1H)

Solvent : CDCl3

25 - Compound 61:
'H NMR 5 (ppm) : 1.95 — 2.15 (m, 4H) ; 3.3 - 3.5 (m, 4H) ; 5.05 (m, 2H) ; 6.45 — 6.55 (m,
1H); 6.75 - 6.9 (d, 1H); 7.2 (m, 1H); 7.6 — 7.7 (m, 1H); 7.85 - 7.95 (m, 1H) ; 8.15 (m,
1H) ; 8.4 (m, 1H) ; 8.5 (m, 1H) ; 8.6 (m, 1H)
Solvent : CDCl;

30
- Compound 62 :
'H NMR & (ppm) : 1.9 — 2.05 (m, 4H) ; 3.3 - 3.45 (m, 4H) ; 5.05 (d, 2H) ; 6.55 - 6.7 (m,
1H) ; 6.8 (d, 1H) ; 7.25 (m, 2H) ; 7.9 (m, 1H) ; 8.2 (m, 1H) ; 8.45 - 8.55 (m, 3H)
Solvent : CDCl;
35

- Compound 63 :
'H NMR & (ppm) : 1.8 — 1.9 (m, 2H) ; 3.25 (m, 2H) ; 5.1 (5, 2H) ; 6.9 (5, I1H) ; 7.4 (5, 1H} ;
8 (d, 1H);8.1(d, 1H);8.2(s, IH); 11.8 (m, 1H)




10 - Conpound 59: "HNWR S (ppm : 2.05 (m 4H) ; 3.4 (m 4H) ; 5 (fdﬂ éll-g
6.4 (m 1H) ; 6.85 (d, 1H); 7.15 - 7_.83_(m 4H) ; 7.85 (m 1H); 8. 59,‘”3
1H) ;. 8.45 (s, IH) 15 Solvent : CDC1l3 - Conpound 60 "H NVR S (ppn) : 1.95 -
210 (m 4H) ; 3.4 (m 4H ; 3.75 (s, 3H) ; 4.95 (m 2H) ; 6.25 - 20 6.35
(m 1H ; 6.75- 6.9 (m 3H) ; 7.2 - 7.3 (m 2H) ; 7.85 (m 1H); 8.15 (m
114); 8.45 (m 1 H Solvent : CDC13 25 - Conpound 61 '"H NVR S (ppm) : 1.95
- 2.15 %vm—l)_ MSo3 - 3-5 (m 4H ; 5.05 (m 2H) ; 6.45 - 6.55 (m 1H);
6.75 - 649V¢H 1 ?—6’; 7.2 (m 1H: 7.6 - 7.7 (m 1 H : 7.85 - 7.95 (m
1H); 8.15 (m 114); 8.4 (m 1H); 85 (m 4H); 8.6 (m 114) Solvent : CDC1l3
1.9-205(m4|—|);33-345(m4|—|)

30 - Co 93d4HN|\/RS(ppn).

. 5.05 ( 55 - %r‘? LH). 7. 25 m2|—|)798 1H) ;

5 o(m 16 NSTRS. @honc A 2891 Gty THOLSHD 26 Cordiburiit &, YRR B, ppn)
'1H)1% Sﬁ{%,i?tdﬁ!ﬁ)g : d25Hjns4%§')H) 5(1 (s, 2H) ; 6.9 (s, 1H) ; 7.4 (s,

8. 111); 11.8 (m | H -82 Sol vent:
DMVSO 28 t: ound 64 : ~H NIVR (ppm : 2.05 - 2.15 (m 4H) ; 2.4 (s,
3H ; 2.6 (s, 3H ; 3.4 (m 4H ; (,52H);7-9(d,1H);8-2(d,

1H) ; 8.4 (s, I—ﬁ ol vent : CDC13- Compound 65 "H NVR S (ppm : 1.25 -

1.75 (m-Guppound85: 5> 05 (m 4H) ; 2.5 - 2.7 (m 1H: 3.3 - 3.4
'H NMR & (ppm) : 1.25 ~ 1.75 (m, 8H) ; 1.9 - 2.05 (m, 4H) ; 2.5 — 2.7 (m, 1H); 3.3 - 3.4

10 (m,4H);4.2(d,2H);7.8(d, 1H); 8.1(d, 1H); 8.45 (5, 1H)
Solvent : CDCl;

- Compound 66 :

"H NMR & (ppm) : 1 (t, 3H) ; 1.4 — 1.55 (m, 2H) ; 1.8 — 1.9 (m, 2H) ; 2.0 — 2.1 (m, 4H) ;
15 3.4-3.5(m,4H); 4.3 (t, 2H); 7.9 (d, 1H) ; 8.2 (d, 1H) ; 8.5 (s, 1H)

Solvent : CDCL

- Compound 67 :

'H NMR & (ppm) : 2—2.15 {(m, 4H) ; 3.35-3.5 (m, 4H) ; 5.0(q, 2H) ; 7.9 (d, 1H); 8.2 (4,
20 1H);8.55 (s, 1H)

Solvent : CDCl;

- Compound 68 :

'HNMR & (ppm) : 2 (m, 4H) ; 3.15 (m, 1H); 3.3 (m, 4H) ; 4.05 (m, iH); 4.5 (m, 2H) ;
25 7.08 (m, 1H); 8.15 (m, 1H); 8.4 (s, 1H)

Solvent : CDCl;

- Compound 69 :

'HNMR § (ppm) : 1.1 (¢, 6H); 2.0 — 2.1 (m, 4H) ; 2.65 (q, 4H); 2.9 (t, 2H) ; 3.35-3.45
30 (m,4H);4.4(t,2H);7.9(d, 1H); 8.2 (d, 1H); 8.5 (5, LH)

Solvent : CDCl;

- Compound 70 :

'H NMR & (ppm) : 2 —2.15 (m, 4H) ; 2.3 (s, 1H) ; 3.35 — 3.5 (m, 4H) ; 5.1 (s, 2H}); 7.9 (d,
35 1H); 8.2(d, 1H); 8.5(s, IH)

Solvent : CDCl;




10 (m 4H ; 4.2 (d, 211) : 7.8 (d, 1 H ; 8.1 (d, 1 H ; 8.45 (s,

Sol vent
+1.8- 1.9 (m 2H ; 2.0- 2.1 (m 4H) ; 15 3.4 - 3.5 (m 4H) ; 4.3

2H)

(t, 2H)

CDC13 - Conpound 66: 'HNVR R1ppm : 1 (t, 3H) ; 1.4 - 1. 5258(%12003
; 7.9 (d, 1H,; 8.2 (d, 1H) ; 8.5 (s, 1H) Solvent : CDCl13 - Conpound

67: "HNWR 6 (ppm) : 2 - 2.15 (m 4H) ; 3.35 - 3.5 (m 4H) ; 5.0 (qgq, 2H ;
7.9 (d, 1H ; 8.2 (d, 201 H ; 855 (s, 1 H Solvent : CDC13 - Conpound
68: 'H NMBofippoppd)71:: 2 (m 4H) ; 3.15 (m IH ; 33(m 4H) ; 4.05 (m 2H)

; 4.5 Sol vent :
oy M %éépeﬁﬂlaokﬁ\v&"@ p%%{m T 4 w (medjﬁ 335 ¢m, S121)16(9:2m 2. 65
(q 4H) 722'93(111 212}1;79(31 BH) ; 8.3(451HBOS.61R, 14H) ; 4.4 (t, 2H) ; (d, 1
Sient! @ i 5 (s, 1 H Solvent : CDC13 - Conmpound 70: ~H NVR 6
*gbeny’: O am) - 203 (s, 1H) : 3.35 - 3.5 (m 4H) : 5.1 (s, 2H)
79(51 35 | ;82(d 1H ; 85¢(s, 1 H Solvent : CDCl3 -83 2 8 OCT
2G8 @999&1751: HNIVRS(pprr):21(m4H);34(m4H);445
(m H) H ;6.9 (m3H ; 7.2-73m?2H ; 7.9 (m 11-1) ;
8.2 (m |HN}VIR dgppmy 5 2. 11(m4)41§o|3/fé51£m 6KEDCLS (81, 2HYo Mplo(mdlHP; 7.2Hel\RR)S (ppm)
2.1 4 3. 7.1 (m 1 7.2 (m
7.4 (mmgr A(jt 2%;5[@@ I—ngl(nfl lﬁr)n( 452(5')1?)45 (s ( I H)H) Sol vent(: CDIC_31)13
10
- Compound 73 :
'HNMR & (ppm) : 1.9 - 2.05 (m, 4H) ; 3.3 - 3.4 (m, 4H) ; 3.08 (s, 3H) ; 6.7 (s, 1H); 7.2 -
7.35 (m, 3H); 7.7-7.85 (m, 3H) ; 8.1 (d, 1H) ; 8.4 (s, 1H) |
Solvent : CDCl,
15
- Compound 74 :
'HNMR & (ppm): 1.4 - 1.6 (m, 1H}; 1.7 - 2 (m, SH); 3 - 3.1 (m, 2H); 3.3 - 3.4 (m,
2H);5.5(s,2H); 7.6 (d,2H); 7.8 (d, 2H) ; 7.9 (d, 1H) ; 8.3 (d, 1 H) ; 8.5 (s, 1H)
Solvent : CDCl,
20

25

30

35

- Compound 75 :

'"HNMR & (ppm) : 1.4 (m, 1H); 1.7 — 1.95 (m, 5H) ; 3 - 3.1 (m, 2H) ; 3.3 - 3.4 (m, 2H) ;
3.8(s,3H); 3.9(s,3H); 5.4 (s, 2H); 6.8 (d, 1H); 7.25 - 7.35 (m, 2H) ; 7.9 (d, 1H); 8.3
(d, 1H); 8.40 (s, 1H)

Solvent : CDCl,

- Compound 76 :

'H NMR & (ppm) : 1.35 — 2.1 (m, 6H) ; 3.05 (¢, 2H) ; 3.35 (m, 2H) ; 5.1 (d, 2H); 6.5 (dt,
1H);6.9(d, 1H) ;7.1 - 7.5 (m, SH) ; 7.9 (d, 1H); 8.3 (d, I1H) ; 8.55 (s, 1H)

Solvent : CDCl;

- Compound 77 :

'H NMR 8 (ppm) : 2.9 (m, 4H); 3.45 (m, 2H); 3.6 (m, 2H) ; 5.1 (m, 2H) ; 6.5 (m, 1H);
6.85(d, 1H); 7.2 (m, 1H); 7.65 (m, 1K) ; 7.9 (m, 1H) ; 8.25 (m, 1H); 8.45 (m, 1H); 8.5
(m, 1H}) ; 8.55 (s, 1H)

Solvent : CDCl;




10 - Conpound 73: 'H NVR5(ppm): 1.9-2. 05(m4H) 3.3-3.4 (m 411) P@p&:ﬂﬂﬂj
3H); 6.7 (s, 1H); 7.2 - 7.35 (m 3H) .;842.7 - 7.85 (m 3H) ; 8.
4 (s, I H Solvent : CDC13 15 Conmpound 74: "H NVR S (ppm : 1. 4 -

(m 1H: 1.7 - 2 (m 5H : 3- 3.1 (m 2H : 3.3- 3.4 (m 2H : 5.5(s,
2H) ; 7.6 (d, 2H) ; 7.8 (d, 2H) ; 7.9 (d, 1 H ; 8.3 (d, 1 H ; 85 (s, |
H) Solvent : CDC13 20 - Conpound 75: "HNWR S (ppm) : 1.4 (m IH ; 1.7 -
1 95.(m-(5h|)momﬁi’783 1 (En 2H) ; 3. 32-5 3.4 (m 2H ; 3.8 (s, 3I—|)1 ; 3.893(3,
Co i vy PoEm S hm 256 9 13 G e 35 B egoh 76 DR by
1.35 - 2H);@d3 (BHH); 83.®51Hx, 2H) ; 3.35 (m 2H) ; 5.1 (d, 2H) ; 6.5 (dt,
1H) e%g d—%;?.l-?.S(mSH);?.Q(d,1H);83(d,1H);8.5
5 (s, I%Q? g nt : CDCl3 - Compound 77: "HNWR S (ppm : 2.9 (m 4H) ;
3. 55(m 2H) ; 3.6 (m 2H ; 5.1 (m 2H ; 6.5 (m 1H); 6.85 (d, 1H); 7.2
(m 1M Lo Km;lll)?Q(mlH) 8.25 (m 1H); 8.45 (m 1H,; 8.5 35
(m 1H) Solvent : CDCl3 - 84 2 8 OCT 2003 - Conpound 78 ~H
NMVR 5 pbtrthR@tsp )s zgm)(s 61} ;45 (s, 8H) ; 7.55. (4, 2H) ; 245 (d, 7H); 1.9,(d2HD); 7.6
(d, 2H) 8.2 @, $ﬁ)(q;5(sllrb{) 8.2 (d, 1H); 8.5 (s, Ill) Solvent : CDC13 5 10
Solvent : CDCl;
10
- Compound 80 :
]HNMRS(ppm)::Z.SS (s, 6H); 5.2 (s, 2H); 6.7 (d, 2H) ; 7.3 (d, 2H) ; 8 (d, 1H); 8.2 —
8.3 (m, 2H); 9.3 (s, 1H)
Solvent : CDCl; -
15
- Compound 81 :
lHNMRES(ppm):.?.B (s, 6H); 3.9 (s, 3H) ; 5.45 (s, 2H); 7.7 (m, 2H) ; 7.85 (m, 1H) ; 7.9
(m, 2H) ; 8.2(d, 1H); 8.5 (s, 1H)
Solvent : CDCl;
20
- Compound 82 :
'H NMR & (ppm) : 2.85 (s, 6H) ; 3.6 (s, 2H) ; 5.35 (s, 2H) ; 7.25 (d, 2H) ; 7.5 (d, 2H) ; 8.15
(d, 1H); 8.3(d, 1H); 8.35(s, 1H); 12.2-12.45 (m, 1H)
Solvent : DMSO
25
- Compound 83 :
'H NMR 8 (ppm) : 2.9 (s, 6H) ; 3.7 (s, 2H); 5.45 (s, 2H) ; 7.25 (m, 2H) ; 7.7 (m, 2H) ; 7.85
(m, 1H); 8.2(d, 1H); 8.5 (s, IH)
Solvent : CDCI;
30
- Compound 84 :
'H NMR & (ppm) : 2.9 (s, 6H) ; 5.5 (s, 2H) ; 7.25 (m, 1H); 7.85 (m, 1H); 8.05 (m, 1H) ;
8.25(d, 1H); 8.5(m, 2H); 8.9 (s, I1H)
Solvent : CDCl;
35

-Compound 85 :
'HNMR & (ppm) : 2.9 (s, 6H) ; 5.05 (d, 2H) ; 6.4 ~ 6.55 (dt, 1H) ; 6.9 (d,1H); 7.2-74
(m, SH); 7.9 (d, 1H); 8.25(d, 1H); 8.55 (s, 1H)




15 20 25 30 35 - Compound 79: "H NVMR 8 (ppm) : 2.95 (s, 6H) ; 5.45 (s, 2H)
. 7.55 (d, 2H) ; 7.75 (d, 2H) : 7.9 (d, 1H : 8.2 (d, | H : 8.5 (< 80CHH003
Sol vent : CDC13 - Conpound 80: ~H NV S (ppm : 2.85 (s, 6H) ; 5.2 (s, 2H)
; 6.7 (d, 2H ; 7.3 (d, 2H ; 8 (d, 1 H ; 82 - 83 (m 2H ; 9.3 (s, 1 H)
Solvent : CDC13 - Conpound 81 "H NWVR S (ppm) : 2.9 (s, 6H) ; 3.9 (s, 3H ;
5,45 (s, 2H) ; 7.7 (m 2H) ; 7.85 (m 1H; 7.9 (m 2H) ; 8.2 (d, 1H ; 8.5
(s, 1H) Solvent : CDCl 3 - Conpound 82 : "HNWR S (ppm : 2.85 (s, 6H) 3.6

(s, 2H) SolventzRGl o) : 7.25 (d, 2H) : 7.5 (d, 2H) : 8.15 (d, 1H : 8.3
(d, 1H) ; 8.35 (s, IH ; 12.2 - 12.45 (m 1H) Solvent : DMSO - Conpound 83

H NVR S 9 (s, 6 0 3.7 (s, 2 . 5.45 (s, 2 0 7.25 (m 2 X
77(m£(DEM ( IH)'82Ed 1H)H);85Es 1H)H) SoIven'E:Clli_)DCIS

a ggrr?om?uma Ivags ((spm)’szsz@zm 5614?53(51551)26(72@ ZIED)ZTZ’.g-gm(S 1 T)H)
; ; S,
Sol vent %@31739 ggﬂp%%%(@m Sg(ﬁaﬁhﬁﬁe (ppm) : 2.9 (;n, 6H . 5.05 (d, 2H)

. 6.4 - S6lvaft :(@DCl;! © 6.9 (d, 1H ; 7.2 - 7.4 (m 5H ; 7.9 (d, 1H)
8.25 (d, 1H); 855(s 1H -85

- Compound 87 :

'HNMR & (ppm) : 2.9 (s, 6H) ; 5.05 (d, 2H); 6.55 - 6.7 (m, 1H) ; 6.85 (d, 1H); 7.2 (m,
10 2H);7.85(m, 1H); 8.25(d, 1H); 8.5 (m, 3H)

Solvent : CDCl;

- Compound 88 :

'HNMR & (ppm) : 2.8 (s, 6H) ; 3.2 (s, 1H); 4.9 (s, 2H) ; 8.1 (m, 1H); 8.2(d, 1H); 8.3 (s,
15 1H)

Solvent : DMSO

- Compound 89 :

'HNMR & (ppm) : 2.9 (s, 6H) ; 5.2 (s, 2H); 7.2 (m, 3H) ; 7.4 (m, 2H); 7.85 (m, 1H); 8.2
20 (d, 1H); 8.55 (s, 1H)

Solvent : CDCls

- Compound 90 :

'HNMR & (ppm) : 2.95 (s, 6H) ; 3.85 (s, 3H) ; 6.8 (s, 1H) ; 7.3 - 7.4 (m, 3H) ; 7.75 - 7.9
25 (m,3H);8.2(d, 1H); 8.5 (s, 1H)

Solvent : CDCl;

- Compound 91 :

'H NMR & (ppm) : 1.75 - 1.9 (m, 8H) ; 2.5 (s, 3H) ; 3.4 — 3.5 (m, 4H) ; 5.5 (s, 2H) ; 7.2 -
30 7.3 (dd, 1H); 7.6 - 7.65 (d, 1H) ; 8.05 — 8.01 (d, 1H); 8.2 (s, IH); 8.3 — 8.35 (d, 1H);

8.55(d, 1H); 8.95 (s, 1H)

Solvent : CDCl;

- Compound 92:
35 'HNMR (ppm) : 1.75 - 2 (m, 8H); 2.5 (s, 3H); 3.4 — 3.5 (m, 4H); 5.1 (d, 1H); 5.4 —

5.55 (dt, 1H) ; 6.9 — 7 (d, 1H); 7.2 7.3 (m, 4H) ; 7.4 (d, 2H) ; 7.6 (d, 1H) ; 8.2 (s, 1H);
8.3 (d, 1H)



Solvent : CDC13 2 8 OCT 2003 - Conpound 86: "H NVMR S (ppm :'2.95 (@ @WGO}
5,29 (d, 2H) ; 5.7 - 5.8 (m 1H) ; 6.704d, 1H ; 7.2 - 7.45 5 (m %]

7.9 (d, 1H ; 8.25 (d, 1H ; 8.5 (s, 1 Sol vent : CDC13 - Conpound 87:

NVR S (ppm) : 2.9 (s, 6H) ; 5.05 (d, 214) ; 6.55 - 6.7 (m.1H) ; 6.85 (d,
1H ; 7.2 (m 10 214) ; 7.85(m 1H ; 825(d, 1 H ; 85 (m 3 H
Solvent : CDCl1l3 - Conpound 88: "HNWVR 6 (ppm) : 2.8 (s, 6H ; 3.2 (s, 1H)
4.9 (s, m 1H) 8.2 (d, 1H) ; 8.3 (s, 15 1H) Solvent : DMSO -
Conpoun o SBlent {ERCLT S (ppm) : 2.9 (s, 6H . 5.2 (s, 2H : 7.2 (m 3H) ; 7.4
(m 2H ; 7.85 (m 1H) ; 8.2 20 (d, 1H); 8.55 (s, 1 H Solvent : CDC13 -
Conpound 90: "HNWR $ (ppm) : 2.95 (s, 6H) ; 3.85 (s, 3H ; 6.8 (s, 1H

7.3 - 7.4(m 3H) o 7.75-7.9 25 (m 3H ; 82 (d, 1H ; 85 (s, IH
Sol vent rf_-‘(em% fnpound 91 : ' H NVR5(ppm). 1.75--1. 9(m8H) 2.5(s, 3H)
3. 4--8. S5{mNNR; & -2H) 2. (&, 830 ; bﬁgs(?g) %EI)D—r?)ZS(ﬁl -4H? ﬁg2H}8'T%55(m 05 -

8.01 (d,
Sol vent 3‘1@0&%“ ‘ébrﬁpll)HﬁG(%iHés "HNMR 5 (ppm) : 1.75 -- 2 (m 8H) : 2.5
(s, 3H) SoBest:-CDGL5 (m 4H) : 5.1 (d, |H : 5.4 - 5.55 (dt, IH: 6.9 - 7
(d, 1H): 7.2 - 7.3 (m 4H): 7.4 (d, 2H) 7.6(d, 1H):8.2(s, 1H): 8.3 (d, 1 H)
280CT2083 - 86 -

- Compound 94 :

10 lHNMRﬁ(ppm):Z—ZI (m, 4H) ; 2.5 (s, 3H); 3.4 — 3.5 (m, 4H) ; 3.8 (s, 3H); 3.9 (s,
3H); 5.4 (s, 2H) ; 6.8 (d, 1H) ; 7.3 - 7.4 (m, 2H) ; 7.5 (d, 1H) ; 8.1 — 8.2 (m, 2H)

Solvent : CDCl;

15 -Compound 95:
TH NMR & (ppm): 2.1 — 2.2 (m, 4H) ; 2.5 (s, 3H) ; 3.4 — 3.5 (m, 4H) ; 3.9 (s, 3H) ; 5.5 (s,
2H) ; 7.6 (m, 1H); 7.7 (m, 2H) ; 7.95 - 8 (m, 2H) ; 8.1 — 8.2 (m, 2H)
Solvent : CDCl;

20 ~Compound 96 :
'H NMR & (ppm) : 2 (m, 4H) ; 2.5 (s, 3H) ; 3.3 - 3.4 (m, 4H) ; 3.6 (s, 2H) ; 5.3 (s, 2H) ; 7.3
(m, 2H) ; 7.45 (m, 2H) ; 7.8 (m, 2H); 8.1 (s, 1H); 8.2 (d, 2H) ; 12.4 (m, 1H)
Solvent : DMSO

25 -Compound 97 :
'HNMR & (ppm) : 1.95 (m, 4H) ; 2.5 (s, 3H); 3.35 (m, 4H) ; 5.4 (s, 2H); 7.35 (dd, 1H) ;
7.55(d, 1H) ; 8.05 (s, 1H) ; 8.15(d, 1H); 8.5(d, 1H) ; 8.7 (s, IH)
Solvent : DMSO

30 - Compound 98 :
'H NMR & (ppm): 2 -2.1 (m, 4H); 2.45 (s, 3H); 3.3 -3.45 (m, 4H) ; 5.05 (d, 2H) ; 6.4 -

6.5 (dt, 1H); 6.85-6.95 (d, 1H) ; 7.1 - 7.45 (m, SH) ; 7.6 (d, 1H) ; 8.1 ~ 8.2 (m, 2H)
Solvent : CDCl;

35 - Compound 99 :
lHNI\/i[RES(ppm) 24-375(m, 13H);535(,2H); 7.1 - 7.5 (m 4H); 7.8 (d, 1H); 8.1

(s, 1H) ; 8.25 (d, 1H)
Solvent : DMSO




Sol vent: CDCI 3 - Conmpound 93: 5 1H NIVRS(ppn) 2 - 2.1 (m 4H ; 2.5 (s,

3H : 3.3 - 3.4 (m 4H ; 5.5 (s, 2H 7.6 (m 3 H ; 7.8 (d 2H) 2881C1[20{]3

-8.2(m 2H) Solvent : CDC13 - Corrpound'gj 10 "HNWR S (ppm : 2 - 1 (m
4H ; 2.5 (s, 3H) ; 3.4 - 3.5 (m 4H ; 38(s, 3H) ;3.9 (s, 3H) ; 5.4
(s, 2H ; 6.8 (d, I H ; 7.3 - 7.4 (m 2H ; 5 (d, 1H);8.1-8.2(m 2H)
Solvent : CDCl1l3 15 - Conpound 95: 'H NWR 8 (p rr) 2.1 - 2.2 (m 4H ; 2.5
(s, 3H ; 3.4 - 3.5 (m 4H) ; 3.9 (s, 3H ; 55 (s, 2H;7.6(m 1H);
7.7(m 2H); 7.95-8(m 2H); 8. 1- 8. 2(m 2H) Sol vent : CDClB 20 - Oorrpound 96: 'H
NVR 8 (p-pﬂlmpoami'ﬂ)ﬂ‘“") , 2.5 (s, 3H) ; 3.3 - 3.4 (m 4H) ; 3.6 (s, 2H) ;

Cad v Fhnm St 23 teoitiln 23, Gl s (ki & 2 ﬁME Fsom .

1.95 (m 6.4k, 1HR; 6.86%d, B3H); 7.2 3m35H] n7.64hd), 1H) 572 (s 1HDKIB.2 (i, Hﬁ),(SMIS(dH) .
7. 55 d, H‘H_D Om IH) ; 8.15 (d, 1H); 8.5 (d, 1H); 8.7 (s, IH Solvent
X 3 %ﬁB 98: "HNWVR 6 (ppm) : 2 - 2.1 (m 4H) ; 2.45 (s, 3H) ;
33-SSkﬂv(1mC¢DG)13 5.05 (d, 2H) ; 6.4 - 6.5(dt,|H);6.85-6.95(d,|H;
7.1-7.45 (m 5H); 7.6 (d, 1H; 8.1 - 8.2 (m 2H) Solvent : CDCL3 35 -
Compound 99: "H NWR 8 (ppn) 2.4 - 3.75 (m 13H) ; 5.35 (s, 2H ; 7.1 -
7.5 (m <4€pmpound®10; 114); 8.1 (s, IH) ; 8.25 (d, IH Solvent : DVSO -87
2 8 OCT RS undg 1, SHf PPBYs, 2H-; 7.6 &n, i) ; 7.8 2mI 21y 845)

3 4510 q;gz (m, 2%)%9? ( ) 5%@(m§gm'ﬁ(; ?

Solvent : CDCly

- Compound 102 :

'H NMR & (ppm) : 2.2 (s, 3H) ; 2.6 (s, 6H) ; 3.25 (s, 2H) ; 5.1 (s, 2H) ; 7 (m, 2H) ; 7.15 (m,
15 2H);7.5(m, 1H); 7.8 (s, 1H); 8(d, 1H); 12 (m, IH) .

Solvent : DMSO

- Compound 103 :
'HNMRB(ppm) 2.5 (s, 3H); 3 (s, 6H); 5.1 (d, 2H); 6.4 — 65(dt 1H); 6.9 (d, 1H);

20 7.15-74(m,6H); 7.6 (d, 1H); 8.2 (m, 1H)
Solvent : CDCl;

- Compound 104 :

'H NMR & (ppm) : 2.5 (s, 3H) ; 2.95 (s, 6H) ; 5.1 (d, 2H) ; 6.45 — 6.55 (dt, 1H); 6.8 - 6.85
25 (d,1H); 7.2 (m, 1H); 7.6 (dd, 1H); 7.7 (dd, 1H) ; 8.2 - 8.25 (m, 2H) ; 8.4 (d, 1H) ; 8.6 (s,

1H)

Solvent : CDCl3

- Compound 105 :

30  '"HNMR & {(ppm): 2.5 (s, 3H) ; 2.95 (s, 6H) ; 5.1 (d, 2H) ; 6.6 — 6.7 (dt, 1H) ; 6.8 (d, 1H};
7.2 (d, 2H) ; 7.6 (d, 1H) ; 8.2 — 8.25 (dd, 2H) ; 8.5 (d, 2H)
Solvent : CDCl;

- Compound 106 :

35 'HNMR 3 (ppm): 1.7 - 2 (m, 8H); 2.55 (m, 3H); 3.35 - 3.6 (m, 4H) ; 5.1 (d, 2H); 6.45
(dt, 1H) ; 6.85 (d, 1H) ; 7.1 — 7.45 (m, 6H) ; 8.25 (m, 2H)
Solvent : CDCl; '




6.5 (m 1H); 6.85 (d, IH);7.2(m 1H);7.6(m 1H,; 7.7 (m 1H); 8.2 (m :
8.45 (d, 5 1H); 8.6 (1s, 1H) Sol vent _ggCDCI3 - Compound 101 ' H NVR §§2E€)HW3
: 2.5 (s, 3H ; 2.95 (s, 6H ; 5.5 (s, 2H) ; 7.6 (m 3H ; 7.8 (m 2H) ;
8.15 10 -8.25 (m 2H) Solvent : CDC13 - Conpound 102: "H NVR S (ppm : 2.2
(s, 3H ; 2.6 (s, 6H ; 3.25 (s, 2H) ; 5.1 (s, 2H) ; 7 (m 2H) ; 7.15 (m

15 2H); 7.5(m 1H); 7. 8(s, 1H); 8(d, 1H); 12(m I H) Solvent : DVSO - Conpound 103:

"H NVR 6 _ ound1®7 (s, 3H ; 3 (s, 6H ; 5.1 (d, 2H) ; 6.4 - 6.5 (dt, IH
, 6.9 (d, . 215 - 7.4 (m %IF—_\P); 7.6(Hd, | H ;.82 (m | H

Sol vent : R33 (PreBhipd8é a4 5 HOWRE s 76w 2H) : 7. 5(ma2HBH.0.(mp 168 ; 84 6H)
; 5.1 (dyp2ithyy; 86.@51H) 6. 55 (dt, 111); 6.8 - 6.85 25 (d, 1 H) ; 7.2 (m 1
H : 7.6 (dd, i‘l;-)i)’; 7).7(dd, |l H ; 82 - 825 (m 2H ; 8.4 (d, 1 H ;
8.6 (s, DajvensoCDEh . cpC13 - Conpound 105 @ 30 'H NVR 6 (ppm) : 2.5 (s,
3H) ;52.95 (s, 6H ; 5.1 (d, 2H ; 6.6 - 6.7 (dt, 1H); 6.8 (d, IH ; 7.2
(d, 2H) ; 7.6 (d, ., 8.2 - 8.25 (dd, 2H ; 8.5 (d, 2H Solvent : CDCl 3 -
Conmpound ~ : d 6 (ppm : 1.7 - 2 (m 8H) ; 2.55 (m 3H) ; 3.35 -
3.6 (m AH)NMESS lppm) : RH(m; 416) 4525 (df 4H)LHH.85 6d, @) ( 6,3 -16i4:(df .1H)-; 676 4%.7 m

Copry © 3810 7Ly 73 dein; 73557 8 A0 3G, fE S os QRS Ry R ©

(1H); 8. 4 Sofvent {PMSO8. 7 (s, 1H)

10 TABLE 2
Compound X1 R NR4R5 Yield m.p. (°C) |Method
No. (%)

109 H (E) O 28 176 A
C6HSCH=CHCH?2 N

110 7-Cl CH2=CHCH2 O 24 173 A
N

111 7-Cl C6HSCH2 O 58 148 A
N

112 7-Cl 4-CH3C6H4CH2 O 50 182 A
N

113 7-Cl 2-CIC6H4CH2 O 77 228 A
. . N

114 7-Cl 3-CIC6H4CH2 O 31 166 A
N

115 7-Cl 4-CIC6H4CH?2 O 60 245 A
. N

116 7-Cl 4-BrC6H4CH2 O 38 244 A
N

117 7-Cl 4-FC6H4CH2 O 42.5 224 A
N

118 7-Ci 4-CF3C6H4CH2 O 39 232 A
N

119 7-Cl 4-CNC6H4CH?2 O 46 > 260 A
N

120 7-Cl | 2-(OCH3)C6H4CH?2 O 57 184 A
N




Solvent : CDC13 5 - Conpound 108: 1H NVR S (ppm
4H) ; 6.85 (d, 2H) ; 6.3 - 6.4 (dt, 1H9; 6.6 -
(m 4H) ; 7.35 - 7.4 (d, 2H ; 7.5 (s, 1 H ; 8.

H), Sol vent

: DVBO 10 TABLE 2 Conmpound X1RNR4R5Yield m p.
109H(E) N28176A C6H5CH CHCH2 1107- Cl CH2=CHCH2N24173A 1117- G C6H5CH258148A

1.9 (m .4H) ;
6.7 (d, 1 H ; 7
05 (d, 1 H ; 10

| 352_52 gfngr 003

1 (m 1
(C) Met hod No. (%

1127- 4- CHRCAHACH?2r 50182A 1137-Cl2-C CAHACH?77228A
1147- Qe@nh g CHRB1166A 11570 4- O 0245%eld | m.p. (°C) | Method
1167- 44- Br C6HAQH2N38244A 1177- 04- FCBHACH2NA2. 5224A
1187- QL 4- ¥O3CEHACHINIOP32A 1197-C 4- HACHP N4> 2&0A
1207- Q1 2- {£0H3)|CoLAGH2 NS (s ) c8Ra@re p Cr7R00d CoggourldXIRNRARYI ¢f dm
(C) Metjhod No. (% 1217- ¢l 3-(CI:I-)|3)CGH4CHZN4 163A
1227- ¢l 4- (OCH3)ICBHACH2IN32. 5164- 165A 12B7- B3, 4- Gl 2C6H3CHRWDE0212A
122 7-Cl | 4-(OCH3)C6H4CH2 O 32.5 164-165 A
N
123 7-Cl 3,4-C12C6H3CH2 O 60 212 A
N
124 7-Cl 3.4- O 39 153 A
(OCH3)2C6H3CH2 N
125 7-Cl (2-pyridy)CH2 O 9 153 A
N
126 7-Cl (3-pyridyl)CH2 Q 8 184 C
N
127 7-Cl C6HSCH2CH2 O 7 196 A
) N .
128 7-Cl  |{4(CH30)C6H4(CH2) O 61 196 A
2 N
129 7-Cl C6H5(CH2)3 O 36 130 A
L
130 7-Cl C6H5C(=0)CH2 O 38.5 230-232 A
N
131 7-Cl  |4(CH30)C6HAC(=0) O 42 238 A
CH2 N
132 7-Cl | 4-CIC6H4C(=0)CH2 O 59 238 A
N
133 7-Cl 4(CH30)-3- O 30 136 A
(COOCH3)- N
134 7-Br 4-CIC6H4CH?2 O 57 247 A
N
135 7-Br 4-FC6H4CH2 O 54 216 A
N
136 7-Br 4-CNC6H4CH2 O 53 293 A
N
137 7-Br 3 4- O 61 174 A
(CH30)2C6H3CH2 N
138 7-Br 4- O i 269 B
(CH2COOH)C6H4C N




1247- Cl 3, 4- 39153A ( OCH3) 206H3CH2N 1257- CI ( 2- pyri dyl ) CH2N9153A
1267-Cl (3- pyri dyl ) CH2N8184C 1277- Cl CaHpCH2CH2( |
1287-.Cl 4( CH30) CBHA( CH2) (j 61196A 2N 1297- Cl C6H5( CH2) 3() 36130A
1307- 006H5C( =0) CH2() 38. 5230- 232A N 1317- Cl 4( CH30) C6HAC( =0) 42238A CH2N
1327- Cl4- Cl CBHAC( =0) CH2N59238A 1337- Cl 4( CH3O) - 3- (] 30136A ( COOCH3) - N

7196A N

2 80CT 2003

1347- Br 4- Cl CBHACH2NS7247A 1357- Br 4- EC6HACHPNS4216A
1367- E%@ﬁg CH 3293A 13%- Br 3, 4- |61 NfgyRd CHBOyR$pH] %%N(otgshgf%ulzegs
(CH2C(q | 2 0 @ T 2003 -90 ConpoundX1IRNRARSYI el dm p. "{C)|Met hod
No. (99| 138®- Br (13- pyri dyl ) CHONA192C 1407- Br ( E) 70198706 H§ CH=CHCHIN
1417-8Br (Z) R/ 181A 7.p; (3-pyridyl)CH2 O 4 192 C
N
140 7-Br (E) Q 70 198 A
C6HSCH=CHCH2 N
141 7-Br (Z) O 57 187 A
C6HSCH=CHCH2 N
142 7-Br 4-CIC6H4CH?2 O 18 185 A
N
143 7-Br 4-FC6H4CH2 O 16 233 A
N
144 7-Br 4-CNC6HACH?2 O 52 222 A
N
145 7-Br 4- O 31 193 A
(COOCH3)C6H4CH N
146 7-Br | 4-(CH30)C6H4CH2 O 14 164 B
_ | !
147 7-Br 4- O 24 199 B
(OCOCH3)C6H4CH N
148 7-Br 4-QHC6H4CH?2 O 15 283 B
N
149 7-Br 3 4- O 57 234 A
(OCH20)C6H4CH2 N
150 7-Br 3,5- O 21 168 A
(CH30)2C6H4CH2 N
151 7-Br 34,5- . O 21 199-201 A
(CH30)3C6H2CH2 N
N
152 7-Br \)\/_) O 4 ; B
N N
153 7-Br n-butyl O 13 130 B
N
154 7-Br | CH(C6H5)COOCH3 55 187 A
N
155 7-Br (E) E”a 10 206 B
C6H5CH=CHCH?2 CH,




CoH5CH

1447- Br 4- CNC6HACH2"

=CHCH2N 1427- Br 4- CLC6HACH2( 18185A 1437- Br 4- FCBHACH2N16233A 2 8 0CT 2003
0 N52222A 1457- Br 4931193A ( COOCH3) C6HACHN

1467--Br 4- (CH30) C6HACH2ND14164B 1477- Br 4- 24199B ( OCOCH3) C6H4CHN
1487- Br 4- OHC6HACH2N15283B 1497- Br 3, 4- 57234A ( OCH20) CoH4CH2N
1607-Br 3, 5- 21168A (CH30) 2C6HACH2N 1517-Br 3, 4, 5- 21199- 201A ( CH30O) 3C6H2CH2N

1527-BrN1) 4- B NN _1537- Brn-but y| NL3130B 1547- Br OH C6H5) COOCH3N 55187A N
Commool GRERRRRE R O S Ea?*smf'(?/y%if’%?ag TR (Msbed
N, CH3 [L57NECH3(E) 431934 C6H5CH=CHCH2N 1587- CH3( E) n382P5A
156 7-Br | CH(C6H5)COOCH3 E”a 32 83 B
“CH,
157 7-CH3 (E) O 43 193 A
C6H5CH=CHCH2 N
158 7-CH3 (E) O 35 225 A
C6H5CH=CHCH2 N
159 8-CH3 CH3 O 70 - A
N
160 8-CH3 (E) O 18 - A
C6H5CH=CHCH2 N
161 7-OH (E) O 10 255 A
C6H5CH=CHCH?2 - N
162 . O (E) O 28 - A
"1 C6H5CH=CHCH2 N
Compound 109 :
'HNMR & (ppm) : 1.7 — 1.85 (m, 8H) ; 3.3 — 3.45 (m, 4H) ; 5.85 (d, 2H) ; 6.35 — 6.45 (dt,
5 1H); 6.65 — 6.75 (d, 1H) ; 7.25 (t, 1H); 7.35 (t, 1H); 7.45 (d, 1H); 7.6 (t, 1H) ; 7.85 (1,
1H); 8.2 (d, 1H) ; 8.3 (d, 1H)
Solvent : CDCls
- Compound 110 :
10 'HNMR 3 (ppm) : 1.65 — 1.95 (m, 8H) ; 3.35 (m, 4H) ; 4.8 (d, 2H) ; 5.25 — 5.4 (m, 2H);
5.9 -6.1 (m, 1H) ; 7.55 — 8.4 (m, 3H)
Solvent : CDCl;
- Compound 111 :
.15 'HNMR 8 (ppm): 1.7 — 1.9 (m, 8H) ; 3.35 (m, 4H) ; 5.25 (s, 2H) ; 7.2 - 7.4 (m, 3H) ; 7.45
(d, 2H) ; 7.6 (d, 1H) ; 8.15 (d, 1H) ; 8.4 (s, 1H)
Solvent : CDCl;
- Compound 112 :
20 'HNMR & (ppm): 1.7 - 1.9 (m, 8H); 2.3 (s, 3H) ; 3.35 (m, 4H) ; 5.25 (s, 2H) ; 7.1 — 8.45

(m, 7H)




C6H5CH=CHCH2N 1598- CH3CH3N70- A 1608- CH3( E) 18- A C6H5CH=CHCH2N 280CT 2003
1617- O—|( E) 10255A C6HS5CH=CHCH2 - N 1627.91E) D28- A O NC6HSCH=CHCH2N Conpound

109: "HNWR 6 (ppm : 1.7 -- 1.85 (m 8H) ; 3.3 - 3.45 (m 4H) ; 5.85 (d,

2H) ; 6.35 - 6.45 (dt, 5 1H) ; 6.65 - 6.75 (d, 1H) ; 7.25 (t, 1H) ; 7.35

(t, 1H ; 7.45 (d, 1H ; 7.6 (t, 1H) ; 7.85 (t, 1H); 82 (d, 1H) ; 8.3 (d,

1H) Sol vent : CDC13 - Conpound 110: 10 "HNVR S (ppm) : 1.65 - 1.95 (m 8H)

; 3.35 (8plvéhd):CDE1,8 (d, 2H) ; 5.25 - 5.4 (m 2H ; 5.9 - 6.1 (m IH)

7.55 - 8.4 (m 3H) Solvent : CDCI3 -Conmpound 1.11 15 'H NVR 6 (ppn): 1.7 - i
1.9 (m 8H) ; 3.35(m 4R); 5.25 (s, 2H) ; 7.2 - 7.4 (m 3H ; 7.45 (d, |
2H); 7. 6-Codmpound 1138. 15 (d, 1 H) ; 8.4 (s, I H) SoI vent : CDC13 - Corrpound |

é.1§5:(§0|%55m2&8p?74_51é Er]n I—ngé)g}"Sol ’ent 3@5%&%8‘56;“)(33 oun;d

113: 5H varlzli'; 7o, 1H);.8722 (d, 1HY584m(s,8H) ; 3.4 (m 4H) ; 5.45 (s, 2H) ;
7.15 - Fﬁ‘@@b—&b 7.4 5(d, 1H : 7.65(d, 1 H : 82(d, 1H : 845
(s, 1 H) vent : "CDC13

- Compound 114 :

'HNMR & (ppm): 1.7 - 1.9 (m, 8H); 3.4 (m, 4H); 5.25 (5, 2H) ; 7.2 - 7.4 (m, 3H) ; 7.45
10 (s, 1H);7.6(d, 1H);8.15(d, 1H); 8.45 (s, I1H)

Solvent: CDCl;

- Compound 115:

'H NMR & (ppm) : 1.65 — 1.85 (m, 8H) ; 3.3 (m, 4H) ; 5.15 (s, 2H) ; 7.25 (d, 2H) ; 7.35 (d,
15 2H);7.55(d, 1H);8.05(d, 1H) ; 8.3 (s, 1H)

Solvent : CDCl;

- Compound 116 : _

'H NMR & (ppm) : 1.7 - 1.95 (m, 8H) ; 3.35 (m, 4H) ; 5.25 (d, 2H) ; 7.35 (d, 2H); 7.45 (4,
20 2H) ;7.6 (d, 1H); 8.1 (d, 1H); 8.4 (s, 1H)

Solvent : CDCly

- Compound 117 :

'H NMR 8 (ppm) : 1.7 — 1.9 (m, 8H) ; 3.35 (m, 4H) ; 5.35 (s, 2H) ; 7.5~ 7.7 {m, SH); 8.15
25  (d, 1H); 8.4 (s, l1H)

Solvent : CDCl;

- Compound 118 :

"HNMR & (ppm) : 1.7 — 1.9 (m, 8H) ; 3.4 (m, 4H) ; 5.35 (s, 2H) ; 7.5 - 7.7 (m, 5H); 8.1
30 (d,1H); 8.4 (s, IH)

Solvent : CDCL

- Compound 119 :

'HNMR 8 (ppm): 1.7 ~ 1.9 (m, 8H); 3.4 (m, 4H); 3.9 (s, 3H); 5.35 (s, 2H) ; 6.9 (m,
35 2H);72(d, 1H);73(t, 1H);7.6(d, 1H);8.2(d, 1H); 84 (s, 1H)

Solvent : CDCl;




- Conpound 114: "HNWR S (ppm : 1.7 - 1.9 (m 8H) ; 3.4 (m 4H ; gZﬁc‘ET( 03
2H) ; 7.2 - 7.4 (m 3H ; 7.45 10 (s,.¢§ H) ; 7.6 (d, 1H);815(d I@
; 8.45 (s, 1 H Solvent : CDC13 - Compound 115: "H NVR S (ppm : 1.65 -
1.85 (m 8H) ; 3.3 (m 4H) ; 5.15 (s, 2H) ; 7.25 (d, 2H) ; 7.35 (d, 15 2H)
;‘7.55 (d, 1H) ; 8.05 (d, 1H) ; 8.3 (s, 1H) Solvent : CDCl13 Conpound 116:
HNI\/RS(pprr) 1.7 - 1.95 (m 8H ; 3.35 (m 4H) ; 5.25 (d, 2H) ; 7.35

(d, 2H éo,ﬂmg,pdu@o 2H) ; 76(d 1H ; 81(d 1H) ; 84(s 1H)
Sol vent : und 117: VRS ( pﬁ I—% 3 35
(m 4H) @Wéipm%”ﬂ@(mﬂ&) 37§5QF94,)831§(5233{)(C5415I%H) 84mys, 1

H Sol ven;tH) 7@133‘(@m9m’9"(§l11ﬁ) SBB*(INM_Hﬁ (ppm : 1.7 - 1.9 (m 8H) ,
3.4 (m 4 E&%%é( 7°(m BH) : 8.1 30 (d, IH : 8.4 (s,
1H) Sol v vent Oorrpound 119 : "HNVR S (ppm) : 1.7 - 1.9 (m 8H ;
3.4 (m 4H ; 3.9 (s, 3H ; 5.35 (s, 2H ; 6.9 (m 35 2H) : 7.2 (d, 1H);

7.3 (t, 1H,; 7.6 1H ; 8.2 (d, 1H ; 8.4 (s, | H Solvent : CDCI3 2 8
OCTZOOSM&%dlzo:1HN|\/RS(ppr’r):17-20(m8|—|);335(m
471H)7 ;(d3 75 SR BFﬂbpm)?lew (ﬂiﬂl)SH) ;63.85 (wm 4H); B)3 %03H155§-(1525H)1( ﬂﬂﬁﬁ(RdH)S ;
Q oun
(ppm ]12}};)7458@ 5I§ %gwlfﬁ 83@%‘ Hf:%:‘}?(s?,lg) rrp ;5.2 (s, 2H ;
6. 85 (d Solvent : CDCl;
10

- Compound 122 :
1.7-1.9(m, 8H); 3.4 (m, 4H) ; 52(5 2H);7.3(d, 1H); 7.4 (d, 1H); 7.5 (s, 1H) ; 76(d
1H) ; 8.15(d, 1H) ; 8.4 (s, 1H)

15 Solvent : CDCl;

- Compound 123 :
'"HNMR 5 (ppm) : 1.7 — 1.9 (m, 8H) ; 3.4 (m, 4H); 3.85 (s, 3H); 3.90 (s, 3H); 5.2 (s,
2H); 6.85(d, 1H); 7.1 (m, 2H) ; 7.65 (d, 1H) 8.2 (d, 1H) ; 8.45 (s, 1H)

20 Solvent : CDCl;

- Compound 124 :
'H NMR & (ppm) : 1.65 — 1.95 (m, 8H); 3.4 (m, 4H) ; 5.45 (s, 2H) ; 7.2 (m, 1H); 7.3 (d,
1H) ; 7.65 (m, 2H} ; 8.2 (d, 1H) ; 8.4 (s, LH) ; 8.55 (d, 1H)

25 Solvent : CDCls

.- Compound 125 :
'HNMR & (ppm) : 1.7 — 1.95 (m, 8H) ; 3.4 (m, 4H); 5.3 (s, 2H) ; 7.25 (m, 1H); 7.6 (d,
1H').; 7.85(d, 1H); 8.15(d, 1H) ; 8.45 (s, 1H) ; 8.6 (d, 1H}); 8.75 (s, 1H)
3¢  Solvent: CDCL

- Compound 126 :
'HNMR 8 (ppm): 1.55 — 1.9 (m, 8H) ; 3.1 (t, 2H) ; 3.25 (m, 4H); 4.25 (t, 2H) ; 7.05 -
7.25 (m,5H) ; 7.55 (d, 1H) ; 8.1 {(d, 1H); 8.35 (s, 1H)

35 Solvent : CDCly




2H) ; 7.45 (d, 2H) ; 7.65 (d, IH ; 8.15 (d, IH) ; 8.45 (s, I11) Sol\jeer;d :

CDCL3 10 - Conpound 122 1.7 - 1.9 (m.ogH); 3.4 (m 4H; 5.2 (s, 2H) < 8AG 003

(d, 1H);7.4(d, 1H);7.5(s, IH; 7.6 (d,  1H);8.15(d, 1H); 8.4 (s, 1H) 15

Sol vent : CDC13 - Conmpound 123: ~HNWR S (ppm) : 1.7 - 1.9 (m 8H) ; 3.4

(m 4H) ; 3.85 (s, 3H) ; 3.90 (s, 3H ; 5.2 (s, 2H ; 6.85 (d, 1 H ; 7.1

(m 2H) ; 7.65 (d, 1 H 8.2 (d, 1 H ; 8.45 (s, I H 20 Solvent : CDCl3 -
(m 8 ; 3.4 (m 4H) ; 5.45

Compound J1Z¢npdihdidy S (ppm @ 1.65 -- 1.95 H ; 3.

s, 2H ;T 7.3 (d, 1 . 7.65 (m 2H) : 8.2 (d, 1 ;8.4
Es, 1H)H) !szggg]((ﬂpmg szsl-éng%m;l_g-l%ﬁcﬂi);géér(ﬁ’gl)dha;ﬁﬂéz(g; m}\ﬂ\»'g)%((,ppn)
0 1.7 - 121-356(8f(d,&[=l));,7.13.(4,2(H9l;74ﬂd,;lH§-;S.ISEd, 2H);8:.4£735-,2ﬁ)(m 1H ; 7.6 (d,
1H); 7. 85( 1H)'§)é5(d, 1H); 8.45(s, I1H);8.6(d, 1H);8.75(s, 1H) 30 Sol vent :
CDC13 - FunéP35 1H NVR 6 (ppm) ¢ 1.55 - 1.9 (m 8H) : 3.1 (t, 2H) :
3.25 6m 4H) ; 4.25 (t, 2H) ; 7.05 - 7.25 (m5H ; 7.55 (d, 1H); 8.1 (d,
1H); 8.35 Sh (INH 129: Solvent : CDC13 - 94 2 8 0 C T 2003 - Conpound 127 :
"HNMR 5 —t-71o - 1.9 (m 8H) ; 3.15 (t, 2H) ; 3.35 (m 4H ; 3.75
(s, 3H) ;HANBR Bt(ppmpH}.76- 804, (BH)8H).; 25X n22H) 726((¢, 2H) ; B335 4HDE)A. B (4( s,
1H) Sol vety .7 GP§kh, 3u} 0785 (a, 19MRAYRAC 1478845 (s, 1H)

Solvent : CDCl3

10
- Compound 129 :
"H NMR & (ppm) : 1.7 — 1.9 (m, 8H) ; 3.4 (m, 4H) ; 3.9 (s,3H); 5.6 (s, 2H) ; 7.0(d, 2H) ;
7.7(d, tH); 8 (d, 2H) ; 8.25 (d, 1H) ; 8.45 (s, 1H)
Solvent : CDCl;
15
~~Compound 130 :
'HNMR & (ppm): 1.6-1.9(m,8H) ; 3.4(m,4H) ; 5.8(s,2H) ; 7.6(t,2H) ; 7.75(t,1H) ;
7.95(d,1H) ; 8.1(m,3H) ; 8.3(d,1H)
Solvent : DMSO
20
- Compound 131 :
'H NMR 8 (ppm) : 1.7 — 1.95 (m, 8H) ; 3.4 (m, 4H) ; 5.55 (s, 2H) ; 7.45 (d, 2H}); 7.65 (d,
IH);7.9(d,2H); 8.2(d, 1H); 8.4 (s, 1 H)
Solvent : CDCl;
25
- Compound 132 :
'HNMR & (ppm) : 1.7 — 1.9 (m, 8H) ; 3.4 (m, 4H) ; 3.9 (s, 3H) ; 4.0 (s, 3H) ; 5.6 (s, 2H) ;
7.1(d,1H);7.7(d, 1H) ;8.1 (d, 1H) ;8.2 (d, 1 H) ; 8.4 (m, 2H)
Solvent : CDCl4
30
- Compound 133 :
'HNMR & (ppm) : 1.75 - 1.9 (m, 8H) ; 3.4 (m, 4H) ; 3.9 (s, 3H) ; 4.0 (s, 3H) ; 5.6 (5, 2H) ;
7.1 (m, 1H); 7.7 (m, 1H); 8.15 —8.45 (m, 4H)
Solvent : CDCl;
35

- Compound 134:
'H NMR & (ppm) : 1.75 - 1.9 (m, 8H) ; 3.35 (m, 4H) ; 5.25 (s, 2H) ; 7.25 - 8.6 (m, 7 H)




"HNWR S (ppm) : 1.7 - 1.95 (m 8H ; 2.2 (m 2H ; 2.7 (t,. ; ZWT@,M
4H) ; 4.2 (t, 2H ; 7 - 7.3 (m 5H) .93.65 (d, 1 H) ; 81(d 1|—|)

(s, L H Solvent : CDC13 - Conpound 129: 1H NVR S (ppm : 1.7 - 9 (m 8H)
;3.4 (rn, 4H ; 3.9 (s, 3H) ; 5.6 (s, 2H) ; 7.0 (d, 2H ; 7.7 (d, 1H); 8
(d, 2H) ; 8.25 (d, 1H); 8.45 (s, | H Solvent : CDC13 - Conpound 130: 'H
NVR S (ppm) : 1.6-1.9(m8H) ; 3.4(m4H) ; 5.8(s,2H) ; 7.6(t,2H ;

7.75(t, 1ighlvedt 980G H) ; 8.1(m3H ; 8.3(d,1H) Solvent : DVBO 20 25 30 35 -
Compound 131 "HNVR S (ppm : 1.7 - 1.95 (m 8H) ; 3.4 (m 4H) ; 5.55 (s,
2H) ; 7.45 (d, 2H) ; 7.65 (d, 1H) ; 7.9 (d, 2H ; 8.2 (d, 1H) ; 8.4 (s, 1
H) Sol veniCompdua3l3ds :Conpound 132: "H NVR 6 (ppm) : 1.7 - 1.9 (m 8H) ; 3.4

m 4 ] 3H). ;4. D e nel d, 7. 7(d,
i1y 6.1 (4 NMRTERh 6 S5 APk Sop vt AHbo2s o el dht

" HNVRS ( pRH} ; 74, -7’551(19(2131)3ﬂ 8 &d,AHp; 4 (3 1H) (8.6 (HH)4. 0(s, 3H); 5. 6(s, 2H); 7.1
(m 1 H) Zt7 éﬂt‘ ; 8.15 -8.45 (m 4H) Solvent : CDC13 - Conpound
134: R)ﬁg rr% 175-1.9(m 8H) ; 3.35 (m 4H) ; 5.25 (s, 2H ;
7.25 - 8 6 (m 7 H) -95 Sol vent: CDC13 280C72003 - Conpound 135:

- Compound 136 :

'"HNMR & (ppm) : 1.75 — 1.95 (m, 8H) ; 3.3 — 3.45 (m, 4H) ; 5.3 (s, 2H); 7.5 - 7.7 (m,
10 4H);7.8(m, 1H); 8.1(dd, 1H) ; 8.6 (s, 1H)

Solvent : CDCl;

- Compound 137 :

"HNMR 6 (ppm) : 1.7 - 1.9 (m, 8H) ; 3.25 — 3.4 (m, 4H) ; 3.8 (s, 3H) ; 3.82 (s, 3H); 52
15 (s,2H);6.8(d, 1H);7.05-7.1 (m, 2H); 7.75 (d, 1H); 8.05(d, 1H); 8.6 (s, 1H)

Solvent : CDCl;

- Compound 138 :

'"HNMR & (ppm) : 1.6 — 1.85 (m, 8H) ; 3.2 - 3.4 (bs, 4H) ; 3.55 (s, 2H); 5.2 (s, 2H); 7.2
20 (m,2H);7.3 (m,2H); 8 (m, 1H); 8.2 (m, 1H); 8.25 (s, 1H); 12.3 (bs, 1H)

Solvent : DMSO

- Compound 139 :

'HNMR & (ppm) : 1.75 — 1.9 (m, 8H); 3.4 (m, 4H); 5.35 (s, 2H); 7.3 (m, 1H); 7.8 (d,
25 1H); 7.9(d, 1H}; 8.1 (d, 1H) ; 8.65 (m, 2H) ; 8.8 (s, 1H)

Solvent : CDCl;

- Compound 140 :

'H NMR & (ppm) : 1.8 — 1.95 (m, 8H) ; 3.4 (m, 4H) ; 4.9 (d, 2H) ; 6.35 (m, 1H); 6.75 (d,
30 1H); 7.25-7.45(m, SH); 7.8 — 8.65 (m, 3H)

Solvent : CDCls

- Compound 141 :

'H NMR & (ppm) : 1.35 — 2.05 (m, 6H) ; 2.95 (t, 2H) ; 3.4 (d, 2H) ; 4.9 (d, 2H) ; 6.35 (dt,
35 1H); 6.75(d, 1H) ; 7.25-7.45 (m, 5H) ; 7.85 (d, 1H); 8.15 (d, 1H) ; 8.65 (s, 1H)

Solvent : CDCl;y




IHNWRR S (ppm : 1.65 - 1.95 (m 8H ; 3.3 - 3.45 (m 4H) ; 5.25 (s,
6.95 -- 7.1 (m 5 2H) ; 7.4 - 7.55 (mgg2H) ; 7.8 (d, 1 H ; 8.1 (d, 21%”‘03

8.6 (s,
(m 8H)

1 H Solvent : CDCl 3 - Conpoun 136 "HNWR S (ppm : 1.75 - 1.95
; 3.3 - 3.45 (m 4H) ; 5.3 (s, 2H ; 7.5 - 7.7 (m 10 4H ; 7.8
; 81 (dd, 1 H ; 86 (s, 1 H Solvent : CDC13 - Conpound 137: 'H

NI\/R6(pprr) 1.7 - 1.9 (m 8H) 7 3.25 - 3.4 (m 411); 3.8 (s, 3H) ; 3.82

N—
;‘O

N
9;3;§¢Z%

°
.3

- O/-\/'\

@) I—“"

w

3
B
3’;

d,

3H) (%rﬁmihﬁii&‘zZH); (d 1H);705-71(m2H) 7.75 (d, 1

CDC13 d 138 "H NVR S
MRSS Ghprihn 2 o2yl ., 9D 35 34 (s AHY 1535 (3288 1000 @t : B4

ggfmvmdaﬂ)) 793(31(Hm SZﬂ(s;lﬁ)(m 1H; 8.2 (m 1 H ; 825 (s, 1

i J: lf% Sol vent - Compound 139: "HNWR S (ppm : 1.75 -
vent 2CRU ) 535 (s 2H) ; 7.3 (m 1H): 7.8 (d, 25 1H);

1 ; (d 1H ; 8.65 (m 2H) ; 8.8 (s, | H) Solvent : CDC13 -
0:6H b (ppm : 1.8 - 1.95 (m 8H) ; 3.4 (m 4H) ; 4.9 (d,
75(d 301 H ; 7.25 - 7.45 (m 5H) ; 7.8 - 8.65

6.
3H) ZHIN'MRt 5 (PIEOC1BY5 —CommuAd) 143 -+ 3:46 (MyRH) ; Sgb( 2H)1.638 -~ 72 (b, (M

2 3 , 5 (dt, 35 1 . 6.75
%ﬁ)(bzag H)S(m 21?#%5%!]%}9 375&5( I_LLI;}E&G(S 5 Ed, 1H ; ?65 (s, 1
ﬁplvcnt;[@i)@z-ge 8 0CL - Conpound 142 : "H NVR 8 (ppm) : 2 - 2.1

. 3.3 - 3.4 (m 4H) ; 5.25 (s, 2H) ; 7.25 (d, 2H) : 7.4 (d, 2H ;

.75 (d, szpmpoun%SHQd 1H); 8.55 (s, 1H) Solvent : CDCI 3

15

20

25

30

35

'H NMR & (ppm) : 2 —2.15 (m, 4H) ;3.3 - 3.45 (m, 4H) ; 5.3 (5, 2H) ; 7.55 - 7.7 (m, 4H) ;
7.8-79(d, 1H); 8.0(d, 1H); 8.6 (s, 1H)
Solvent : CDCl;

- Compound 145 :

'HNMR & (ppm) : 2 — 2.1 (m, 4H) ; 3.3 - 3.4 (m, 4H) ; 3.9 (s, 3H); 5.3 (s, 2H); 7.5 (d,
2H) ;7.8 (d, 1H); 7.9 - 8.05 (m, 3H) ; 8.6 (s, 1H)

Solvent : CDCl;

- Compound 146 :

'H NMR & (ppm) : 2 - 2.1 (m, 4H) ; 3.3 - 3.4 (m, 4H) ; 3.8 (s, 3H); 5.2(s, 2H); 6.9 (d, 2
H);7.45 (d,2H); 7.8 (d, 1H) ; 7.95(d, 1H); 8.6 (s, 1H)

Solvent : CDCl;

- Compound 147 ;

'HNMR § (ppm) :2-2.1(m, 4H); 2.3 (s, 3H) ; 3.3 — 3.4 (m, 4H) ; 5.25 (5, 2H) ; 7.05 (d,
2H);7.5(d,2H); 7.8(d, 1H); 8.0(d, 1H); 8.6 (s, 1H)
Solvent : CDCl;

- Compound 148 :

'HNMR & (ppm) : 2.7 (s, 6H) ; 5 (s, 2H) ; 6.6 (d, 2H) ; 7.1 (d, 2H}; 7.9 (d, 1H); 8.0 (d,
1H); 8.1 (s, I1H); 9.35 (s, 1H)

Solvent : CDCl;

- Compound 149 :

'"HNMR & (ppm): 2 - 2.15 (m, 4H) ; 3.3 - 3.45 (m, 4H) ; 5.15 (s, 2H) ; 5.9 (s, 2H) ; 6.75
(d, 1H); 6.9~ 7.0 (m, 2H) ; 7.8 (d, 1H) ; 7.9 (d, 1H); 8.6 (s, 1H)




5 10 15 20 25 30 35 - Conpound 143: 1H NVR 6 (ppm) : 195 - 2.1 (m

3.3- 3.45 (m 4H) ; 5.2 (s, 2H) ; 6.957= 7.1 (m 2H) ; 7.35 - 52@rﬂET£W}

; 7.75 (d, IH ; 7.95 (d, 1H ; 8.6 (s, 1H) Solvent : CDC13 - Corrpound 144

IHNWR S (ppm : 2 - 2.15 (m 4H) ; 33-345(m 4H) ; 5.3 (s, 2H) ; 7.55

-7.7(m 44 ; 7.8 - 7.9(d, 1 H ; 80¢(d, 1 H ; 86 (s, I H Solvent :

CDC13 - Conpound 145: 1 HNI\/R8 (ppm : 2 - 2.1 (m 4H ; 3.3 - 3.4 (m 4H
.5 (d,

, 39(8503Jéht cﬁcig(s 2H) ; ( 2H) ; 7.8 (d, 1 H ; 7.9 - 8.05 (m
3 H ; 8.6 Sol vent : CDC 3 - Conpound 146: 1H NWR S (ppm : 2 --
21(m4H);33-34 (m 4H) ; 3.8 (s, 3H ; 5.2 (s, 2H ; 6.9 (d, 2 H)

7. 45((1 ound15® :(d, 1H); 7.95 (d, 1H); 8.6 (s, 1H) Solvent : CDC13 -
Co

(4t ’ﬁﬁgﬁémﬁﬁﬁ(?% ¢80 3585 14 L 4y 17505, b3 550 30563 6,0 (o,
1 H S 81H)(6.651s,AH)SA&EhiH) ; THC, HI)CospdEdH148: H NVR S (ppm) : 2.7 (s,

6H);5 6.6 (d, 2H) ; 7.1 (d, 2H ; 7.9 (d, | 8.0 (d, 1H);
(s ??2’)@%‘3?3 1I(—|) S|(;|I)vent : (CD013H2 CorrpouEld 149:H)~H NI\/R(S(pplrjr)D

2 © 215 (m 4H) : 3.3 - 3.45 (m 4H) : 5.15 (s, 2H) : 5.9 (s, 2H) : 6.75
- Compound 151 :
'HNMR & (ppm) : 2.0 ~ 2.1 (m, 4H) ; 3.3 - 3.4 (m, 4H) ; 3.85 (s, 3H) ; 3.9 (s, 6H) ; 5.2 (s,
10 2H);6.8(s,2H);7.8(d, 1H); 7.95(d, 1H); 8.65 (s, 1H)
Solvent : CDCl;

- Compound 152 :
'"HNMR & (ppm) : 2 (m, 4H) ; 3.35 (m, 4H); 5.2 (s, 2H) ; 7.15 (5, 1H); 7.6 (5, iH); 8§ —

15 8.15(m,2H); 8.3 (s, 1H); 12 (m, 1H)
Solvent : DMSO

- Compound 153 : -

"H NMR & (ppm) : 0.95 (t, 3H) ; 1.35 - 1.5 (m, 2H) ; 1.8 - 1.9 (m, 2H) ; 2.0 - 2.1 (m, 4H) ;
20 34-35(m,4H);4.1(t,2H); 7.8 (d, 1H); 8.0 (d, 1H); 8.6 (s, 1H)

Solvent : CDCl3

- Compound 154 :
'H NMR 5 (ppm) : 2.45 — 2.55 (m, 4H) ; 3.25 - 3.4 (m, 4H) ; 3.7 (s, 3H) ; 6.6 (s, 1H) ; 7.35

25 —=7.50(m, 3H); 7.55(d, 2H); 8 — 8.1 (m, 2H) ; 8.3 (s, 1H)
Solvent : DMSO

- Compound 155 :
'"HNMR & (ppm) : 2.9 (s, 6H) ; 4.8 (d, 2H) ; 6.2 - 6.3 (dt, 1H); 6.7 (d, 1H) ; 7.1 - 7.35 (m,

30 SH);7.75(d, 1H); 8.0(d, 1H); 8.6 (s, |H)
Solvent : CDCl;

- Compound 156 :

'HNMR & (ppm) : 2.9 (s, 6H) ; 3.8 (s, 3H); 6.6 (s, 1H); 7.35 — 7.45 (m, 3H); 7.55 (d,
35 2H);7.8(d,1H);8(d, 1H): 8.6 (s, 1H)

Solvent : CDCl;




(d, 1H ; 6.9-7.0(m 2H ; 7.8 (d, | : 9(d 1H);8

-97 Sol vent: CDC13 - Conpound 150: H%NR S (ppm 2.0 - 2.1 (m 4H) Z&QH%ZUM
3.4 (m 4H) ; 3.75 (s, 6H) ; 5 111) 65 (s, 2H) 78(d | H ; 7.95
(d, 1H); 8.65 (s, 1H) Solvent : CDCl3 - Conpound 151 : "HNWR S (ppm : 2.0
-2.1 (m 4H) ; 3.3 - 3.4 (m 4H) ; 3.85 (s, 3H ; 10 2H) ; 6.8 (s, 2H) ;

7.8 (d, 1 H ; 7 95 (d, I H) : 8.65 (s, 1 H Solvent : CDC13 280CT2003 5. 2
(s, 2H) E 4 59 (s, 6H) ;5.2 (s, - Conmpound 152: "H NVMR S (ppm : 2
(m 411)° ;5. 73 (s, 2H) ; 7.15 (s, ; I—g 8
15 8. 15 tHerH)B (pp&)Bl@s—lQﬂXm 8H) (25 G, I-3)H)Sc3l4/er3t5(md»l’§)49@é>rﬁiﬂﬂﬁsl +53 ' H

NIVR S (pﬁ @, 912.[353(% 631#%5 5{%3 733Qn znfp %S(dlzfg -745&1(21%) %Wé 02 0 -
1 H) ; 81H (83 (s 1H) SO| vent : 00013 - Conpound 154 : 'H NI\/R s (pprr) . 2.45

(81 GD@‘I - 34 (m 4H ; 3.7 (s, 3H) ; 6.6 , 1 ; 7.35 25
-7 50 (m §Ié§) %5 (d, 2H ; 8 - 81 (m 2H) ; 8.3 (s,(iH) Sgil)vent . DVBO
Conmpound 155: H NVR S (ppr’r) 2.9 (s, 6H) ; 4.8 (d, 2H ; 6.2 - 6.3 (dt,

élc_)ll)vian? 7ch oghp_“sgz.é;] '35 (m 30 gH)? 75(d, 1H):8.0(d. 1H):8. 6(s, 1H)
6.6 (sflqﬁ'ﬁ;g @%S%#.(%sa’?ﬁ] Zé%‘% gp m)‘“%)s’ %%(9529%&1 %f%((di 8 (d,
1H) : 8. GHf S6.71H.8 (d, 1H); 7.2— 7.4 (m, SH); 7.5 (m, 1H) 8 (d, 1H) ; 8.3 (d, 1H)

10  Solvent: CDCl3

- Compound 159 :
'H NMR § (ppm) : 1.7 - 1.9 (m, 8H) ; 2.45 (s, 3H) ; 3.25 - 3.35 (m, 4H) ; 3.65 (s, 3H) ; 7.2
—-7.3 (m, 2H) ; 8 (m, 1H) ; 8.2 - 8.3 (m, 1H)

15  Solvent ; CDCl3

- Compound 160 :
'H NMR & (ppm): 1.8 — 2 {(m, 8H) ; 2.55 (s, 3H); 3.3 - 3.5 (m, 4H) ; 4.9 (m, 2H); 6.3 —
6.4 (m, 1H); 6.7~ 6.8 (d, 1H} ; 7.2 -7.4 (m, 6H) ; 8.1 (s, 1H) ; 8.35 (m, 1H)

20  Solvent : CDCls

- Compound 161 :
'H NMR 8 (ppm) : 2 (m, 4H) ; 3.4 (m, 4H) ; 4.8 (d, 2H) ; 6.35- 6.4 (dt, 1H) ; 6.7 (d, 1H) ;
7.2 - 7.4 (m, 4H) ; 7.45(d, 2H) ; 7.55 (s, 1H) ; 8 (d, 1H) ; 10 (m, 1H)

25 Solvent : CDCl3

- Compound 162 :
'HNMR & (ppm) : 1.5 -2.1 (m, 16H}); 3.3 - 3.7 (m, 8H) ; 4.9 (4, 2H) 6.3 — 6.4 (dt, 1H);
6.7 - 6.8 (d, 1H) ;6.8-6.9(d, 1H); 7.2 - 7.5 (m, 6H) ; 8.25 (d, 1H)

30 Solvent : CDCl;

Example 163
METHOD A : 1-Azepanyl-4-benzyl-7-bromo-4H-{1,2,4]triazolo[4,3-a]quinazolin-5-one.

(I) :X1=7-Br;X2=H;

R= \/O . NR4R5 = NQ

35



Sol vent : CDC13 -98 2 8 O C T 2003 - Conpound 157: ' HNVRS(ppm) :
1.8-195(m 8H); 2. 5(s, 3H); 3. 4-3.5(m 4H) ; 499(d, 2H); 6. 3- 6.45 (dt, 1r) ;L GOET 203
6.8 (d, IH) : 7.2 - 7.3 (m 3H ; 7.35°Cd, 2H) . 7.55 (d, 2H ; 8.1 (d.

1H); 8.3(s,1H) 5 Solvent : CDCl13 - Conmpound 158: "HNVMR 5 (ppm) : 2.1 (m 4H)
..2.5 (s, 3H : 3.4 (m 4H ; 4.9 (d, 2H) ; 6.3 - 6.45 (dt, IH):6.7-6.8
(d, 1H);7.2-7.4(m 5H); 7.5 (m 1H); 8 (d, 1H); 8.3 (d, 1H 10 Sol vent

COC13 - SRR YRH 750l bR p Pipodgohrr BB o Fordt ), )

8 3 ( r2n 5|5(pi)ep515d Slsglthentethodm@mpl@iﬁ)ausmtndﬁbin 2 mivit &x(appttjylcncimise are2 (m
.3 - 6.4 1 ;
6 7 i I%ngl k%)ml%(}\}ﬁfb&tﬁ%ﬁ asﬁ tecte (in(n m&l{peH) 8.3 5 (m(ml H)H)Zd

Sol vent ‘Thedgxsire 1sabnlpmﬂmuecnwlths Blghp™ : 2 (m 4H) ; 3.4 (m 4H)
;1 g 5§ 9. ﬁer’cogln?% tﬁ? ﬁ‘n((lr%btalhéa is coﬁcgntxﬁféd u})hﬁr vacw]m%b Eufé(zﬂa glﬁksﬁ‘gfﬁ"d- 2H) ;

NMR 6 (ppﬂ)lch ig _ purified y(ﬂqshlghqpmatograg) y gp -,a @ﬁgurrm_oof snhcg e(lgtmgzpaélth ag. 3 -
6.4 (dt, gber& ﬁchrx;@rﬁm(ﬂurelki) , 6.8- 6.9 (d, | H) , 7.2 - 7.5 (m 6H)
; 8.25 ( §0 Sol vent: Exg@l e 1?5 I\Eryge
1- Azepanylihe ALl eRYtA TartigpsHafs-com ffdzﬂ“ i ?905% i Sa]aaﬂ hepralyet oBtained. (1)
: X1 o= 7‘(13.0 g) igRcrystallizeRfrom ethR‘bR5 =
10 3.2 g of the compound of Example 163 are obtained in the form of crystals.
Yield = 66%.
m.p. (Tottoli) =175°C
TLC (99 CH,Cl; /1 CH30H) : Rf = 0.40
'HNMR & (ppm) CDCl; :
15 1.7-1.85(m, 8H) ;3.3 (m, 4H) ; 5.3 (s, 2H); 7.2 - 7.35 (m, 3H) ; 7.45 —d, 2H); 8.0 (d,
1H); 8.15 (s, 1H); 8.4 (d, 1H)

Example 164

METHOD B : 1-(Pyrrolidin-1-yl)-4-benzyl-7-bromo-4H-{1,2,4]triazolo[4,3-a] quinazolin-
20  5-one.

)] :X1=7Br; X2=H;

R= \/© . NR4R5 = NO

37.0 g (85 mmol) of 4-benzyl-1,7-dibromo-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
25  dissolved in 750 ml of dimethylformamide (DMF) are placed in a reactor protected from

moisture and 14.3 g (340 mmol) of sodium bicarbonate are added, followed by 12.1 g

(340 mmol) of pyrrolidine.

The mixture is then refluxed with stirming for 6 hours.

After cooling, the solvent is evaporated off under vacuum, the residue obtained is taken up
30 in a water/ethyl acetate mixture and the insoluble material therein is triturated and then

filtered and dried: 18.3g of a TLC-pure first crop of the compound of Example 164 are thus

obtained.

The aqueous and organic phases are separated and the ethyl acetate phase is washed with

water and dried over Na;SO,. After concentrating the solvent under vacuum, 14.2 g of a

35  second crop of the compound of Example 164, which is also TLC-pure, are obtained.



-99 28 0CT 2003 4.0 g (10.7 mol ) of 4-benzyl-1, 7-di brono-4H [

1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-o0ne prepared by the nethod of Iixﬂa%ﬁ 203
256) .suspended in 25 m of hexanet hyréﬂ imne are placed in a 50 n

round- bottonmed flask protected from noisture. The m xture is then refl uxed
with stirring for 16 hours. 5 After cooling, the solution obtained is
concentrated under vacuumto give 4.8 g of residue which is purified by

flash ch t f | i .6 C1210. 4
GRS Lot ernte prediptl e Sperctecprgugt S watib ireBY et dofguihal e
dryness @j}mcht@l pr oduct ob]E ai ned (4lg g) is lrytacr yséa! i tzﬁd ;rom e]E hanol .

10 3.2 e o] e formao

cryst al A Sempliiaf CIRGY edyafiéagRof iitad o B LY b el S it

Rf = 0. 4fe fdrbh dd\dRyskal§ppm) CDC13 : 15 1.7 - 1.85 (m 8H) ; 3.3 (m 414) ;

5 3 2 _ 5(m 3 ; 7.45 -d, 211) ; 8.0 (d, 1 ; 8.15 (s,
(5S g '50“013 17éxé o 100 METHOD B : ( K (
1 (PyrroTLll(WQIHyﬂZMlZCHM)I#OﬁSbronD 4H[ 1,2,4]triazol o[ 4, 3-a] qui nazolin-

20 5- OI‘IELI_!Lﬁ%a gﬁgﬁ%BZ qu 431 %Rﬁrxg[,@@(aozﬂ y {85 ¢ EH"?,'Hg :0f 65 (4, 2H);

4- benzyl triazo ] qui hazol I'n-5-"one

di ssol vels$ (ﬂ,'lﬁ() H15dH, sf bflani de (DMF) are placed in a reactor

pr ot ect eg(flt, yels jpture and 14 3 g (340 mol ) of sodi um bi carbonate are
added, followed by 12.1 g (340 nmol) of pyrrolidine. The mixture is then
refl fked with stirring for 6 hours. After cooling, the solvent is
evapor at ggariple 165der vacuum the resi due obtained is taken up 30 in a

el ur Qﬁﬂtﬁéﬁt Fn B e P F s R0 A oy PE et PG AiPrtdoteg o o
t he conpgguidazaiinEB«empl e 164 are thus obt ai ned.

(D:X1=7-Br;X2=H
CH,

Hsc\ ‘r/
R= ; NR4RS = N

25 g (5.75 mmol) of 4-benzyl-1,7-dibromo-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
suspended in 30 ml of ethanol are placed in a reactor under pressure. 5.0g of
n-butylmethylamine (57.5 mmol) are added, the reactor is closed hermetically and it is then
20  heated on an oil bath at 160°C for 8 hours. After cooling and leaving to stand for 2 days, -
the residual oil (2.8 g) is chromatographed on a column of silica, eluting with a 99.5
CH,Cl; / 0.5 CH30H mixture. 1.8 g of the compound of Example 165 are obtained.
~ Yield = 70%.
TLC (98.5 CH,Cly/1.5 CH;0H) : Rf = 0.45
25 'HNMR & (ppm) : 0.9 (t, 3H) ; 1.25 — 1.4 (m, 2H) ; 1.55 - 1.7 (m, 2H) ; 2.85 (5, 3H) ; 2.9
- 3.5 (m, 2H) , 5.5 (s, 2H); 7.2 - 7.35 (m, 3H) ; 7.7 (d, 2H) ; 7.9 (d, 1H) ; 8.25 (d, 1H) ;
8.5 (s, IH)
Solvent : CDCl;

15

30
The compounds (I) of Examples 166 to 198 (Table 3) are prepared according to one of the

methods A, B and C described in Examples 163 to 165.



The aqueous and organi c phases are separated and the ethyl acetate phase iﬁ
washed with water and dried over Na2Sg4 . After concentrating the so AT 2003
under- vacuum 14.2 g of a 35 second crop of the conpound of Exanple 164,
which is also TLC pure, are obtained. -100 2 8 OCT 2G33 Yield (of crude
product) = 90% ; the product is used for the next step w thout further

purification. A sanple of 0.35 g is recrystallized from nethanol to give
0.32 g of the pure conpound in the formof crystals. 5 mp. (Tottoli) =
173C TLC (99 CH2Cl12/1 CH3COH) = 0.35 '"HNWR b (ppm : 2.1 (m 4H) ; 3.4 (m
4H) ; 5.45 (s, 2H) ; 7.3 (m 3H) ; AABLES 2H) : 7.85 (d, 1H) ; 8.15 (d,

1H) ; 8.45 (s, 1H) Solvent : CDCl3 10 Exanple 165 METHOD C :

1- [ N- (f=putyl) - e hyl'gm noj - 4- benzyl - 7- brono- &4 %,4,4 tTTazot o473
a] qui naS8mAeuBdgne X 1)t X1 =7- & x2=H f= XR4BSC | NIrd =| m-p. GCY | Methed
mol ) of 4Npenzyl- 1, 7-dibromo-4H [ 1,12, 4]triazdl ofedy3-p] qui nazgl i n-5-ane
suspendgedTm 30|m of ' ctor_unper—pressure—51 Qg
of n-but yl&et hyl anflne ¥ 57. £6k»6IHZ ar e ad;('ed,z the rd@ctof i46Tl ojed B
hernmetijcally and it is [fhen 20 heated o¢n il bath at L60C for |8 hoursg.
After ¢ ' Heavinmg—to—stand—for2— ; re—restguat—ot+H2—8—¢) iS
chr omaf ogr¥¥hed on7-§1coll um ofHj lica, (elluting Wth1d 99| 5 1CH2C]2 /A0. 5
CH3OH I xture. 1.8 g of| the conpound of e |65 are pbtained| Yield|=
70% THC+98-5-&HRC 2/ 3 5 CHROHy— RE+ 045 25 11 NVMR 6l (pom) - 10 Q (1
3H) ; 1.25168 1]4 7-@ 211) ; CHH - 1.7 ( H | 2385 (5, B9 ;LZ.% -13.5
(m 2H] ; 5.5 (%, 2H) ;| 7.2 - 7.35 (m |3HN J7.7|(d, 2H)}|; 7.9 (¢, 1H ;
8.25 (e—+H) CH
169 7-Cl CH3 N 50 180-182 A
N
170 7-Cl CH3 @ 60 185 A
—N
171 7-Cl C6H5 O - 5 179 A
Y .
172 7-Cl C6H5CH2 Q 88 162 A
N
173 7-Cl C6H5CH2 O 78 163 B
N
174 7-Cl C6H5CH2 68 178 B
N
175 8-Cl CH3 O 3! 179 A
N
176 8-Cl C6H5CH2 Q 1 - B
N
177 7-Br CH3 O 72 174 A
N
178 7-Br C6HSCH?2 67 183-185 A
N
CH
179 7-Br C6HS5CH2 . ’L 3 ‘53 171 B
“CH,
180 7-Br C6H5CH2 o 50 189 B
N




8.5 (s, I H Solvent : CDC13 30 The conpounds (1) of Exanples 166 tozlﬂqﬁ[ﬁ 2003
(Table 3) are prepared according to angzaof the nethods A, B and C

descri bed in Exanples 163 to 165. -101 TABLE 3 280CT2003 Conpound

X1, RNRARSYield mp. (C) Method No. (% 166HC6H5CH2J 70167B N
1677-Cl CH3NW ~17112A 1687- Cl CH3N35192A 1697- Cl CH3JN'CH, 50180-182A N

1707- CLCH3- N6Q185A 1717-Cl C6HENG179A 1727- C1LCAHECHPNRS162A 1737- Cl C6H5CHRJ
78163H M dddifiadl CokipCHING8178BR1758- Cl PHAMIRT9A 17684 C|Gal .@@i\'hmﬁth d
1777- & CI—43€/D7"2174A 1787- Br C6H5CH2n 671B3- 185A N P 0
No. (%)
181 7-Br C6HSCH?2 s 49 235 B
N
182 7-Br C6HSCH2 N 60 230 B
NS
183 7-Br C6HSCH2 Q 51 238 B
S
184 7-Br C6H5CH?2 (\"’\Q 50 226 B
NS
185 7-Br C6H5CH?2 @ 82 172 B
N
186 7-Br C6HSCH2 @ 85 210 B
N
187 7-Br C6H5CH2 D_OH 79 176 B
188 7-Br C6H5CHZ NHCH3 52 238 C
189 7.1 C6HSCH2 O 100 184 B
N
190 7-CH3 C6HSCH2 O 90 183 B
N
191 7-CH3 C6HSCH2 O 60 189 B
N
CH
192 7-CH3 C6HSCH? 1 75 186 B
“CH, '
193 7-CH3 C6H5CH2 (\s 78 265 B
) {J
194 | 8-CcH3 C6HSCH2 O 50 202 A
' N
195 7-OCH3 C6HSCH2 O 42 153 B
N
196 7-OCH3 C6H5CH2 O 65 154 B
N
197 7-CN C6H5CH?2 O 77 219 B
’ N




1797- Br CBHECHRCHS 531718 N CH3 1807- Br CBH5CH20 501898 NJ - 102 2 BOGT2003,.,
ConpoundX1RNR4R5Yi el dm p. (C) Met hod Nojd%d 1817- Br CBHSCH2r s49235B NJ
1827- Br C6H5CH2" 60230B r N 1837- Br C6H5CH251238B r N NJ

1847- Br C6H5CH2N50226B 1857- Br C6H5CH2N82172B 1867- Br C6HSCH2™ J 85210B N

1877- Br C6H5CH2N79176B OH 1887- Br C6H5CH2NHCH352238C 1897- | CBH5CH2NO 100184B

N 1907- CH3C6H5CH2C90183B 1917- CH3CEH5CH2NG0189B
Compound X1 R NR4R5 Yield | m.p. (°C) |Method
No. (%)
198 7-NO2 C6HSCH2 Q 32 206 A
' N

10

15

20

25

30

- Compound 166 :

'"H NMR & (ppm) : 2 {m, 4H) ; 3.3 (m, 4H) ; 5.35 (s,2H);72-73 (m,3H); 7.4 (d, 2H) ;
7.6 (t, 1H) ; 7.9 (t, 1H) ; 8.2 (m, 2H)

Sotvent : DMSO

- Compound 167 :

'HNMR & (ppm) : 0.8 (m, 6H) ; 1.15-1.25 (m, 4H) ; 1.35-1.55 (m, 4H) ; 3 (m, 2H) ; 3.2
(m, 2H) ;3.7 (s, 3H) ; 7.65 (m, 1H) ; 8.3 (m, 1H) ; 8.45 (m, 1H)

Solvent : CDCl4

- Compound 168 :

'H NMR & (ppm) : 1.3-1.9 (m, 6H); 2.9 (t, 2H); 3.3 (m, 2H); 3.5 (s, 3H); 8.0 (d, 1H);
8.1(d, 1H); 8.3 (d, 1H)

Solvent : CDCl;

- Compound 170 :

IH NMR & (ppm) : 0.7 (s, 3H); 0.8 (s, 3H) ; 1.0 (s, 3H) ; 1.5-1.9 (m, 5H) ; 2.55 (d, lH).;
2.85(d, 1H); 3.15 (m, 4H) ; 3.4 (m, 4H) ; 7.9 (d, ] H); 8.0 (s, 1H) ; 8.4 (m, 1H)
Solvent : DMSO

- Compound 171 :

'THNMR & (ppm) : 1.7 — 1.8 (m, 8H); 3.3 (m, 4H(+H;0) ; 745 — 7.6 (m, 5H) ; 8.05 (m,
1H); 8.15 (s, 1H) ; 8.45 (d, LH) ‘

Solvent : DMSO

- Compound 172 :

'H NMR 6 (ppm) : 1.7 — 1.85 (m, 8H) ; 3.3 (s, 4H); 5.3 (s, 2H) ; 7.25 - 7.5 (m, 5H) ; 8.0
(m, 1H) ; 8.15(d, 1H); 8.4 (d, 1H)

Solvent : DMSO




1927- CH3C6H5CH21 H375186B N, CH3 1937- CH3C6HS5CH2s78265B J N 2 80CT 2003
1948- CH3C6H5CH2NS0202A 1957- OCH3CoHSCHg42153B 1967- OCH3CoH5CH2ND65154B
1977-.CNC6H5CH2N77219B - 103 2 8 0 C T 2003 Conmpound X1RNR4R5Yi el d m p.
(O Method No. (% 1987- NO2C6H5CH2N32206A - Conpound 166 5 'H
NNR6(ppn') 2(m4H);3.3(m4H);5.35(s,2H);7.2-7.3(m3H);7.4(d,2H) 7.6 (t,

9 (t, 1H); 82 (m 2H) Solvent : DMSO - Conmpound 167: 10 "H NMR S

(ppﬁ)¢ n@)73: 115-125(m4H);135-155_(m8jllgl);3(m2H)
50| vent E@ﬁeﬁ( p@&) ‘B@) %é(manﬂ/R 545 (ppAH) > m}a H;--f.tS Qn(hﬁ)ﬁﬁﬁs—z 9
(t, 2H) 778,68 go $H§ 835;5’*1'}2, 8.0 (d, 1H; 8.1 (d, 1H; 8.3 (d, |
H)y Sol vent npound 170: 20 1H NMR 6 (ppm) : 0.7 (s, 3H ; 0.8
(s, 3H) Sokveg: bH) . 1.5-1.9 (m 5H) ; 2.55 (d, IH 2.85 (d, 1H);:

3. 15(mm 4H) ; 3. 4(m4H) 7.9(d, 1 H; 80 (s, 1H;8.4(m 1H
- Compound 174 :
'HNMR & (ppm) : 1.4 — 1.6 (m, 1H); 1.7 - 2 (m, 4H) ; 3 - 3.15 (m, 2H) ; 3.3 - 3.45 (m,
2H); 545 (s,2H); 7.25-7.35 (m, 3H) ; 7.7 - 7.8 (m, 3H) ; 8.3 — 8.4 (m, 2H)
Solvent : CDCl;

10
- Compound 175 :
'HNMR & (ppm) : 1.85 — 1.95 (m, 4H) ; 3.4 (m, 4H + H;0); 3.65 (s, 3H); 7.7 (d, 1H) ;
8.3(d, 1H) ; 8.55 (s, 1H)
Solvent : DMSO

15

- Compound 176 :
'HNMR & (ppm) : 1.8 — 2 (m, 8H) ; 3.3 — 3.5 (m, 4H) ; 5.4 (s, 2H) ; 7.2 — 7.35 (m, 3H) ;
7.4 -7.45 (m, 2H) ; 7.65 -7.7 (m, 2H) ; 8.25 -8.3 (m, 2H) ; 8.6 (s, 1H) :
Solvent : CDCl;

20
- Compound 177 :
'H NMR & (ppm) : 1.7 — 1.85 (m, 8H) ; 3.4 (m, 4H) ; 3.7 (s, 3H) ; 7.75 (m, 1H) ; 8.25 (m,
1H) ; 8.4 (m, 1H)
Solvent : CDCl;

25
- Compound 178 :
'HNMR & (ppm) : 1.35 — 1.95 (m, 6H) ; 3.05 (t, 2H) ; 3.35 (d, 2H) ; 5.45 (s, 2H) ; 7.3 (m,
3H);7.75(d,2H) ;7.95(d, 1H) ; 8.3 (d, 1H) ; 8.5 (s, I|H)
Solvent : CDCl3

30
- Compound 179 :
'HNMR & (ppm): 2.9 (s, 6H); 5.5 (s, 2H); 7.25 — 7.35 (m, 3H) ; 7.7 (d, 2H) ; 7.85 (d,
1H); 8.2 (d, IH) ;8.5 (s, 1H)
Solvent : CDCl;

35
- Compound 180 :
"HNMR & (ppm) : 3.2 - 3.4 (m, 4H) ; 3.75 - 3.9 (m, 2H) ; 3.9 — 4.1 (m, 2H) ; 5.5 (s, 2H) ;
7.2 -7.35 (m, 3H) ; 7.7 (d, 2H) ; 7.9 (d, 1H); 8.25 (d, 1H) ; 8.5 (s, 1H)




Sol vent : DMSO - Compound 171: 25 "H NWR 6 (ppm) : 1.7 - 1.8 (m 8H) 'ﬂﬁ ?2003
(m 4H(+H20) ; 7.45 - 7.6 (m SH ; 84 (m 1 H ; 815 (s, 1 H) 28 E
(d, 1 H Solvent : DVMSO - Conpound 172: 30 "H NVR 6 (ppm : 1.7 - 1.85 (m
8H) ; 3.3 (s, 4H ; 5.3 (s, 2H ; 7.25 - 7.5 (m 5H ; 80 (m 1 H ; 8.15
(d, 1 H ; 8.4 (d, 1 H Solvent : DMSO 280CT2003 -104 - Conmpound 173: 'H NWMR
S(ppm : 2.05(m 4H) ; 3.4 (m 4H) ; 5.45 (s, 2H) ; 7.2 - 7.35 (m 3H) ;
7.65 - 7.g0hdaM B, 8.2 (dd, 1H); 8.35 (s, 1H) Solvent : CDC13 5 -
Conpound 174: 'HNI\?RS(pprr) > 1.4- 1.6 (m 1H) ; 1.7 - 2 (m 4H ; 3 -
315 (m 2H) ; 3.3 - 3.45 (m 211); 5.45 (s, 2H) ; 7.25 - 7.35 (m 3H) ;

7.7 - 7. 8 Cdhhp (ﬁh’)dlSlS- 3-84(m 2H) Sol vent : CDC13 10 - Conmpound 175: 'H

NVR S ( - ; H20); 3. 65 3H) ;7.7
6 24y BMReD o) 28 550 0, s B8 ool (o Bl B Gt 1365 GH R
S §2-2 8 2H) ;3.5 4 7.2 - 7.35
Em(ng)D 2H).8.2— 361Gin, H) 77%1 H); (;er) 8+)2(d ﬁ{)48(§g 2111}) A 2H) 22 6
8

s, 1H SONF htéD%qus 20-Corrpound 177: HNI\/RS(ppr’r):l?-- 1.85 (m
H ; 3.4 (m 4H ; 3.7 (s, 3H) ; 7.75 (m 1H) ; 8.25 (m

- Compound 182 :

'HNMR & (ppm) : 2.3 — 2.45 (m, 5H); 2.9 — 3.0 (m, 2H) ; 3.25-3.35 (m, 4H); 5.5 (s,
10 2H);72-7.35(m,3H);7.7(d,2H);7.9(d, IH); 8.25 (d, IH); 8.5 (s, 1H)

Solvent : CDCl;

- Compound 183 :

'HNMR & (ppm) : 3.0 — 3.2 (m, 2H); 3.35 - 3.5 (m, 4H); 3.6 — 3.75 (m, 2H); 5.5 (s,
15 2H);6.9-7.05(m,3H); 7.2 -7.35(m, SH); 7.7 (d, 2H) ; 7.85 (d, 1H) ; 8.3 (d, 1H) ; 8.55

(s, 1H)

Solvent : CDCl;

- Compound 184 :

20 'HNMR & (ppm) : 2.4 (m, 2H) ; 3 (m, 2H) ; 3.3 (m, 4H) ; 5.5 (s, 2H) ; 7.3 (m, 8H); 7.7
(m, 2H); 7.9 (d, 1H) ; 8.2 (d, 1H) ; 8.5 (s, 1H)
Solvent : CDCl;

- Compound 185 :

25 'HNMR & (ppm): 2.2 — 2.65 (m, 2H); 3.2 — 3.9 (m, 4H) ; 5.45 (s, 2H); 5.8 - 5.9 (m,
1H)}; 59 - 6.0 (m, 1H); 7.2 - 7.35 (m, 3H); 7.7 (d, 2H) ; 7.9 (d, 1H); 8.25 (d, 1H) ; 8.5
(s, 1H)
Solvent : CDCl;

30 -Compound 186 :
'H NMR & (ppm) : 4.3 (s, 4H) ; 5.5 (s, 2H) ; 5.95 (s, 2H) ; 7.25 - 7.4 (m, 3H) ; 7.7 (d, 2H) ;
7.9(d, 1H); 8.25(d, 1H) ; 8.5 (s, 1H)
Solvent : CDCl;

35 -Compound 187 :
'HNMR & (ppm): 2 - 2.1 (m, 1H); 2.3 - 2.4 (m, IH); 3.2 - 3.6 (m, 5H) ; 4.6 - 4.7 (m,
1H); 5.45(s,2H) ; 7.2 - 7.3 (m, 3H) ; 7.65 (d, 1H) ; 7.85(d, 1H) ; 8.3 (d, 2H) ; 8.5 (s, 1H)
Solvent : CDCl,




1H ; 8.4 (m 1H) Solvent : CDCl3 25 - Conpound 178: 'H NWVR 8 (ppn’) 230@52003
- 1.95 (m 6H) ; 3.05 (t, 2H) ; 3.35 (fhg2H) ; 5.45 (s, 2H) ; 7.3 (m

; 7.75 (d, 2H) ; 7.95 (d, 1H) ; 8.3 (d, 1H) ; 8.5 (s, 1H) Solvent : CDClS

30 - Conmpound 179: "HNMR S (ppm : 2.9 (s, 6H) ; 5.5 (s, 2H) ; 7.25 - 7.35
(m 3H ; 7.7 (d, 2H ; 7.85 (d, 111); 82 (d, 114) ; 8.5 (s, 1H) Solvent :
CDC13 35 - Conpound 180: 'HNVRS(ppm:3.2-3.4(m4H); 3.75 - 3.9 (m 2H); 3.9
- 4.1 (m 2H); 5.5(s 2H); 7.2 - 7.35 (m 3H ; 7.7 (d, 2H) ; 7.9 (d,

1H); 8.25 (d, 1 8.5 (s, 1H - 105 Solvent: CDC13 280CT2003 - Corrpound

181 'H N B-3.0(m 4H ; 3.35 - 3.5 (m 2H ; 3.5 - 3.7 (m

2 ;. 5.4 Y 7 3 K

SF%(S lmﬁSOlfl\}zea?pp%kj) 3052(s 3%@9 H)O(Im 1(}13 %@sl\gmﬁg}i A L Qz%gﬂaaﬂ{'y') "$5 (m

5H) 2. § d?(ﬂl%795§dzléi),-8%(sséé 4H) ; 5.5 (s 10 2H) ; 7.2 -
55(mSo¥’veHl CDC137 (d, 2H) ; 7.9 (d, IH; 8.25 (d, 1H); 8.5 (s, 1H

SoI vent : CDC13 - Conpound 183 "HNWR 6 (ppm : 3.0 - 3.2 (m 2H) ; 3.35 -

3.5 (m 4H) ; 3.6 -- 3.75 (m 2H) : 55 (s, 15 2H) : 6.9 - 7.05 (m 3H) :
7.2 - 7. 3Tdopoid189:7. 7 (d, 2H) ;'7.85 (d. 1M 8.3°(d 1 H 5 855 (5,1
H - Sol venly &5 tsem) PIRM. 18%m, am ; 535, 2H)3 7.3 (m, 38); 7.4 (m, 2H); 80
(m, 1H) ; 8.2 (m, 1H); 8.5 (m, 1H)
10  Solvent : DMSO

- Compound 190 :
'"H NMR & (ppm) : 1.75 — 1.95 (m, 8H) ; 2.45 (s, 3H) ; 3.35 — 3.45 (m, 4H) ; 5.45 (s, 2H);
7.2-7.35(m, 3H); 7.45 (dd, 1H) ; 7.7 (dd, 2H); 8.15 (s, 1H) ; 8.3 (d, 1H)

15  Solvent: CDCl;

- Compound 191:
'H NMR & (ppm) : 2 (m, 4H) ; 2.5 (s, 3H) ; 3.3 (m, 4H) ; 5.3 (s, 2H) ; 7.2 - 7.55 (m, 5H) ;
7.7(d, 1H) ; 8 (s, 1H) ; 8.15 (d, 1H)

20  Solvent: CDCl;

- Compound 192 :
TH NMR & (ppm): 2.45 (s, 3H) ; 2.9 (s, 6H) ; 5.45 (s, 2H) ; 7.2 — 7.3 (m, 3H); 7.45 (d,
1H); 7.7 (4, 2H); 8.2 (d, 2H)

25  Solvent : CDCl

- Compound 193 :
'H NMR 8 (ppm) : 2.5 (s, 3H) ; 2.8 — 3.05 (m, 4H) ; 3.35—-3.75 (m, 4H) ; 5. S(s 2H); 7.15
—74(m, 3H);7.6(d, 1H); 7.7 (d, 2H) ; 8.1 — 8.25 (m, 2H)

30  Solvent: CDCly

- Compound 194 :
'H NMR & (ppm) : 1.8 — 1.95 (m, 8H) ; 2.55 (s, 3H) ; 3.4 (m, 4H) ; 5.4 (5, 2H) ; 7.25 - 7.35
(m, 4H); 7.7 (m, 2H) ; 8.25 (m, 2H)

35  Solvent: CDCl;




20'HNWR S (ppm : 2.4 (m 2H ; 3 (m 2H ; 3.3 (m 4H ;. 55(5 228—@[:”[]03
7.3 (m 8H ; 7.7 (m 2H ; 7.9 (d, Ny, 8.2 (d, 1H ; 8.5 (s,

Solvent : CDC13 - Conpound 185: 25 "H NMR S (ppm) : 2.2 - 2.65 (m 2H) ;
3.2 - 3.9 (m 4H ; 5.45 (s, 2H ; 5.8 - 5.9 (m 111); 5.9 - 6.0 (m 1H;
7:2 - 7.35 (m 3H) ; 7.7 (d, 2H ; 7.9 (d, 111); 8.25 (d, 111); 8.5 (s, 1
H) Solvent : CDC13 30 - Conpound 186. HNWR 6 (ppm : 4.3 (s, 4H) ; 5.5 (s,

2H) E‘LH;B:Q%O Oug,ld)ws? 25 - 7.4 (m 3H) : 7 7 (dn 2%7; . 9Nﬁ/g 61|(_Dpprr;3 _252
2.1 (mH F&S(ppn@ 132—11,9?:650 ﬁH)-B33533240(HB4§)§ﬁ19(§4-§H) S46s,2H;7.26m

|
H) , 5. 457(5(:12!:1)}1) 77%dd 27{)37(8?(&10%&591,8.3?%{@5 d, 111); 7.85 (d, 1 H ; 8.3

~

(d, 2H) Sol vent T 2003 -106 - Compound 188:
'HNI\/R8(p|§ﬂ$"'3’3t 33I—I) 39--4.0(m 1H);5.35(s,2H);7.15-7.25(m3H); 7.6 (d,
;' 57.7 (d, 1H);795(d 1H ; 84 (s, 1 H 5 Solvent : CDC13 -
Corrpound }:89 S((ppm : 2 (m 4H) ; 3.4 (m 4H ; 5.3 (s, 211); 7.3

(m 3H ;80 (m1H ;82(m 1H ; 85 (m 1H 10
Sol vent ’Hmm&(@mmpcmmﬂmnﬂ(nm\ms,wggom) 15375(3- 2H) ; 925 A17.BHm,; 2. 45

(50 %5 i s a1 ik 9 ASyigralh iy 72 1720 (8 L as
Conpoundsmgint::DMﬂﬂ?S(ppn):Z (m 4H) ; 2.5 (s, 3H); 3.3 (m4H); 5.3 (s, 2H
7.307 SeoldPoudiio7?. 7 (d. 1H):8(s, 1H):8.15(d, 1H)
"HNMR § (ppm) : 2.4 (m, 4H) ; 3.2 (m, 4H); 5.2 (s, 2H) ; 7.1 — 7.25 (m, 3H) ; 7.35 (m,
2H) ; 8.25 (m, 2H) ; 8.5 (s, 1H)
Solvent : CDCl;

15 -Compound 198 : .
'H NMR & (ppm) : 1.7 — 1.85 (m, 8H) ; 3.3 (s, 4H + H,0) ; 5.35 (s, 2H) ; 7.3 (m, 3H); 7.5
(m, 2H) ; 8.55 (d, 1H) ; 8.75(d, 1H) ; 8.9 (s, 1H)
Solvent : DMSO

20 Example 199 : i1-Azepanyl-4-benzyl-7-chloro-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one.
(0 X1=7Cl:X2=H

R= \/© ; = Q
NR4R5 N

044 g (1.27 mmol) of 4-benzyl-1,7-dichloro-4H-[1,2 4]triazolo[4,3-a]quinazolin-5-one

(Example 254} suspended i 2.5 ml of hexamethyleneimine is placed in a 50 ml round-

25

bottomed flask fitted with a stirrer and a condenser. The mixture is refluxed for 16 hours

with stirring. The brown solution obtained is then left to stand at room temperature until it
30 has cooled completely; it is poured into a mixture of water and methylene chloride, the

mixture is stirred and the 2 phases are separated by settling. The organic phase is washed

twice with water, dried over Na;SOy and then evaporated under vacuum to give 0.59 g of a

solid brown residue.

This product is chromatographed on a column of silica, eluting with a 99.5 CH,Cl»/ 0.5
35  CH;3;0H mixture.



20 Sol vent : CDC13 - Conpound 192: 'H NVR S (ppm) : 2.45 (s, 3H) ; 2 ®&0(500
6H) ; 5.45 (s, 2H) ; 7.2 -- 7.3 (m 3% , 7.45 (d, 1H); 7.7 (d, 2H); 8.2
(d, 2H) 25 Solvent : CDC13 - Conpound 63. "HNWR S (ppm : 2.5 (s, 3H ;
2.8 - 3.05(m 4H) ; 3.35 - 3.75 (m 4H) ; 5.5 (s, 2H ; 7.15 -7.4(m 3H);
7.6(d, 1H); 7.7 (d, 2H) ; 8.1 - 8.25 (m 2H) 30 Sol vent : CDC13 - Conpound
194: "HNWR S (ppm : 1.8 - 1.95 (m 8H) ; 2.55 (s, ;3.4 ( m4|—|);5.4

s, 2 7. 25 )

et L 18968 manaiéa%%%poé%ﬁn@oahﬁd*&&@ur@E?w%e%(%( H;ofzﬁ% oSt

8H) : 3 Eﬁampls K9 {snobtaipgd.; Tigs Ppreduct Mccwsgaluze(isfromkgthanot togive 0A 3@1‘( m
;. lélgrqjesslﬁhstals 7.8 (d, 1 H ; 835 (d, 1 H Solvent : CDCI3 5 -

Corrpound MR'S (ppm) : 2 (m 4H) ; 3.35 (m 4H) ; 3.9 (s, 3H)

535(sY2ql9 1725 - 7.35 (m 3H) ; 7.45 (d, 2H) ; 7.55 (d, 1H); 7.7

1H) ; 8. 2 Igi,(Tg{tah)SoiyLeat : DvsO 10 - Corrpound 197: "HNWMR S (ppm : 2

m 4 -725m3;7.35m2

53 25 (H)m Tizﬂ)(98 S g/lﬁh@%& n't035CDC13 15 - (CoerOE?ld 198: |(4 NMVR

(ppm : B RMRB @prym1.BHY.85 (&, BH)S 3.3H4, 4HYREB (5, BIBS57.25 R m; 5H) 380m 3H)

. 7.5 75 (d, 1 H : 8.9 " H Sol vent
DVBO 20(@%@ sigégslfb/@e‘%%%ﬁu benz§/l e oror 4H-ES ") Solven

1, 2, 4] t r Salredto[MVM8Oa] qui nazol i n- 5- one.
10  Compounds (I) of Examples 200 to 214 (Table 4) are prepared according to the process of

Example 199.
TABLE 4
15
Compound | X1 R NR4R5 Yield m.p. (°C) | Method
No. (%)
200 H CH3 O 40 199-203 | A
o N
201 H C6HSCH2 Q 66 157 A
. N
202 6-Cl CH3 O 8.5 >275 A
_ N
203 7-Cl CH3 O 77 145 A
N
204 7-Cl CH3CH2 O 11 98-100 A
N
205 7-Cl CH3 O 50 203-205 A
! ,
206 7-Cl CH3 (o 25 232 A
N
207 7-Cl CH3 25 123-125 A
()
208 7-Cl CH3 (D 15 204 A
N
209 7-Cl CH3 (p 30 272 A
"




I X1=7-

1, 7-dichloro-4H| 1,2,4]triazolo[4,3_1%bquinazolin-5 -one

AX2=HR = - NRARS5 = 25 0.44 g (1.27 mmol ) of 4-benzyl - 2 80CT 2003

suspended in 2.5 m of hexanethyleneimne is placed in a 50 m round-
bottomed flask fitted wwth a stirrer and a condenser. The m xture is
refluxed for 16 hours wth stirring. The brown solution obtained is then
left to stand at roomtenperature until it 30 has cool ed conpletely; it

(Exanpl e 254)

'S

pouredf Lnto a xtyr el of water, and net Hyl hlfor . Lihe tre 1s
stir re}lt%fﬂﬂo‘f 2X3hakes are dbparated byﬁggFgl i ngl.Y?éﬂe O%R}é) ;Wégboq

washed

tWee Wth water, dried over Ng2SO4 and [t hg®sevapor at ed binder

V)

vacuu
chro

CH3COH i xture. P 8 OJL2003 -108 After do ni ng jand evagorating [

to,ghve P.p9,9[ of a | d brown resigye.| This prijodu I S
ogFg%hed 6ﬁ85 col um o %ilica, ehgﬁﬁgg 'thhg 99.5 C1p /%.5
he

35

TLGp
Thi s E[
cryst
. Rf —

e fLractijp O} 46 g ot e conmpqund of a e 199 obf ar ned.
od&& S gégfystalIizégk?ronletran ngB%_4 g oh% col oufy es
s. Yield = 77%5 mp. (Tottoli) |= 1 TUC (98.5|CH2C12 /1.5 CH

BoH)

214)
Sol ve

035 1H NVR | {ppm)——1-7 1.8% (m BH) I 3 3 (g 4H) 5.3 (s
7.2%2- 7.57¢m|[5H ; €HB (m 1[H) /7 §. 1§ (di3l H) ;1% 4 [d, Al

: DMSO 10 Conpounds (1) of Exanpleg 200 |to 214 ([Table 4)iare

i 3 Q. _TABLH 4 Conpolnd

5Yies dm jp. 740) Met hod  KiBI3 200HCHC;40{9@- 203A 291Hd61450gH20 66A57A
N

214 7- CH3 O 34 203 A
QOCH3 N

10

15

20

25

- Compound 200 :

'HNMR 5 (ppm) : 1.75-1.9 (m, 8H); 3.4 (m, 4H); 3.6 (s, 3H); 7.6 (t, 1H); 8 (t, 1H) ;
8.25(d, 1H) ; 8.4 (4, 1H) '

Solvent : DMSO

- Compound 201 :

'HNMR & (ppm) : 1.7 - 1.85 (m, 8H); 3.3 (m, 4H) ; 5.3 (s, 2H) ; 7.2 - 7.35 (m, 3H) ; 7.45
(d, 2H); 7.6 (t, 1H) ; 7.95 (t, 1H)}; 8.2 (d, 1H) ; 8.4 (d, 1H)

Solvent : DMSO

- Compound 202 :
'HNMR & (ppm) : 1.5 - 1.8 (m, 8H) ; 3.4 (m, 4H) ; 3.5 (s,3H) ; 7.05 (d, 1H) ; 7.5 (t, 1H) ;
8.4 (d, 1H)

- Solvent : DMSO -

- Compound 203 :

'HNMR & (ppm): 1.7 - 1.85 (m, 8H); 3.3 (m, 4H); 3.5 (s, 3H); 7.95 (d, 1H); 8.1 (s,
1H) ; 8.35 (d, 1H)

Solvent : DMSO

- Compound 204 :

'HNMR & (ppm): 1.3 (t, 3H); 1.7 - 1.9 (m, 8H); 3.3 (m, 4H); 4.15 (q, 2H); 7.95 (d,
1H) ; 8.1 (s, 1H) ; 8.35 (d, 1H)

Solvent : DMSO




N 2026- Cl CH3NS. 5> 275A 2037- Ol CH3N77145A 2047- C CH3CH2N1198- 100A
2057- C CH3NO50203- 205A 2067- CLCH3r 0 224@% N 2077- CLCH3N25123- 125A £ 8 0CT 2003

2087- C1CH3l 15204A N 2097- Cl CH3N30272 5 280CT2003 - 109 Conpound
X1IRNR4ARSYi el dm p. (C) Met hod No. 2107-ClI CH3 e25180A .1 2117-C CH325165A
2127- FCH3() 13136A N 2137- 1CH3N47206A 2147- CH3N34203A OCH3 - Conpound 200:
"HNWR S (ppm : 1.75-2.9 (m 8H) ; 3.4 (m 4H ; 3.6 (s, 3H ; 7.6 (t,
1H); 8 (t, 111); :

- Compound 205 :
'H NMR & (ppm) : 2.0 (m, 4H) ; 3.35 (m, 4H) ; 3.75 (s, 3H) ; 7.65 (d, 1H) ; 8.15 (d, 1H);
8.3 (s, 1H)

5 Solvent: CDCI3

- Compound 206 :
'H NMR & (ppm) : 3.1 - 3.35 (m, 4H) ; 3.65 (s, 3H) ; 3.85 (m, 2H) ; 4.0 (m, 2H); 7.75 (d,
1H) ; 8.35 (m, 2H)

16 Solvent: CDCl3

- Compound 207 :
'H NMR & (ppm) : 1.8 (m, 10H) ; 3.4 (m, 4H) ; 3.75 (s, 3H) ; 7.75 (d, 1H); 8.35 (s, 1H) ;
8.4 (d, 1H)

15  Solvent : CDCl;

- Compound 208 :
'H NMR & (ppm) : 2.1 (m, 2H); 2.8 - 3.1 (m, 2H); 3.65 (m,lH); 3.75 (s,3H); 3.9

(m,1H); 6.15 (d,1H); 6.75 (t, 1H); 6.85 (t,1H); 7.1 (d, 1H); 7.5 (d, 1H); 7.85 (d,1H);
20 8.3 (s, 1H)
Solvent : CDCl3

- Compound 209 :

'H NMR & (ppm) : 2.9 (m, 1H); 3.2 (m, 1H)} ; 3.4 (m, 1H); 3.6 (m, 1H); 3.7 (s, 3H) ; 4.3
25 (d, 1H);4.45(d, 1H); 7.05 (d, 1H) ; 7.2 (m, 3H) ; 7.6 (d, 1H) ; 8.2 (d, 1H) ; 8.3 (s, 1H)

Solvent : CDCls

- Compound 210 : :
"H NMR § (ppm) : 1.4 (m, 2H) ; 1.7 (m, 3H) ; 2.6 (d, 2H) ; 2.9 - 3.15 (m, 2H) ; 3.3-3.5 (im,

30 2H);3.65 (s, 3H); 7.0-7.35 (m, SH) ; 7.7 (d, 1H) ; 8.3 (m, 2H)
Solvent : CDCl;

- Compound 211 :

'HNMR & (ppm) : | (s, 3H) ; 1.1 (s, 3H) ; 1.25-1.4 (m, 5H); 1.45 (d, 1H}); 1.6 (m, 2H) ;
35 1.9 (d,1H); 2.05 (m, 1H); 3.35 (d,1H) ; 3.45 (d, 1H); 3.7 (s, 3H) ; 4 (m, 1H); 7.65 (4,

1H); 8.3 (s, 1H); 8.6 (d, 1H)

Solvent : CDCl;




8.25 (d, 1H); 8.4 (d, 1 H 5 Solvent : DWVSO - Conpound 201 . 'HNIVR5Q|cngQ”gg3
1.7- 85(m8|—|);33(m4|—|);53(1§ 2H)72735(m3|—|) 7.45
2H);76(t|H);795(t1 é (d, 1 H ; 8.4 (d, H)lOSoIvent
. DMSO - Conpound 202 "HNWR S (ppm : 1.5 - 1.8 (m 8H ; 3.4 (m 4H) ;
3.5 (s,3H ; 7.05 (d, 1H ; 7.5 (t, IH ; 8.4 (d, 1H 15 Solvent : DWMSO -
Conmpound 203 : 'HNI\/RS(pprr) 1.7 - 1.8 (m 8H) ; 3.3 (m 4H ; 3.5 (s,
3H) ; 7.9 d 1 8.1 (s, IH,;8.35(d, 1H 20 Solvent : DMSO - Conpound
204 : 1.3 (t, 311); 1.7 - 1.9 (m 8H ; 3.3 (m 4H ;
4.15 (q, ‘HMMRSK{JB@)(GW L8-(fn), 8HY ; 3.3 G, 4HLH)H(8) 355((sl,3H) ;H).8 2B, ) yest
DIVISO 11&32@%%1 Compound 205 "H NVR 8 (ppm) : 2.0 (m 4H) ; 3.35 (m
; H')65(d 1H); 8.15 (d, 1H ; 8.3 (s, 1 H 5 Solvent :
CDC13 - BolvpoudM306: 'H NVR S (ppn) : 3.1 - 3.35 (m 4H) ; 3.65 (s, 3H ;
3.854m 2H ; 4.0 (m 2H) ; 7.75 (d, 1H); 8.35 (m 2H 10 Solvent : CDC13
- Conpound 207: 'HNI\/RS(pprr) 1.8 (m 10H); 3.4 (m 4H) ; 3.75 (s, 3H ;
7.75 (d, - Cempoand2138  |||); 8.4 (d, 1 H 15 Solvent : CDC13 - Conpound
208: '"H NMR & (ppm) : 1.7 - 1.9 (m, 8H) ; 3.3 (m, 4H) ; 3.7 (s, 3H); 8.0 (d, 1H) ; 8.1 (d, 1H) ;
8.65 (s,1H)
Solvent : CDCl;
10
- Compound 214 :
'"HNMR & (ppm) : 1.7 - 1.85 (m, 8H) ; 3.3 (s, 4H); 3.5 (s, 3H) ; 3.9 (s, 3H) ; 7.5 (d, 1H) ;
7.6 (s,1H) ; 8.3 (d, 1H)
Solvent : CDCl;
15
Example 215 : 4-Benzyl-7-bromo-1-(N-ethyl-N-methylamino)-4H-[1,2,4]triazolo[4,3-a}

quinazolin-5-one.

03 g (0.8 mmol) of 4-benzyl-7-bromo-1-(N-methylamino)-4H-[1,2,4]triazolo[4,3-
20  a]quinazolin-5-one (compound of Example 188) is dissolved in 5 ml of DMF. 0.135 g
(0.85 mmol) of methyl iodide and 0.13 g (0.93 mmol) of potassium carbonate are added.
The mixture obtained is stirred at room temperature overnight and then heated at 100°C for
6 hours. After cooling, the solvent is evaporated off under vacuum and the residue is taken
up in water and ethyl acetate. The organic phase is separated out by settling, washed with
25  saturated sodium chloride solution, dried over Na;SO4 and evaporated under vacuum. 0.3 g
of crude product is obtained, which is purified by chromatography on a column of silica,
eluting with a 99 CHCl, / 1 CH30H mixture. The fractions containing the desired product
are combined and concentrated under vacuum, and the residue is then recrystallized from
methanol to give 0.05 g of pure compound of Example 215.
30 Yield=22%
m.p. (Tottoli) = 148°C
TLC (98.5 CH,Cl; / 1.5 CH;0H) : Rf = 0.45
"H NMR & (ppm) : 1.25 (t, 3H) ; 2.9 (s, 3H) ; 3.2 — 3.4 (m, 2H); 5.45 (s, 2H)}; 7.2 - 7.35
(m, 3H); 7.7 (d, 2H) ; 7.9 (d, 1H) ; 8.3 (d, 1H) ; 8.5 (s, 1H)
35 Solvent : CDCl;




"HNWR S (ppm : 2.1 (m 2H ; 2.8 - 3.1 (m 2H ; 3.65 (m | ; 326%.;@0[]3

(s,3H ; 3.9 (m | H ; 6.15 (d,1 H-1126.75 (t, 1H) ; 685(t I

(d, 1H) ; 7.5 (d, 1H ; 7.85 (d, I H ; 20 8.3 (s, 1 H Solvent : CDClS -
9

Conpound 209: 'HNI\/R6(prr) 2.9 (m 1H); 3.2 (m 1H; 3.4 (m 1 H ; 3.6
(m 1H); 3.7 (s, 3H) ; 4.3 25 (d, 1H) ; 4.45 (d, 1H) ; 7.05 (d, 1H ; 7.2
(m 3H ; 7.6 (d, 1H 8 2 (d, 1H) ; 8.3 (s, 1H Solvent : CDC13 Corrpound
210: " H Bdinle( P16 4-Bénzgl- (4N, Netettiy)17-aetiyl-4 124 £zold4,33 umaz%hias

(m 2H 3?35(m Bg ng; 38’5)15 Hﬂ EH &35(4 ﬂ% (d,
1H ; @“e(m 2H) Sol vent : CDCI13 - Corrpound 211 'H NIVR S (ppn) ; 1 (s,
3H);11(s 3H) ; 1.25-1.4 (m 5H) ; 1.45 (d, 1H; 1.6 (m 2H ; 35 1.9

(1‘:0 1H) '6%3 oé g rﬂj'nla) o 4(30%n£)§ 7|_é'l_%thy]8i3 (D H{OFPhqj_Ibl;'l)%gﬁ 152, faolord 3

2003 5 Ozjqpmamdmzibne (¢omivRnS (fdpxaymple 193) are lsupenided 8HPS50 m3.of ethmnoll A

:( +B§/g)0) 5ca_t§[ggc !nﬁou%"%f l%aneyﬁr {Qﬁ:{ sladg':ﬂ:d r‘%lg b HLG,‘I[HJI’BllS gétzuxeﬁ 8@6 ﬁﬁﬂh% g)\(ﬁ?l vent |

3.7 (s, Sising. r%neoca(tdystaﬂyemwea b(ydﬁltrahpn througgheGeljts andifhesalcohntic sohwtoais 10 -
Ca)”poundco%g:é]ntratéﬂ Mr %&i(ﬁml & I_E of drude éro%trict(a% O&H}ned @héh i)ﬁ)duétlézyun@ie& (s,

15 by chromatography on a column of smca eluting with CHZClz and a methanol gradient

10 from 99.5/0.5 to give 0.9 g of TLC-pure product. A sample is recrystallized from ethanol
for the determination of the physical constants.
Yield =42%
m.p. (Tottoli) = 154°C
TLC (99 CH;CL: / 1 CH;0H) : Rf=0.35

15 'HNMR§(ppm):1-1.3(m, 6H);2.4(s,3H);2.9—-3.45(m,4H) ;5.4 (s5,2H); 7.1 =73
(m, 3H); 7.45(d, 1H); 7.6 (d, 2H) ; 8.15 (s, 1H) ; 8.3 (d, 1H)
Solvent : CDCI13

Example 217 : 4-Benzyl-7-bromo-1-(pyrrol-1-yl)}-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-

20  one.

0.7g (1.8 mmol) of 1-amino-4-benzyl-7-bromo-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
(intermediate compound 10 of Example 271) suspended in 5 ml of acetic acid is placed in a
25 ml round-bottomed flask. 0.25g (1.9 mmol) of 2,5-dimethoxytetrahydrofuran is added
25  and the mixture is then refluxed for 1 hour. After cooling and evaporation of the acetic acid
under vacuum, 0.8 g of a highly coloured solid is obtained, which is purified by
chromatography on a column of silica, eluting with a CH,Cl, / CH3OH mixture (99.4/0.6
then 99/1). The solid obtained from the pure fractions is recrystallized from ethanol to give
0.45 g of the compound of example 217.
30 Yield=55%
m.p. (Tottoli) = 214°C
TLC (99 CH,Cl;/ 1 CH;0H) : Rf = 0.5
'H NMR & (ppm) : 5.55 (s, 2H) ; 5.8 (d, 1H) ; 6.5 (s, 2H) ; 6.9 (s, 2H) ; 7.25 - 7.4 (m, 3H) ;
7.7(d, tH); 7.75 (d, 2H) ; 8.55 (s, 1H)
35  Solvent : CDCI;




Exarrpl e 215 : 4-Benzyl - 7- br ono- I-(N-et hyl - N- met hyl am no) - 4H- [ 2.8 0CT 2003
,2,4]triazolo[4,3-a} quinazolin- 0.3 g (0.8 mmol) of

4 benzyl - 7- brono- | - (N- et hyl ani no) - 4H-F3_'L 2,4]triazol o[ 4,3- 20

a] qui nazol i n-5-one (conmpound of Exanple 188) is dissolved in 5 n of DW.

0.135 g (0.85 nmml) of nethyl iodide and 0.13 g (0.93 mml) of potassium

carbonate are added The m xture obtained is stirred at roomterrperature

over ni 9k 51k heakeh ol fle oton NANERIAR | 55 APPL D Blad ol Ve

i S evaporate under vacuum a e res e 'S 7~ and
et hyl ace]uamezolmﬂ@om:gam c phase is separated out by settl ing, washed with
25 saturated SOdI um chI oride solution, dried over Na2SO4 and evapor at ed
under vacuum crude product is obtained, which is ﬁ;rl fied by

chr omat o@apHY- 9(§n “Hn‘élbl fmi- b@@mgﬁr@cratrobeemhlr{gmlrhya Abl i @1914(34304
m Xt U €. 2JiliRadlAcs bR Eoripdhuad BF Bdarhpie 48§ % &@%lﬂff%@l‘rb‘ﬁbl isabR1eAqAR 1169 nand

concentrated. under the. r SI due i stallized from

met hanol fqugd-getiemed éﬂﬁ@m%gp@g émee%’ ghgnes %s&%w% hydiate 20 2dded apd-theoo

Eﬂ ph) ( TOTE)CZtgﬂe)ls 3Ehe§14l&ﬁte'ﬂla€ 7098 .f&r SHHRThiked with%tlﬁld@#)ﬁcr cBblirg, Chedmixtie\NYR S
pp :

. 7 35 qﬂred,,i_“tb lca!;go}d \téaterzﬁ_i)ls ex;pagéd aevcﬁq) txme%(ﬂth émllz}g'ftate gmé ?gmHQH) 35

Sol vent am@DEldd CHCIR, theSorgarix ﬁh%OS “Exhed)WahZihﬁlrated sodium chloride solution,

4- Beﬂgyl aie; %Wnﬁ%? h%%% cdndTRE Y whdd Ve tmf e 68 r&iduehrrlifed (baﬁob {-°

one
4- benzyIW ﬂht}1|m¢th@tqln(%nml)pnemen025g|0)f1mptlremroqutct| azol o[ 4,3- 5

al qui nazﬂeil(p 839ne (conpound of Exanple 193) are suspended in 250 m of

et hanol . 'Pt al t| C @Dunt of Raney nickel is added and the mixture is
refl uxedmfpo stirring. The catalyst is removed by filtration
through TECI(QS&CHQGIﬂ/IiECHJCﬁ@hd{ﬁ%OSGI ution is concentrated under vacuum

of ct qar pradu
chro to]grwsgh&qycglgu 20 9{% %ttlnhdtﬁin ?ﬁs (%%ngi gg ‘Z‘ﬂg %yff Fmanol
gr adi ent2H); 1.2 &n28D ; 8/10(d5 1k b; %N‘é 1@)9 893 6f lfﬂ_C- pure product. A sanple is
recryst atlii&gdpvigen et hanol  for the determ nation of the physical

constants. Yield = 42% mp. (Tottoli) = 154C

Example 219 4-(Benzyl)-7-hydroxy-1-(pyrrolidin-1-yl)-4H-[1,2 4 triazolo[4,3-a]

20  quinazolin-5-one.

Example 219-1/ 4-Benzyl-7-(4-tolylsulphonyloxy-4H-{1,2,4]triazolo[4,3-
ajquinazolin-5-one.
146g (5 mmol) of 4-benzyl-7-hydroxy-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
25  (intermediate obtained by the method of Example 255) in 15 ml of dry methylene chloride
are loaded into a reactor equipped with a stirring system. 0.95 g (5 mmol) of tosyl chloride
is added, after which 1 ml (7.5 mmol) of triethylamine is added over 5 minutes with
stirring, the reaction being slightly exothermic. After stirming at room temperature for a
further 2 hours, the organic solution obtained is washed with water and dried over Na;SOq
30 to give, after evaporation of the solvent, a coloured amorphous residue which is purified by
chromatography on a column of silica, eluting with ethyl acetate. 1.9 g of TLC-pure
product are obtained. This product is used for the next step without further purification.
Yield = 85%




TLC (99 CH2A 2 / | CH3OH) : R = 0.35 15 HNNRS(ppn') I-1.3(m 6H); 2. Q(gu@]—f)[]ng
29--345(m4|—|)54(52|—|)7173]ég]c ; 7.45 (d, IH) ; 7.6

8.15 (s, IH) ; 8.3 (d, 1H Sol vent 13 Exanpl e 217:

4- Benzyl - 7- brono- 1 - (pyrrol - 1- yl)-4H[ 1,2, 4]triazol o[ 4, 3-a] qui nazol i n-5- 20
one. 0.7g (1.8 nmml) of 1 -am no-4- benzyl 7-brono-4H [ 1,2,4]triazolo[4,3

-a] qui nazol in-5 -one (i ntermedi ate conpound 10 of Exarrpl e 271) suspended

(1o maty Eampie. 380 1 A8yl aitndr o bub Rk T a2 B 200,
thggrrsfa!:queﬁoﬁﬂs-dnehour h;Aftler COIO| i ng andI evaporation of the acetic acid
bur it eR4g ot g SrlpBindimpPaint THosT 6 PP 4 e3P DS Son I SG-4eF, -,
CHBO—I m[x,12;4|]tela£619[443-@]cﬁunalzbdm5%/e 11Exa1ﬂ]ﬂe sA9-b) din ahmebroﬁnmonh@lqﬂmde

frac C lLhkged fromethanol to give 0.45 g of the conmpound of
exa r&%ﬁc};@@ @/ﬁt@ 5§>5%mp. (Tottoli) = 214C TLC (99 CH2A 2 / 1 CH3IM)

. R = Xigdd'6%R 8 (ppm : 5.55 (s, 2H) ; 5.8 (d, 1H);6.5 (s,2H); 6.9 (s,
oH) : 7.25 - 74(m3H) 7.7 (d, 1H) 775(d 2H) . 8.55 (s, 1H 35

Sol vent : CDC13 -113 8 0C Exampl e

4- ( 4- AnidhoBsample) 2719b?r/ono41ﬂeflﬂf}rlr6’lm'a|lﬁifg§1 W‘F (ﬂﬁptylwlpéloa@rlm)a%[b{la&]e-

a] qui naz{ﬁiz‘o[b‘[ﬁSOJ] inQ2ohac-68k 9@ndMalhensfl-7-hydroxy-1-(pyrrolidin-1-yl)-4H-[1,2 4]

7- brono-4- (4 nltrobenz 1) (pyrrol-1-yl)-4H[1,2,4]triazol o[ 4, 3-

a] qdpnai’éﬁomﬁf‘cﬂ]’é"l?%ﬁ‘ﬂcﬁjﬂﬁe of Exanple 48) in 10 nl of ethanol is Ioaded
into a %B3g of kruimd-desilhtdreadbtdihakbik. Exhnﬁﬁijzl(mlsmmte)imthpmmundﬂrdm de

di hydratg@he A9Po ANl e Ahat! Uefinlel (163 BEY GFbeRl mifiid BF Sughnut es

with sti® Rf &Y }r;g re’l Boure into 1 ce-cold water.
It is ewbmaomre;b is obtained, whithscopipohinds a1y [seppeatediby clifamategraphyl o0 a sy of

CHC13, 1 §1Ii95 gé}mugcghﬁ%esaa eryeghedcwi,bi ﬁﬁ&&&éa’fﬁ@ fissting fl‘)oﬁﬁir@xﬁ ffe firel ution,

B e gL ey o Sl L 75 B BB i e
TLG pur g)pr-ertitisulh@iytbxy-48,2,4]triazolo[4,3-a]quinazolin-5-one.
Yield =45%
The fractions containing the second pure product are combined and evaporated under
vacuum to give 0.12g of 4-benzyl-7-hydroxy-1-(pyrrolidin-1-yl)-4H-{1,2 4] triazolo[4,3-
20  a]quinazolin-5-one.
Yield = 15%
m.p. (Tottoli) = 287°C :
'HNMR & (ppm) : 1.95 (m, 4H); 3.3 (m, 4H); 7.3 (s, 2H); 7.2 - 7.6 (m, 7H) ; 8.1 (4,
1H) ; 10.2 (s, 1H)
25  Solvent : DMSO

Example 220 : 4-(4-Cyanobenzyl)-7-hydroxy-1-(pyrrolidin-1-yl}-4H-{1,2,4]triazolo[4,3-

a]quinazolin-5-one.

1/ Example 220-1/ 1-(Pyrrolidin- 1-yl)-7-(4-tolylsulphonyloxy)-4H-[1,2,4]triazolo[4,3-
30 aJquinazolin-5-one.

1.3 g of this compound are obtained from 2.4 g of 4-benzyl-1-(pyrrolidin-1-yl)-7-(4-

tolylsulphonyloxy-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one (Example 219-3) by the

debenzylation method described in Example 263.

Yield = 68%




mp. (Tottoli) = 263C TLC (98 CH2C12 / 2 CH30H) : Rf = 0.25 15 1H %ﬂ; i

(pprr):1.9-2.05(m4|—|);33-34(m4|—|);5(s 211) ; 1 ( |I|)1

6.5 (d, 2H) : 7.2 (d, 211): 8.1 (d," k)~ 8.2 (d, 1H: 8.3 (s, 111) Sol vent
DVBO 'Exanpl e 219: 20 qui nazolin-5-one. 25 30 Exanple 219-1/

aJ qui nazolin-5-one. 1.46g (5 nmol) 4-(Benzyl)-7-hydroxy- |
-(pyrrolidin-1-yl)-4H[ 1,2, 4]tr|azolo[4 3-a]

4- Benzyl 7-(4-tol yIsuI hqg xy-.4H zol o[ 4 of

AT R VAR WA A o TR R T
obt ai ne%lb)q]ﬁﬁgolapimmmaza{@mne 255) in 15 m of dry nethyl ene chloride
are | oa reactor equi pp th.a st I Nng.Syste nmol )
of tosyl ?dg‘ls compery tg’&"% chrom rqé{{% gfnﬁpyg%}fCH???yel?ﬂg?am ne
i's addedolgmenphEnﬁbmuHS[1yﬁ,4]tnazeto[4 B{afminazhBn-Semet i(Brarb@end2841) gby| yhe

exot ter n t. erature for a further 2 hours, the
orgagl crﬁﬁllkh’@;l%“b (élglfeg ”\}\gg%%f \?Tiﬁn?h water and dried over Na2SO4 to
gi ve, aleelﬂ=em{borat|on of the solvent, a col oured anorphous residue which

is purified by chromatography on a colum of silica, eluting vvith et hyl
acetate. 1.9 g of TLC-pure product are obtained. This product sed for

t he nextd/ stEe;pﬂmiet B3B3/ futd Granopenzy b Ichydreny-1 (pmhém-lgt)%&r[bédl 2 8. n4
2/ Exami_ a@ti-lﬁngzolm -5-one

4- Benzy

a] qdpnai)o'# ¢ 055 r‘i@mb ag %ﬁl““s"%ilgl’ éﬁlbi JﬂngglLdl rbﬁfyﬁi'i%'?zlm ﬁ'&’gbrg?%o’ﬁ'ﬁ'

4- benzylp 3; £6lopd, 3.4 phenyli®3ynd Heskdbdd, id [Bxainpral 20( 2), i8 dajalvédimziotnl of 5- one
(Y:Eéla.gpl_ 5%%[% ) %Eiﬁalhoz’ br O ng.t(b 99 mrrr%E)H 99 adcﬁeddﬁﬁcﬂ%é %Qhﬁ'@ :ﬁ’ﬁ@ﬁ'ﬂ%&‘te& %{5

4 Benzy| 1402¢ fyr Gohowis revith- ytllr)mg The tsolvgntsisl praperptedx9ff -updey yacuugy and the

residue is taken up in a mixture of ethyl acetate / aqueous N hydrochloric acid solution.

15  The insoluble material is separated out by filtration, washed with water to neutral pH and
dried under vacuum; 0.13 g of crude product is obtained, which is crystallized from 5 ml of
ethanol, filtered and dried to give 0.085 g of pure product.
Yield = 40%
m.p. (Tottoli) = 305°C

20 'HNMR & (ppm) : 2 (m, 4H) ; 3.3 (m, 4H) ; 5.35 (s, 2H) ; 7.35 (d, 1H) ; 7.6 - 7.7 (m, 3H) ;
7.8 (d, 2H) ; 8.1 (d, 1H); 10.2 (s, IH)
Solvent : DMSO

Example 221: 7-Acetamido-4-benzyl-1-(pyrrolidin-1-yl)-4H-[1,2,4]triazolo[4,3-

25  a]quinazolin-3-one.

1/ Example  221-1/ 7-Acetamido-4-benzyl-1-bromo-4H-{1,2 4]triazolo[4,3-

a]Jquinazolin-5-one. :

0.45g of this compound is obtained from 0.5g of 7-acetamido-4-benzyl-4H-
30 [1.2,4]triazolo{4,3-a]quinazolin-5-one by the bromination method described in Example

256.

Yield = 72%

2/ Example 221-2/ 7-Acetamido-4-benzyl- 1-(pyrrolidin-1-y1)-4H-{1 .2,4]triazolo(4,3-
35  a]quinazolin-53-one.

8.7 g (21 mmol) of the bromo derivative obtained in Example 221-1 are treated with 3.7 ml

(42 mmol) of pyrrolidine and 3.54 g (42 mmol) of sodium bicarbonate in 80 ml of DMF,

under the conditions of Example 164. After treatment, 8.0 g of crude product are obtained,



triazol of 4, 3- a] qui nazol i n-5-one and 2 80CT 2003

4-benzy|-7-hydroxy-|-(pyrro|idin-l-yl 4H[1, 2,4]- 10

triazol o[ 4, 3-a] qui nazol i n-5-one. 0.83 of brono derivative obtained in

Exanple 219-2 is treated with pyrrolidine, under the conditions of Exanple

164. After treatnent, 1.0 g of a crude m xture of 2 major conpounds is

obt ai ned, whi ch conpounds are separated by chronatography on a colum of
Jons

silica, u with a 9 a2/ CH3OH m x

o SRRt e B o, Sl i SRR g ve
0. 375 g 98 CH,OBNZY ICH;Opytixtote. diha-fractiyis) cofitairing diwpmlmh@mylam(wrﬁﬂﬂnéd
1,2,4]tri 0I04 I haz % ctigns..containin
t he s]eco %8@12@@ Q‘? I%%Eldﬁ%qfﬁqg ﬁ)sgi!}%egrfg tgn%ﬂ;l\rt% %‘g&iﬁﬁ 8}-g| ve )
0. 12g of 74edmmuipM—BeﬂzyHi¢mdlm(myM)e4H ﬁi,214]tngdo)o[4la-:{]mumazq1mrﬁ -aa®| o[ 4, 3- 20
a] quidazglgp=9gepe. Yield = 15% mp. (Tottoli) = 287C 1H NVR 6 (ppm : 1.95
(mzﬁjn);h;z.s ) , 7.3 (s, 2H) ; 7.2- 7.6 (m 7H ; 8.1 (d 1H;
10. 2 (s, mpHTa®lysi 268/ : DVSO Exanpl e 220 :

g] ((q 3| %g Nﬁﬂix'(ﬁpﬁ) hi/dfquofn 'zrr{)pyzrzso(*s'ﬁ{)nelzr(sfﬁ)4rﬂ)'+i451(s22ﬂ} jpiazglql 4, 3-

1- (Pyrr0$|h§|7hﬁidayzﬂ)a$]((§ H& ﬁ%ﬂpp?@nﬁ‘bﬁ&)‘ﬂhw[l 2, 4]triazol o[ 4, 3- 30

a] qui nazgdlvétSCw®; 1.3 g of this conpound are obtained from2. 4 g of

4- be zyI-I-(pyrroI|d| n-1-yl)-7-(4-

t ol yi'sul phonyl oxy-4H-[1, 2, 4] tri azol o[ 4, 3-a] qui nazol i n-5-one (Exanple 219-3)
by the Hehm ynzm d‘nAummmld-dtiﬁ(EgcB+;iherﬂylaltyl]3<—@mtoé1dﬂﬁ£—yl)¥4lé4[ﬁ,2#]tﬁﬁ;%le-l15 2 6

OCT 2003 1213/ @ﬁ % 2/ 4- (4- Cyanobenzyl ) - 1- (pyrrolidi n-
| -yl)-7- [(‘ ¢ onyI oxy-4H [ 1,2,4]triazol o[ 4, 3-a] qui nazol i n- 5- one.

0.48 g of this corrpound i s obtained from 0. 66 g of 1-(pyrrolidin- |
(g( ; 7I (egk%rzt{é,gl Y] Iq@gy ésmy ﬂﬁkoi)itgf 4171a5ét§tﬁfabfl{e-lg%ﬂr’zlyﬁl m& W)S HﬁeYl ol
- 52 [1,2 4]tnazoP¥45 a?qumazm-m 5- %e ((!ICSCI‘lb n Examplc BS erenzﬂgteg to
7-acetamido-1-(pyrrolidin-1 ayl)-4H-[1,2,4]tnazolo[4,3-a]qu1nazolm—5-one by the method
with palladiunm/C described in Example 257 and then treated directly with 0.59 g of
cinnamyl bromide in the presence of 0.98 g of caesium carbonate in 15 mi of DMF,
according to the method described in Example 3, and after purification by chromatography
20 on a column of silica and recrystallization from ethanol, 0.4 g of the pure compound of
Example 222 is obtained.
Yield = 31%.
m.p. (Tottoli) = 248° C
TLC (95 CH,Cl» / 5 CH30H) : Rf=0.30
25 'HNMR & (ppm) CDCl;:
2.0-2.1 (m,4H) ; 2.25 (s, 3H) ; 3.45 {m, 4H); 5 (d, 2H) ; 6.35-6.4 (dt, 1H); 6.8 (d, 1H);
7.15-7.35 (m, 5H) ; 8.1 (s, 1H); 8.2-8.3 (m, 2H) ; 8.4 (m, 1H)

30 Example 223: 7-Amino-4-[(E)-3-phenylallyl]-1-(pyrrolidin-1-y1)-4H-[1,2,4]triazolo[4,3-
a]quinazolin-5-one.
0.2g (046 mmol) of 7-acetamido-4-[(E)-3-phenylallyl]-1-(pyrrolidin-1-yl)-4H-
[1,2,4]triazolo[4,3-a]quinazolin-5-one (described in Example 222) in 5ml of a 6N
hydrochloric acid solution is placed in a 20 ml round-bottomed flask and refluxed for 15
35 minutes with stirring. After cooling, the solution obtained is basified with sodium
hydroxide solution and extracted 3 times with methylene chloride. The combined organic

phases are washed with saturated NaCl solution, dried (Na;SO4) and then evaporated under




3/ Exanpl e 220-3/
4- (4- Cyanobenzyl ) - 7- hydr oxy- I-(pyrrolqun 1-yl)-4H[ 1, 2, 4]tr|azolo2 @ﬁ?bﬂﬂi
qU|na20I|n 5-one. 10 0.3 g (0.55 mmol)

4- (4-cyanobenzyl)-1-(pyrrolidin-1-yl)-7- (4-to|y|su|phony|oxy-4H—
[1,2,4]triazol o] 4, 3-a] qui nazol i n-5-one (described in Exanple 220-2) is
dissolved in | m of dry DM 0.27 nl of pyrrolidine (2.75 mml) is added
and the r e
ol ven; Tieshll e SRLOBRAETORE & isrclintulizgh bl LD U 40 OB TR BEET
m xt ur e efmpsungdiof Examplee23. aqueous N hydrochl oric acid solutlon 15 The
i nsol ubl ¢;Jipt-quepl is separated out by filtration, washed with water to
neutral pH and dried under vacuum 0.13 g of cr ude product is obtained,
whi ch i smgr {Eeta)i~°€rom 5 M of et hanol , filtered and dried to give
0.085 g Qingxg(gigﬂggtm,Yleld 40%)n1p (Tottoli) 305C 20 1H NWR 5

(pPm) 2,0 g 1) o fh) i 55 afin Lo BTl 77

Exanpl e 22{m, 3H); 76(m 1H); 77(m 1H); 8.1 (m, 1H) ; 8.45 (s, 1H) ; 8.6 (s, 1H).
7-Acetanido-4-benzy|-1-(pyrro|idin-I-yI)-4FL[1,2,4]triazolo[4,3- 25

al qui nazol i n-5-one. 1/ Exanple 221-1/

7- Acet am do- 4- benzyl -1 -brono-4H-[ 1, 2, 4] triazol o[ 4, 3- a] qui nazol i n-5-one.
0,401 Ofn}ﬁ éurﬁp&mapeflg&em f&%@a ABEERRD féséz@ 19537 lramn@ma?@ dpReaty! - 4H
30 [ triazo gui nazol -5 -one by the bronlnatlon met hod
descri be@em@@fpﬁ"ém 3 Y| eI d = 72% 2/ Exarrpl e 221-2/

7- Acet am do- 4- benzyl-l-(pyrrolldln | -yl)-4H[1,2,4]triazoio[4,3- 35

a] qui nazol i n-5-one. 8.7 g (21 nnubAElEéhe brono derivative obtained in

EXan‘pl 2211 =T =1 1 l‘w—ed \ag f h 2 yiko) n‘nrgl \ n'F p!“‘ ?l | dl AT and B 54 g
(42 ima(dl unxlpi carponate i rR80 M of DIVFNR4R151er 1 hanemnd t mps pf
Exanplfe Hé% Affter treatnent, 8.0 g of crude¢ product are { inej, %:8 g C
T2003 Owhi-¢h—produet—}s “'“if.cd by—chrprategraphy—of—e uunuTﬁ(G)
silicq, eldting V\n'?t-NHQ 9B CI-lZGI&HﬁCHZCI—BO—l m xtfrej The fra1@t| ops 240
containing the|pure produgt are conblned amd cowcentrat ¢d and t1e“ﬁsfi5ue
i s t h¢n—erystalzed—fronethaneot gtve—616—g ot
| 225 7-NH2 | C6HS5CH2 O 60 230
N
226 7-NH2 4-CNC6H4CH2 O 67 152
N
227 7-NH2 (E) (3-pyridyl)- O 70 201
CH=CHCH2 N
228 7-NH2 4-CNC6HACH2 3“3 68 163
“CH,
229 7-NH2 (E) C6HSCH=CHCH2 E“= 67 198
“CH,
230 7-CH3NH C6HSCH?2 O 58 171
N
231 7-CH3NH 4-CNC6H4CH2 O 91 270
N
232 8-CH3NH C6HSCH2 76 -
N__!
233 7-C2HSNH C6HSCH2 O 67 225
N




7- acet am do- 4- benzyl- |-(pyrrolidin- | -yl)-4H[ 1,2,4]triazolo[4,3280CT 003

-alquinazolin-5 -one. 5 Yield =78 % . (Tottoli) = 265C "H NMR 6 (ppm
2 - 2.1_(m 4H) ; 2.25 (s, 3H) ; 3.4° "4H) ; 5.45 (s, 2H) ; 7.2 - 7.3 (m
3H ; 6 (d, 211) ; 81 (s, 1H ; 82 (m 2H ; 8.4 (d, 1H Sol vent

CDC13 10 Exanpl e 222:

7- Acet ami do- 4-[ (E) - 3-phenylal Iyl ]-1-(pyrrolidin-1-yl)-4H[1,2,4]triazol o-
[ 4, 3-a] quihazol in-5-one. Starting with 1.2 g (3.0 nmol) of

7-acet a L ‘| -(pyrrolidin-1-yl)-4H 15

[1, 2, 4] t Hi MR Gppi)a)lcius-idzah,i 8H)5-Dhie Y abe@u,r4led (s 2B)aspt &, 2H)) 7 (m,

debenzyl

7-acet am?Iégd'I&?pir:Is 'Ild‘II_II I’I 5?I()S IAIII—[ 652 4]89I'i“a%% b?'I?S &uI hazol i n- 5- one
by the nBélved : GER pal | adi unf C descri bed in Exanpl e 257 and then treated
direc§ly with 0.59 g of cinnanyl bromde in the presence of 0.98 g of
caesi'um carbonate in 15 m of DM, according to the nethod described in
Exanpl e 3Compoundi2dd :purification by chromatography 20 on a col um of

I I d of
Exampl e 230 TS BT e (a2 e WD § OB C RS ©

CHzC12 /785 (madH) ; 7.64%, 1H)g 790~ 784 L 1(¢ )CDC13 2.0-2.1 (m4H)
2.25 (s,sawm.c:beg (m 4H ; 5 (d, 2H ; 6.35-6.4 (dt, 1H ; 6.8 (d, 1H) ;
7.15-7.35 (m 5H) ; 8.1 (s, 111); 8.2-8.3 (m 2H) ; 8.4 (m 1H 30 Exanple
223: 1% Ani no- 4- [ (E) - 3- phenyl aIIyI] 1-(pyrrolidin-1-yl)-4H|
1,2, 4] tri€spipehdd226a] qui nazol i n- 5- one. 0 2 g (0 46 mol ) of
7-acet am [ h I ] CRY4 - I
(175 4“4?%%@@3 fqﬁé“II@bI?ﬁI vis gl sy b BB 39) 705 o
of a 6N (myldacht ofiT(mGH §cﬁﬁ§tlfé}mﬁﬁ5 d4¢d ina 20 m round bottorred
flask angygefd.-wee,for 15 35 mnutes with stirring- After cooling, the
sol ution obt ained I's basified with sodi um hydr oxi de sol uti on and extracted
3 tikes with methyl ene chloride. The combined organic phases are washed
W th satuce up@@R7sol ution, dried (Na2SH) and then evaporated under -117
28 Cct R & (ppm) : 2.1 (m, 4H) ; 3.4 (m, 4H) ; 4 (m, 2H) ; 5.1 (d, 2H) ; 6.4 — 6.5 (dt, 1H);

6.9 (d, 1H) ; 7.05 (m, 1H) ; 7.2 - 7.3 (m, 2H) ; 7.35 (4, 2H) ; 7.6 (s, |H) ; 8.1 (d, 1H)

Solvent : CDCl; ‘

20
- Compound 228 :
'HNMR & {ppm) : 2.8 (s, 6H); 5.4 (s, 2H); 5.7 (m, 2H); 7.10 - 7.15 (m, 1H}; 7.4 (s,
1H) ; 7.6 (d, 2H) ; 7.8 (d, 2H) ; 8.05 (d, 1H)
Solvent : DMSO
25
- Compound 229 :
'H NMR & (ppm) : 2.9 (s, 6H) ; 4.95 (d, 2H) ; 5.75 (m, 2H) ; 6.45 — 6.5 (dt, 1H} ; 6.7 - 6.8
(d, 1H); 7.2 (m, 1H); 7.25 - 7.4 (m, 6H) ; 8.1 (d, 1H)’
Solvent : DMSO
30
- Compound 230 :
'H NMR 8§ (ppm) : 2.1 (m, 4H) ; 2.95 (s, 3H) ; 3.4 (m, 4H) ; 4.1 (m, 1H) ; 5.4 (s, 2H) ; 6.95
(d, 1H) ; 7.3 (m, 3H) ; 7.45 (s, 1H); 7.75 (dd, 2H) ; 8.1 (d, 1H)
Solvent : CDCl;
35

- Compound 231 :
'H NMR & (ppm) : 2.1 (m, 4H) ; 2.9 (s, 3H) ; 3.4 (m, 4H) ; 5.5 (s, 2H} ; 7 (m, 1H); 7.45 (s,
1H) ; 7.6 (m, 2H) ; 7.8 (m, 2H) ; 8.1 (d, 1H)




vacuum The crude product (0.12 g) is recrystallized fromethanol to in\ti 200)
0.08 g of the pure conpound of Exanplkeg,223. Yield = 44% m p. (Tottozi)
199C 5 "HNWR S (ppn) CDC13: 2.1 (m llﬁ% 34(m 4H) ; 4.0 (m 2H) ; 5.1
(d, 2H) ; 6.5-6.6 (dt, 1H ; 6.85 (d, 1H ,; 7.0- 7.3 (m 3 H ; 7.6 (m |
H);?.?(m1H);8.1(m1H);8.45(s,1H);86(s,1H).10The
conpounds of general fornula (1) of Exanples 224 to 233 in Table 5 are
prepare t hod of Exanple 223. TABLE 5 ConpoundX1RNR4AR5Yi el dM P.
No. %C 2%4’%%2@@54240240 N(des) 2257- NH2C6H5CH2N60230
2267 NH24- CNCOHACH2NG67152 2277- NH2(E) (3-pyridyl)-70201 CH=CHCH2N
2287- NHZQM%HSGM% N. CH3 2297-NH2(E) CEHS5CH=CHCH2CH367198 NLCH3
2307- 171 2317- CH3NH4- CNC6HACH2NOO1270
2328- H—I@‘M%&l{mm) 3:96-2 e H)IGA-BNHELSED cRBNaT.2HY) ;6.3 (2H) 2003(d, 113 ; -
Corrp@undﬂ HMB-S’i@Pgﬁ%GH)l’iﬁ(d 13HZ)9 (m 8H) ; 3.4 - 3.45 (m 4H ; 4
2H) 5-7.35 (m 3H) ; 7.55 (s, 1H);
65 7. Eﬁ?‘(eﬁ‘f @ 15-8.2 (m 1H) Solvent : CDCl3 5

- Compound 233 :

'HNMR 5 (ppm) : 1.3 (t, 3H); 2.1 (m, 4H); 3.25 (m, 2H) ; 3.4 (m, 4H); 3.9 (m, 1H);
10 545(,2H);7 (m, IH);7.2—-73(m,3H),; 7.45 (s, 1H) ; 7.7 (m, 2H) ; 8.1 (d, 1H)

Solvent : CDCl;

Example 234 : 4-Benzyl-7-(N-isopropylamino)-1-(pyrmrolidin-1-y1)-4H-[1,2,4]tnazolo[4,3-
a]quinazolin-5-one
15 031 g (0.86 mmol) of 7-amino-4-benzyl-1-(pyrrolidin-1-yl)-4H-[1,2 4]tnazolo[4 3-
a]quinazolin-5-one (described in Example 225) suspended in 10 ml of methylene chionide
is placed in a 20 ml round-bottomed flask. 0.14 ml (1.9 mmol) of acetone, 0.115 ml
(1.9 mmol) of pure acetic acid and then 0.546g (26 mmol) of sodium
triacetoxyborohydride are added. The mixture is sturred at room temperature under a
20  nitrogen atmosphere for 48 hours. The solvent is evaporated off under vacuum and the
residue is taken up in ethyl acetate. The organic phase is washed with sodium bicarbonate
solution and then with saturated NaCl solution. After drying (Na;SO4) and removal of the
solvent under vacuum, 0.3 g of crude product is obtained, which is punfied by
chromatography on a column of silica, eluting with a 98 CHzCl, / 2 CH3;0H mixture to
25  give 0.2 g of the TLC-pure compound of Example 234.
Yield = 58%
.m.p. (Tottoli) = 208°C [EtOH]
'HNMR & (ppm) : 1.2 (m, 6H) ; 2.05 (m, 4H) ; 3.4 (m, 4H); 3.7 - 3.85 (m, 2H) ; 5.5 (s,
2H); 6.9 (m, 1H); 7.2 - 7.3 (m, 3H) ; 7.4 (s, tH) ; 7.7 (m, 2H) ; 8.1 (m, 1H)
30  Solvent : CDCl;

Example 235: 4-Benzyl-7-methylsulphonylamino-1-(pyrrolidin-1-yl)-4H-[1,2,4]triazolo-
[4,3-a]quinazolin-5-one and Example 247 : 4-benzyl-7-(N,N-dimethylsulphonylamino)-1-
(pyrrolidin-1-yl)-4H-{1,2,4]triazolo[4,3-a]quinazolin-5-one.

35 0.55 g (1.5 mmol) of 7-amino-4-benzyl-1-(pyrrolidin-1-yl)-4H-[1,2 4]triazolo[4,3-
a]quinazolin-5-one (described in Example 225) suspended in 10 ml of methylene chloride
is placed in a 20 ml round-bottomed flask. 0.42 ml (3.0 mmol) of triethylamine 1s added,
followed by 0.24 ml (3.0 mmol) of methanesulphonyl chloride. The solution obtained is



rrpound 225: ~HNWR S (ppm : 2.1 (m 4H ; 3.4 (m 4H ; 4 (s, ilﬁ)nm 200
S5(s, 2H) ; 7 (d, IH) ; 7.2 - 7.35(m3H),;7.6(s,1H);7.7-7.8(d, 2H)!

1(d 1H) Solvent : CDC13 10 - Conpound 226: "HNWVR S (ppm : 2 - 2.1
4H) ; 3.35 - 3.45 (m 4H) ; 4.05 (s, 2H) ; 8.5 (s, 2H) ; 7.05 (m IH);
- 7. (m 3H); 7.8 (s, 1H); 8. 05(d, 1H) Solvent : CDC13 15 - Conpound 227:
IVR (ppm @ 2.1 (m 4H) ; 4 (m 4H ; 4 (m 2H ; 5.1 (d, 2H);64
tme@l"gvromﬁ t@m Elpan}e Iebr 24 Kovﬂ‘? Afer é()Old}l% ch s%lutloz é’btﬁlﬁé&%k‘)«ashga 528 ~H

( pm fwates, driqs (NiS0) and ifiep svammpyted under vayur g he, rade poctue afshe m 10)
(S2 corh unds bbfaided, (029 g):is Chi®nlatograpiled jon% E5ufnd, ofjdiﬁcaS@iquﬁgtwuh P'VBO 25
ouggc lz /4 cﬂ‘;\{%ﬁé%ﬁpﬁihogz m{x(gl.(\rel T},%l_?ract}ym% c?w%ming_[)he first ngducg bya |(_|) m
8 drdérdof dluthﬁn arSebmbiied anDiiposiled ukdeipaciieh &38ive Di6INVHY ﬁﬂ}llh 2- 1

11 OB Eheltisyiiibnytadiso) Tbyiibliain- 1 3patith 24 Thigeo %[%3%?‘@‘8“5@?%‘ 2ol vent

00013@@ Conpound 231 : 'HNVR S (ppm) : 2.1 (m 4H) . 2.9 (s, 3H ;
4(2E1|) ,%'3)(110 §—(2§,1 o@H) ; 7 (m 1H) ; 7.45 (s, [H; 7.6 (m 2H ; 7.8
o 'H NMR (ppm) DMSO : 2.2 - 2.3 (m, 4H) ; 2.9 (s, 3H) ; 3.15 (m, 4H) ; 5.15 (s, 2H) ; 7.1
10 —7.2(m,3H);7.25 (m,2H) ; 7.5 7.6 (d, 1H) ; 7.85 (s, 1F) ; 8.05 - 8.1 (d, 1H) ; 10.05 s,
1H)
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The fractions containing the second product by order of elution are treated in a similar
manner to give 0.15g of 4-benzyl-7-methylsulphonylamino-1-(pyrrolidin-1-yl)-4H-

15  [1,2,4]triazolo[4,3-a]quinazolin-5-one.

Yield = 23%

m.p. (Tottoli) = 283°C [EtOH]

'HNMR & (ppm) DMSO : 2 (m, 4H) ; 3.45 (m, 4H); 3.5 (s, 3H); 5.45 (s, 2H) 7.3 (m,
3H); 7.7 (m, 3H) ; 6.35 (m, 2H)

20
Example 236: 7-(N,N-Dimethylamino}-4-benzyl-1-(pyrrolidin-t-yl)-4H-[1,2,4]triazolo-
[4,3-a]quinazolin-5-one.

| 0.75g (2.05 mmol) of 7-amino-4-benzyl-1-(pyrrolidin-1-yl)-4H-[1,2 4]triazolo[4,3-
a]quinazolin-5-one (described in Example 225) suspended in 0.8 ml of formic acid and

25 0.8 ml of formaldehyde are placed in a round-bottomed flask. The mixture is heated at
100°C for 1 hour with stiring. After cooling, the solution obtained is poured into ice-cold
water and the suspension is extracted several times with ethyl acetate; the combined |
organic phases are washed with saturated aqueous sodium chloride solution, dried over
Na;SO4 and the coucéntrated under vacuum.

30  The crude product obtained (0.8 g) is purified by chromatography on a column of silica,
etuting with a 98 methylene chlonide / 2 methanol mixture. 0.23 g of the TLC-pure product
of Example 236 is obtained.

Yield =29%
m.p. (Tottoli) = 194°C [EtOH]

35 TLC (97 CH,Cl;/3 CH;0H) : Rf =0.65
'H NMR 8 (ppm) : 2.1 (m, 4H) ; 3.05 (s, 6H} ; 3.45 (m, 4H) ; 5.45 (s, 2H) ; 7.1 (m, 1H);
7.3 (m, 3H); 7.6 (d, 1H) ; 7.75 (m, 2H} ; 8.1 (d, 1H)

Solvent : CDCl4




119 Sol vent: CDC13 2 8 OCT 2003 - Conmpound 232: 'H NVR 6 (ppm ! 1% _UET 200
(m 4H ; 2.85 (d, 3H) ; 3.3 (m 4H)_473-3 (s, 2H) ; 6.7 (d, 111); 5B
7.2(q, 1H);7.25-7.45(m6H); 7.9(d, I H Solvent : DMSO - Conpound 233: 1H NWMR
6 (ppm : 1.3 (t, 3H ; 2.1 (m 4H ; 3.25 (m 2H) ; 3.4 (m 4H) ; 3.9 (m
1H.; 10 5.45 (s, 2H ; 7 (m IH ; 7.2 - 7.3 (m 3H) ; 7.45 (s, 1H ; 7.7
(m 2H) ; 8.1 (d, 1H) Solvent : CDCl3 Exanpl e 234:

4- Benzyl - 7- (N-i sopr opyl am no) - 1- (pyrrolidin | -yl)-4H[1, 2,4]triazol of 4, 3-

a] qui nazol i n-5-one 15 0.31 g (0. 86

nmol
7- ani no-Ekalmgrigy| - 23T pyrr Sty Teyanp- hﬁﬂ Nid@eﬁ]ym@ebﬂﬂru 2Zfitriazolo[4,3-
al qui nazaid %}Z% Rgeor{cdescrl bed in Exanple 225) suspended in 10 m of

ol ol e oL ommal) et 4-bemyhAgrmed G T Al et3D 546
i o e e A mm et e & 48 hou .
The sol vetfeduced W%%@t E WW@&“@EEJ{%‘. g%ﬂﬂ} % SHH&@%%%J ?‘sco?iﬁ Igégluup in
ethyl aggh atrﬁtrog'E-Jﬁanlr&t gahp (4pinase) ofcupasiseganide dreaddediandothe mlb@nlatséhen

sol uti o ?teg rféf v} g‘f’)"'\}}gg 3%@ tx%tg%?' M%u@ﬁ’%“fﬂe%iveﬁi Taéeferﬁl{v)éﬂ and

renmoval vacuum f)ro uc |s obt al ned,
Whl ch i sinderr vdcuent; ithe resildnommlagfrda{shzy HRuEe @ﬁ)‘lﬂethﬁleaF chloridg and 2N,2GS¥QUS t h a

1% A ﬂdﬁt%nmois rgrﬁo'%dVB?y Derdtich #d iHahIiesapiithen seapnedd of
?fq;?@? mggé (Tottoli) = 2 NVR 8
(m ggH) by setthisg. (The qggibmc plgasg g Yﬁ:lsoh& C\)ml mfateg gf gg Smml}:%n M?g 333%? Eggd :
El) 938 mSoe:vaﬂ’e_gr{?ted fo lvc 24.8¢ (olﬁbru'ﬁle iProduct . éqi:qip?oddd H)punf%d'/by(ch%lgrﬂlgrppl&' an ( m |
Y : y4
| - (pyr r A GORe of s F3 CHH“F%“? ﬁ?temyg %5 Z‘écmﬁewl!‘él% @g%g$§ﬁe
Exanpl e fPfions drelzonibided ang Nvaparawémnghrsupwmr&zﬂ & riby cqmpfequ dexample. |

yI )715 %712%2 églmgtpazo to [4,3 -a] quinazolin-5 -one. 35 0.55 g (1.5 nmol)
am

enz rrolidin-I-yl 4H-11,2,4]tri azol o] 4, 3-
o= 90%y (pyr yl)- [ ] [

m.p. (Tottoli) = 212-214°C
'H NMR & (ppm) : 2.9 (s, 6H) ; 5.3 (s, 2H); 7.3 (m, 3H) ; 7.5 (m 2H); 8.4 (m, 1H); 8.5
(m, 1H) ; 8.6 (m, 1H)

20  Solvent : DMSO

Example 238: 4-Benzyl-7-carboxy-1-(pyrrolidin-1-yl)-4H-[1,2,4]triazolo[4,3-

aJquinazolin-5-one.

50 g (13.5 mmol) of 4-benzy!-7-cyano-1-(pyrrolidin-1-yl)-4H-{1,2,4]triazolo[4,3-
25  a]quinazolin-5-one suspended in 100 mi of 16 N hydrochloric acid solution are placed in a

250 ml round-bottomed flask and the mixture is then refluxed for 3 hours with stirring.

After cooling, the precipitate is filtered off, washed several times with water, dried and

purified by chromatography on a column of silica, eluting with a 97 CH,Cl; / 3 CH30H

mixture to give 2.3 g of the TLC-pure compound of Example 238.
30 Yield=44%
m.p. (Tottoli) = 335-337°C
'H NMR & (ppm) : 1.9 (s, 4H) ; 3.4 (s, 4H); 5.3 (5, 2H); 7.3 (m, 3H); 7.4 (m, 2H); 8.2
(m, 1H) ; 8.4 (m, 1H) ; 8.7 (s, 1H)
Solvent : DMSO




a] qui nazol i n-5-one (described in Exanple 225) suspended in 10 m on 0CT.20
met hyl ene chloride is placed in a 2Qp$_round-bottoned flask. 0.42 rgl gq}
mmol) aof triethylamne is added, followed by 0.24 mM (3.0 mmol) of

met hanesul phonyl chloride. The solution obtained is - 120 2 0 0 C T 2003
stirred at roomtenperature for 24 hours. After cooling, the solution
obtained is washed wth water, dried (Na2SO) and then evaporated under

vacuum d X f Hdia - -
Unoo oERimple %??na TG [I‘m’“‘?%’?@ﬂgg‘%‘?'ﬁ‘é%ﬁ?wm AR o

/ 0.1 N Inazolp(d.3-alpwnazoligt -8R containing the first product by 5 order
of elutigg gar SPMHMEY and 7erapRrAa|@ctatbvilgmehadbenzyl] A -@yrelidin6b yl-4ef-

4- benzyl | sul n

12 4] trlla%éft P AR AR 0 %%ﬂﬁﬁﬁa(ﬂ%&st%ﬁ?ﬁ st cigbongts s

(DQI’OS DIVﬁQpcndédZn 10 Zh13f DMF.4X)6 ¢ (R8P mnsol) 8FHhethylBZodide (sraddetand tie thixtire, 1I2-I) H) _

5,05 - siyien Heatfla JiMGitof o RodeSyiteuinn, T ot s ehiflorned (P ubder 7

pr oduct bgpuun'dﬂ'ld thé residukiiotaken apnm wmmhltthmestrmttthﬁ tmmnmh eth(vl gﬂeteéeo 15 ¢

of 4-ben I r I

1,2, 4]t rfhézo Gggll i‘r ?{%zo @ s SraR'b{tgcf go Jm% Qh‘lérliﬁe ;‘Eﬁ%{%‘t"% o) (2 =

283C [ Et qurNeu &wmnd; qowwenblxﬂben ezamqwteduqff undgr wuclm t0481|ye 0.3g of crude3 )

5. 454\I-DF Hﬁ%‘o 7.3 (m 3H);7.7(m3H); 6.35 (m2H) 20 Exarrple 236:
met hyl am no) -4 benzI-I- idin- |-yl) 41tri azol o-

[4 3-a] q@hﬁaﬁf@ldpﬁ’f 5. Bﬁ'éﬁedo 75 (’ g‘g@@?}ﬁl?“ i °°1“}’/“n Oé Sﬂ[“’a cluting with 2

7- ani no- 4 benzy! /-1l CHRYH msikfugd. 10-5lg i TECHurd pddddttis otaaiabd[ 4, 3-

aj qui naz@.i n-_5-1%1e (described in Exanple 225) suspended in 0.8 m of formc

acid and V9$=®lg i “of fornmal dehyde are placed in a round-bottoned fl ask.

The mi xt nre (Tettdldat B -H2°CAOeHFM] 1 hour with stirring. After cooling, the

I
oxt bt ogt SOy, ROLIH, bR P2 2 0B M A a2

n of gani ¢ phase
are mshéﬂ)ﬁ?ﬁd%hr7aﬁ5e@ %}dheﬁﬁg@dﬁ)uﬁﬂéﬁfio]ﬁb@% dﬁ on, gl’l lad 8vef >
Na2SO4 apgiviite coopent rat ed under vacuum

Example 240 : 7-Bromo-4-[(4-(N-methylcarbamoyl)methyl)benzyl]-1-(pyrrolidin-1-yl)-
20  4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one.

240-1/ 7-Bromo-4-[(4-chloroformylmethyl)benzyl}-1-(pyrrolidin-1-yl)-4H-{1,2,4]triazolo-
[4,3-a]quinazolin-5-one.
0.85g (1.76 mmol) of 7-bromo-4-[(4-carboxymethyl)benzyl]-1-(pyrrolidin-1-yl)-4H-
25  {1,2,4]triazolo[4,3-a]quinazolin-5-one (Example XX) is placed in 85 mti of dry chloroform.
The mixture is stirred under a stream of nitrogen, followed by addition of 0.42 g (3.52
mmol) of thionyl chloride while maintaining the temperature below +5°C. After
1 h 30 min, the reaction is virtually complete and the acid chloride precipitates out in the
form of crystals. This solution is used for the next step without further punfication.
30  240-2/ 7-Bromo-4-[(4-(N-methylcarbamoyl)methyl)benzyl]-1-(pyrrolidin-1-yl)-4H-[1,2,4]-
triazolo[4,3-a]quinazolin-5-one.
The solution obtained in Example 240-1 is added slowly, while maintaining the
temperature < +5°C, to a solution, cooled to 0°C, of 0.6 g (8.8 mmol) of methylamine
hydrochloride and 1.06 g of triethylamine in 85 ml of acetone. Stirring is then continued at
35  0°C for 15 minutes, after which the solution obtained is concentrated under vacuum. The
residue is dissolved in methylene chloride, the organic phase is washed twice with water,
dried over Na,SO, the solvent is evaporated off under vacuum and 1.0 g of crude product

is thus recovered. This product is chromatographed on a column of silica, eluting with a




30 The crude product obtained (0.8 g)

col um of si

m xture. 0.23 g of the TLC pure prod

= 29%rn.p. (Tottoli) =

0.65 IHNWVR 6 (ppm : 2.1 (m 4H) ; 3.05 (s, 6H)
2H),71(m|H);73(m3H)'76(d 1H)'
H) Sol vent CDC13 -121 2 8 OCT. 2

4- BenzyP6 CHofimbd ICI(H@M?‘WE? IR BN
2700 6f puke c@um(naﬁs dbtaiimel) of

a] qui nagpRki 0
aﬂ}l din-1-yl)-4H[1,2 4]triazolo[4,3- 5 a]

4- benzyl

qui nazol |“H 53 Ae

are
syst

i NP

cyangde @Fﬁggggéﬁa{#ﬁﬁgﬂm

ni t r ogeAWNR & (ppm)i: rngS Thé (e HHR n2.7i(d, 3ok a4 By Sl aci biss

5 it 1 R SR

vacuum
ageuous

lica,

I-(pyrro
" (Exanpl e 164)

eluting with a 98

qregeli) 240 500 n

ft_r(pgen inlet.

Xture is then

drc;gt_ h

e rateri al

; 3.45

12 hours

is purified by chronatography
yl ene chloride / 2 net hanoz%rhcef 2003

of Exanple 236 is obtained. Yield
194C [EtOH] 35 TLC (97 CH2C12 / 3 CH3OH) :
(m 4H)
7.75 (m 2H) ;

Oﬁg%ﬁ{% fﬁcrm‘#ﬁzs% frony sthanol . After

Rf =

'5.45 (s,
8.1 (d, 1

in 100 mM of N-methyl pyrrolidinone (NW)
round-bottoned flask fitted with a stirring
4.4 g (49 mmol ) of cuprous

heat ed for

i)

DY M KN E) 08 2B I ;@e(s¢ hHYr i de and 2N

i s renoved by tiltration and the

phases Slob/enheﬁiDQé?par at ed by settling. The organic phase is washed with

saturated Nad sol ution,
crude product.

si | il8a, Taegempgungsih of

Thi s pr

dried (Na2SO4) and

RN R R

evaporat ed to give 24.0

@E&Bm{?g{b th@

exane

Xt ur

g of

gpoq#%rm of

TLC pur g¢fkémplei2d0s are conbi ned and evapor at ed under vacuum 8.4 g of the

conmpound of anple 15 237 are obtained. Yield = 90% mp. (Tottoli) =
212-214C "H NVR S (ppm 2.9 (s, 611) ; 5.3 (s, 2H ; 7.3 (m 3H ; 7.5
(m 2H) ; 8.4 (m 1H) ; 8.5 (me 6 3 6 (m 1 H\ 20 Solvent DVEO
Exanmpl e 238] 4-Benzyli- 7- car bogy-1 - (pyrijo JIIQS yly fd—l-[ m.p. (°C
1,2,4]triazq ﬁ?["ﬂ,"?—'%ﬁa] qui nazoP i n-5-one ghg g (13. le 1) gf( )
4-benzyl - 7-qyanMo. (pyirrolidin-1-yl)- 4H-[‘I‘?,A]fr|43{r4))nr/1'2
241 4- O | 38 268
(NH2COCH2)C6H4CH N .
242 |4- O 74 202
(Me2NCOCH2)C6H4C N
243 4- O 47 229
(HONHCOCH2)C6H4C N
15

- Compound 241 :
'H NMR 8 (ppm) : 2.7 (s, 6H) ; 3.2 (s, 2H) ; 5.1 (s, 2H); 6.7 (s, 1H); 7.05 (d, 2H) ; 7.2 (m,

3H) ; 7.95 (m, 1H) ; 8.05 (d, 1H) ; 8.15 (s, 1H)

Solvent : DMSO

20

- Compound 242 :
'H NMR 8 (ppm) : 2 - 2.15 (m, 4H) ; 2.9 (s, 3H) ; 2.95 (5, 3H) ; 3.35 - 3.45 (m, 4H) ; 3.7

(s, 2H) ; 5.45 (s, 2H) ; 7.15 (d, 2H); 7.65 (d, 2H) ; 7.85 (d, 1H); 8.15(d, 1H) ; 8.5 (s, 1H)
Solvent : CDCly

25

- Compound 243 :

'H NMR & (ppm) : 1.95 - 2.1 (m, 4H); 3.3 (s, 2H) ; 3.3 - 3.4 (m, 4H); 5.3 (s, 2H); 7.25
(d, 2H) ; 7.45 (d, 2H) ; 8.15 (d, 1H) ; 8.25 (d, 1H); 8.35(s, 1H) ; 8.8 (s, 1H) ; 10.7 (s, 1H)
Solvent : DMSO

30




25 a] qui nazol i n-5-one suspended in 100 m of 16 N hydrochloric acid ZBUCT 2003
solution are placed in a 250 m roun ottoned flask and the mxture is

then refluxed for 3 hours with stirr‘lﬂ7g After cooling, the precipitate is
filtered off, washed several tinmes with water, dried and purified by

chromat ography on a colum of silica, eluting with a 97 CHd42 / 3 CHCH

m xture to give 2.3 g of the TLC pure conpound of Exanple 238. 30 Yield =

44% m p. (TOttOl —33537 1H N 1.9 (s, 4 3.4, (s 4H)
o (P Expnple o244 (i TMg A4 5bppapanapy LN dimegtatrang) 4l g1 2 kbRt 4T o
(s, 1H) $(3L %mlazohﬂl&ﬁ@mnelZZ 2 80CT2003 Exanpl e 239:

L TR TR AL ol S

7- brono- 146§ (44} a@ndly of Temethly]) bENNHimahylpmimopdtd] 12,4} ydzplof #3-{lquinazolin-
tria I um
car b§n at eo%ﬁ'lg ﬂﬁ“@#s%@ﬁ%e‘é p?ac? %é&%gga Fodlﬁg%()ﬁ&?i&) g §§< peﬁ%xﬁ?? hul

i odi de isirraridsdteand cdn@elmexam e nitgogemeintrpduction SH&tCTQO@d‘ 38 28w mmol)iofh
stirri nqawzgs%ﬁ%y%%ﬂ{ ark S0BHARA AL po on TPt MREMMLRE 128 HOBRY R 1 S

taken up”in ext times wth a(a/ tate; the
conbi nedstlmwmﬁﬁr perlings 3G md OM%@P%NW%%M‘E%H 4R and the mipdueeds ¢ j on,

dri ed Oﬁ{ gyﬁ%mo%d xﬁlhﬁrﬁ&hmwtﬁsti ampb%ﬁﬂo&&ﬁnym@dd&awum to
uct

e crude pr o rified, by .chro raph
on " oLt thirinsoubls matesialis RGN kY iiS mtabelic, pesh; 1 Shrae] 5 g

of TLC pai By psfe&ﬁ tand Scoﬁ&tn&hl&ﬁdmd?ﬁ thdmm Gahith the residukoist taken up 1hGite :hﬁdC

E SCZ Hggi)—ﬂ tntlgat%(y El-gerelrg lgﬁ‘fe?a‘ig’ﬂ%é ’fhe ms%lﬁb;l(z%a}érggl (ed;og’irﬁ in th? fé@n er is 3 7 8 5

(d, 1 HydissoBred5in(dp tlH)f jsopropaied; startipg Swithethe sohutiv1 sbwing |sgrrgdofor
sty - 20
o0t hilick NuB SN, CALRRTRL BREDialASAE Kl doftbiagielivliiisopropiol

A4H[ 1 qui haz - one

7- Br bmp-and]then with sthst anchgiisdaindsr Yasamey 9.9 &_B(WP@M%H?PWP“W*)‘clhﬁ‘tsei 2, 4]
triazol ofyr {tf néxt sdp Withé\AF@kticn phrificdion.

Yield = 80 %

244-2/ 4-(4-Cyanobenzyl)-1-(N,N-dimethylamino)-7-methyl-4H-[ 1 ,2,4]triazolo[4,3-
20  a]quinazolin-5-thione.
Starting with 0.5 g (1.93 mmol of 7-methyl-1-(N,N-dimethylamino)-4H-{1,2,4]-
triazolo[4,3-a]quinazolin-5-thione (Example 244-2), using method B described in Example
3, and after recrystallization from ethanol, 0.29 g of the compound of Example 244 15
obtained. |
25  Yield =40%
m.p. (Tottoli) = 236°C
'HNMR & (ppm): 2.9(s,6H) ; 3.7(s,2H) ; 5.45(s,2H) ; 7.25(m,2H) ; 7.7(m,2H) ;
7.85(m,1H) ; 8.2(d,1H) ; 8.5(s,1H)
Solvent : CDCl;

30
Compounds (I) of Examples 245 and 246 (Table 7) are prepared according to the process

of Example 244.




0.85 g (1.76 mmol ) of 7-brono-4-[ (4-carboxynethyl)benzyl]-1-(pyrroliZdg6E7 2003
l-yl)-4H 25 [ 1,2,4]triazolo[4,3 -al-qasnazolin-5 -one (Exanple XX) is
placed in 85 m of dry chloroform The mi xture is stirred under a stream
of nitrogen, followed by addition of 0.42 g (3.52 mmol) of thionyl
chloride while maintaining the tenperature below +5C. After | h 30 mn,
the reaction is virtually conplete and the acid chloride precipitates out
in the formof crystals. This soluti cPABEEUsed for the next step w thout
further pprIrTrcattopn. 30 ZRO- 27 -
7- Br ono- 4] Cempaynge} hyXtar pbanoyl ) meRnhyl ) benzyl | NR4B3y r r|oXigldn | m.p.
I-yI)|-4H- 1,2Ng] - tyiazol o] 4, 3-a] qui nazol i n-3-one. The |sofeg}i ¢n (oqj)thi ned in
Exanpl e 2f0-1_1 S adge oM Y, arnrngH,he Te ragure. <|+5C, to
a sol utiop, ch ed togt%, Df 4%@@{% of'msthyl qu ﬁ?o:hl ori de

and 1.06 p of triethylamnp in 85 nil of acetcne “$u-i3rr|ng I's then cgntinued

at 35 0C for 15 m'n tes rTer _Wwhicir, the southmomal neqg_rsfconceptrated
under vachum 24fhe H@Ie i s B)pwdéan ngt hy, éne chl offde dBd rgani c
phase is nfshed twi ce wi t h| wat eCH_c;H@I@g ovenl Na , tthe sol yent |

evaporate vacounT et o-yoftrT proguct rs—thos— ver ed.

Thi s product is chrornat ographed on a colum of silica, eluting wwth a -123
2 8 OC Tegil “52%2012 4CHSC]—Im'xturetogive0.4gmhichis
recrystaj in% 0. 27 oféhgure co und |s
obt ai ned. HNMR & (ﬁp@i%?i%(ﬁ 5I(1)I‘0‘1?&?|2}'I) 7zﬁéd %H)FLU% ¢ ERIGCER! (m

0,5%1 d\n}/ﬁ)S(pprr): 195-21(m 4H) ; 2.7 (d, 3H) ; 3.35-345(m
4H) ; - 55(m 3H ; 7.15 (d, 2H ; 7.65 (d, 2H) ; 7.9
(d, 1H Sol er& %EQIS?H) 8.5 (s, 1H) Solvent : CDCl3 10 The conpounds (1) of
Exanpl es 241 to 243 (Tabl e 6) are prepared according to the process of

Exanpl e 240, (omoypd RNRARSYield MP. (C) No. 2414-38268 (NH2COCH2) C6HACHN
- E L]

'HNMR & (ppm) : 2.5 (s, 3H) ; 3.0 (s, 6H) ; 4.25 (d, 2H) ; 6.45 (dt, 1H) ; 6.75 (d, 1H) ; 7.2
10 (m, 1H); 7.6 (d, 1H); 7.7 (d, 1H) ; 7.9 (s, 1H) ; 8.4 (in, 2H) ; 8.6 (bs, 1H)
Solvent : CDCl;

B. Intermediate compounds

15  Particularly preferred embodiments of the intermediate compounds of the present invention
can be prepared according to the examples which follow. However, a person skilled in the
art may easily modify the procedures described below as a function of the desired

intermediate.

20 Example 250
Intermediate 1 :

1,2,3,4-Tetrahydro-3-benzyl-6-bromo-4-oxo-2-thiaquinazoline from 5-bromoanthranilic

acid.

25 150 g (694 mmol) of 5-bromo-2-aminobenzoic acid suspended in 1.5 1 of acetic acid are
placed in a reactor fitted with a stirrer, a condenser and a dropping funnel.
The mixture is heated to reflux with stirring, and 92 ml (103 g; 694 mmol) of benzyl
isothiocyanate are then added slowly and uniformly via the dropping funnel.
After the end of the addition, the mixture is refluxed for a further 6 hours with stiming;
30  during this period, dissolution takes place gradually.
After cooling to room temperature, the solid which has precipitated is filtered off and

washed with acetic acid.




2424- 74202 ( Me2NCOCH2) C6HACN f 2434-47229 (HO\IHCOCI—lZ)C6H4CI\I 15 - ngga e
241 : "HNWR S (ppm : 2.7 (s, 6H ; ’13% ;5.1 (s, 2H ; 6. ?s,
1H ; 7.05 (d, 2H) ; 7.2 (m 3H ; % (m 1H) ; 8.05 (d, 1H); 8.15 (s,
1H) Solvent : DMSO 20 - Conpound 242: 1H NVR S (ppm : 2 - 2.15 (m 4H) ;
2.9 (s, 3H ; 2.95 (s, 3H ; 3.35 - 3.45 (m 4H) ; 3.7 (s, 214); 5. 45 (s,
2H) ; 7.15 (d, 2H) ; 7.65 (d, 2H) ; 7.85 (d, 1H); 8.15 (d 1H) ; 8.5 (s,

1H) Sol pent m

: ’l;h Eroda%qﬁ;lﬁggtg is d§9JTH &E}dvég}l%n té dg iﬂ\@ § 995‘? & of }I?dél'h)czpﬁ're(

7 45(d magppacdsfqmpcmd (8lutis elollﬂ)t 8935, Cla (P8 GHOMS RERD.9) 10.7 (s, 1H)

Sol vent JABLE 6 30 2 6 0 C Z 2003 - 124 Exanple 244 :

7- Met hy I-f 4 C anobe; zyl -1-(N, N-di et hyl am noz A4H [ 1,2,4]triazol o-

[4 3- a] q’ﬂpm angdtﬂiéh@{ specira are compatible with the expected structure.
I\/Et5hyl-l-(N N-di met hyl am no)-4H-[ 1, 2, 4] tri azol o[ 4, 3- a] qui nazol i n-5-t hi one

. é4 nol ) of

7- rret hyI i met hyl am no)-4H[1, 2,4]triazol o[ 4, 3-a] qui nazolin- 5 5-one

in 70 mI,gémt,ai,mrze- is placed in a t hr ee- necked round-bottomed fl ask

equi ppe . tirri syst a_condenser nd a nitrogen-introduction

system g'ﬁ‘g}."g (} %h{ﬂ%} g’?ydﬁamg%?ﬁfl eqWent are added in a single

portion The m'xture is refluxed for 24 hours with stirring. After

cool 5‘V hydr .ok I | I ture
i Tt oCORe S’ 8 NP5 e RENA Stk BORoBE5 T, Wilal ik

cycl ohex(ém_rmma.&i evspemdtdlio . hé of sthenelire plased in alreacsorrfémslﬂwh tystirrer

filtratign, Jafeet di ¢ methanolic phase is separated

167.6 g (3.348 mmol) of hydrazine hydrate are added with stirring.

The suspension obtained is refluxed for 18 hours, during which dissolution takes place
15  gradually.

After cooling to room temperature, about half of the solvent is evaporated off under

vacuum and the residual solution obtained is left to stand in a bath of ice for 1 hour.

After filtering off the precipitate, washing with cold ethanol and then drying under vacuum

at 60°C, 89.7 g of the TLC-pure expected compound are obtained (elution solvent:
20 99 CH,Cl,/ 1 CH;OH ; Rf=0.1)

Yield = 72%

The '"H NMR and *C NMR spectra are compatible with the expected structure. -

Example 252
25 Intermediate 3 :
4-Benzyl-7-chloro-1-mercapto-4H-[1,2,4]triazolo{4, 3-a]Jquinazolin—5-one

477 g (158 mmol) of 3,4-dihydro-3-benzyl-6-chloro-2-hydrazinoquinazolin-4-one

(prepared in a similar manner to that of Intermediate 2) dissolved in 600 ml de pyridine are
30  placed in a reactor fitted with a stirrer and a condenser.

25.3 g (158 mmol) of potassium xanthogenate are then added portionwise and the solution

obtained is refluxed for 7 hours with stirring, during which a solid gradually precipitates

out.

After leaving to stand at room temperature overnight, the precipitate is separated out by
35 filtration and then redissolved in 1.5 litres of water.

The solution obtained is neutralized with acetic acid and the precipitate formed is then

filtered off, washed with water to neutral pH and dried.




out by settling and concentrated under vacuum and the residue is takggtypo?
inice and triturated therein severgh,tinmes. The insoluble materi al
recovered in the formof a lacquer is” dissolved in 10 m of isopropanol;
starting with the solution obtained, stirred for 30 m nutes, the yellow
crystals which precipitated are filtered off, washed with isopropanol 15
and then with ether and dried under vacuum 0.98 g of product is obtained,

whi ch i sed,. for th ext e i hQu t: | i ' ' = 80 %
24°21 SUE e anilscDagl ot Pl brodtht 8 sa e Ao WO

1, 2, 4] t firteopwfificaion20 a] qui nazol i n-5-thione. Starting with 0.5 g (1.93

nol of Y-Hgt@}sj, | - (N, N-di net hyl am no)-4H-[ 1, 2, 4] -

triazol 3'[19{ - @i nazol i n-5-thi one (Exanple 244-2), using nethod B
described in Exanple 3, and after recrystallization fromethanol, 0.29 g

of the compound of Exanple 244 is obtained. 25 Yield = 40% mp. (Tottoli)

= 236C "H NVR S (ppm : 2.9(s,6H) ; 3.7(s,2H) ; 5.45(s,2H) ; 7.25(m2H) ;
7.7(m 2Bxampleds8m 1H) ; 8.2(d,1H) ; 8.5(s,|H Solvent : CDC13 30 Conpounds
(1) of EXRrmk&atedd and 246 (Table 7) are prepared according to the process

of Exanmw 3 - BL - Xt-:BNRARSYi el d M P.
No. (3 Commryick siercbirn i3 et Ritzeiod SHEHpHEy e
(pyrid-3-yl)-1H326133 N,
10 A solution of 6.72 g of sodium hydroxide in 1200 ml of water is placed in a reactor fitted
with a stirrer and dropping funnel, followed by addition of 57.0 g (166 mmol) of 4-benzyl-

7-chloro-1-mercaptotriazolo{4,3-a]quinazolin-5-cne (Intermediate 3).

15.74 ml (166 mmol) of dimethyl sulphate are added with stirring at room temperature,
over a period of 30 minutes. Stirring is continued for 7 hours.

15  After leaving to stand at room temperature overnight, the precipitate is filtered off, washed
with water and then dried under vacuum.
51.2 g of crude solid are obtained, which product is used for thelncxt step without further
purification.
Yield = 100%

20

Example 254

Intermediate 5 : 4-Benzyl-1,7-dichloro-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one.

51.0 g (143 mmol) of 4-benzyl-7-chloro-1-methylthiotriazolo{4,3-a]quinazolin-5-one
(Intermediate 4) in a mixture of 1.5 1 of chloroform and 0.9 1 of water are placed in a

25  reactor fitted with a stirrer, a dip tube and a condenser.
The mixture is cooled to 0°C with stirring, and a stream of chlorine is then bubbled
through for 2 hours, while keeping the temperature below 10°C.
Introduction of chlorine is then stopped, the mixture is allowed to return to room
temperature and stirring is then continued for 2 hours.
30  The 2 phases are separated by settling and the chloroform phase is dried over Na;SO; and
concentrated under vacuum.
50.9 g of crude solid residue are obtained. This product is suspended in 400 ml of ethanol
and the heterogeneous mixture is stirred for 30 minutes. The insoluble material is filtered
off, washed with ethanol and dried at 50°C under vacuum to give 46.5 g of the TLC-pure
35  expected compound (elution solvent : 99 CH,Cl> / 1 CH;0H ; Rf = 0.50)
Yield = 94%
The proton and 13C NMR spectra are compatible with the expected structure.



S (ppm : 2.9 (s, 6H) ; 4.7 (s, 2HI B0(7T.25683
2H) -’Izg 4 5 (d, 1 H Solvent : DVSO -

5 (s ; 3.0 (s, 6H) ; 4.25 (d, 2H) ;
6.45 (dt, 1H) ; 6.75 (d, 1H); 7.2 0(m1H);76(d 1H ; 7.7 (d, 1
H ; 729 (s, 1H ; 84 (m 2H) ; 8.6 (bs, 1 H Solvent : CDCl13 B.

I nt ermedi ate conpounds 15 Particularly preferred enbodi nents of the

|ntermag§ate cagg)ounds of the present invention can be prepared according

CH=CHCH2CH3 Conpound 245: ~H NWR
(d, 2H) ; 7.75 (d, 2H) ; 8.1 (m
Compound 246: 'H NVR S (ppm : 2.

to the ich follow However, a person skilled in the art may
easi |y ninderiedite Gy éc&ﬂuyle"é—bmﬁl'lk{éd 4391330&0&5313]({11;!!&;011@15 ae. t he desired
I nternmedi ate. 20 Exanple 250 |Internediate |

1, 2, 3, 4- Tetrahydr o- 3- benzyl - 6- br onp- 4- oxo- 2- t hi aqui nazol i ne from

5- br ompa®hr gni (260 rawPl. 015 3143dlhgrd(06bhertﬂ}‘bﬁ)br@m0@lufd@aﬂmo,gnmﬁbmému c
aci d SSUZ@ﬁ%%lth‘ 2¥s rp% iRC2YI1GrRR) ehiBfformPh@Gfiskelitn @ 4 ﬁﬁt@fr@JctJr'fmead Wi th

a stirr a condenser and a dropping funnel. The m xture 1s heated to
reflux vWilhasHIres: | ng, and 92 m (103 g; 694 nmol) of benzyl i sothiocyanate

a][ et th he”Tlﬁ;dél% erﬁlﬁy\'isyc&ﬁﬂ'fh 04 roml %ﬁl 1t batH) ewithi @ﬁﬁin'g féthﬁ' by Aﬁaﬁ?ﬁt&e end
0 e I ure,.i re ours w
stirri n?dl% B?&}r# QH§ abi (ﬁ- “cE]J"V ﬁ‘{é’me’t ‘é{E'ég rfﬁ”étée‘ngar éléﬁl'ﬁl’"!s;‘r' IAf t er

cool i ng t&mpémﬁm:(terﬂsey ature, the solid whi ch has preC| pitated is filtered

of f d she c - rodu obtaiped is
ari o RURE elnebsfEs supplis duaiBe bGP b a sifte PRRiGH, SME KRBl e
conpoundemetnatire helswl 57€n{The nﬁstute GHRE ftirfedfoB ! THEMEE 2 teRiperatOreRelotw PG = 52%

ghe " H NR R0fte bith MMRrSREOVER sitfrfhgCi® WhRirull For'dl flthb# h&arB Rty whith Gt ur €-

solid gradually precipitates out.
1.5 1 of water and 0.7 | of chloroform are added, with stirring until completely distributed
15 between the 2 phases, and the aqueous phase is then neutralized to pH 7 with sodium
bicarbonate. T T T
The organic phase is separated out by settling, washed with saturated NaCl solutlon dried
(Na;SO,4) and evaporated under vacuum to give 91.3 g of the TLC-pure expected
compound (elution solvent : 97 CH;Cl, /3 CH;0H /0.3 NH,OH ; Rf = 0.5).
20 Yield=99%
m.p. (Tottoli) = 237°C
The 'H NMR and *C NMR spectra are compatible with the expected structure.

Example 256
25 Intermediate 7 :

4-Benzyl-1,7-dibromo-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one.

35 g (98.5 mmol) of 4-benzyl-7-bromo-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

(Intermediate 6) suspended in 630 ml of chloroform and 11 ml of pyridine are placed in a
30 3 litre reactor equipped with a stirrer, a condenser and a dropping funnel.

16.4 ml (320 mmol) of bromine are then added at room temperature with stirmng, over a

period of 30 minutes.

After the end of the addition, stirring is continued at room temperature for 1 hour ;

the reaction medium is then partitioned betweenl | of water and 1.5 | of chloroform and the
35  heterogeneous mixture is stirred for 15 min.

The insoluble material is spin-filtered, washed with water to neutral pH and then triturated

from ethanol.




Exanpl e 251 Internediate 2 : .
3, 4- Di hydr o- 3- benzyl - 6- br onp- 2- hydr aziégggui nazol i n-4-one. 10 125.2 & 8&{dd003

mmol ) of 1,2, 3, 4-tetrahydro-3-benzyl - r ono- 4- oxo- 2-t hi aqui nazol i ne
(I'nternediate 1) suspended in 3.5 1 of ethanol are placed in a reactor
fitted wth a stirrer and a condenser. 167.6 g (3.348 mmol) of hydrazine
hydrate are added with stirring. The suspension obtained is refluxed for 18

hours, dyri.ng,which di ssol uti take l.ace 1 radual l.y. ~After _cooling to
room t en%pﬁ"tgq}?'@,g 'é‘ﬁ%[ltv R IR aggot(?rea E{)ﬁ?\%‘ﬁ?oq gtsgg&%ﬁ@‘f’eﬁ‘%wmumﬁtedvacuum
and t he c@spslindlis sblaitted delutdn stlvend: $5CHeCl / 1| €H30dhdRf A 0sb)bat h of ice for 1
hour. After filteri f | D | ' and
then dry ar ﬁ??&ga(r%{o\]}g% utg%(:hg)? &8815‘,,%?8’. %’gggh%’(lﬁ Wﬁﬁg OE?@E}-A%%%&Sfe?&gesglthggﬂgh%ound
ar e obt atheadwitle|lwatern rdrgiog @lasSQ4), eGipotioHREke solveHa@ler ; vapium (and) thepel d =
72% The | . [ { {10 qt C

st uct ur ST BFthe 2 QLRRRAGhEE RfRof APALIE ot chd S0 PR £6r a

4- Benzy| sexoudhfragtion ofithe expsctsd spmpoundy whichyis egusyadent to theprergdingAmctian byone
374-7d?h§/ rg:-’ 3- be%aziﬁd-' 6-chl.oro- 2- hydr azi noqui nazol i n-4-one (prepared in a
simlar keighdeldErthes f@F“‘P‘P‘?ﬁ@rZ%\e%i ate 2) dissolved in 600 m de pyridine

are 30 ghabeWMR spedtRs isUonipatible dvithi thdexpested sfragturend a condenser. 25.3 g
(15811{)77 nol ) of potassium xanthogenate are then added portionw se and the
0

sol u n obtained is refluxed for 7 hours with stirring, during which a
solid gr Bflamable25pr eci pitates out. After |leaving to stand at room

tenper at gy RYRhill i ALkBiPIRCHD didliEdid 39 Hulfflilonby | 35 111 tration

and then e solution obtained is
neutralized with acetic acid and the precipitate formed is then filtered

of f, was *P.gd gvv'z!dk ) ,6f01Jﬁﬁé&ﬁﬂh-@éﬂzﬂm}liﬂI,D,Qﬁltriagolg[élgﬁ_]ﬁaﬂﬁgolhﬂ-%né‘lisQ g of
O U DT O e e St Teicahydtotsiin B £ 186 bl SurdBotedrida hisk Afaiped 'wih &1 ¢ hout
furthér gissalyedcin §Qml of tetrahy quIpp
stirrer and a condenser. _
2.0gof ammonium formate are added, foflowed by 1.5 g of activated 10% palladium-on-
charcoal. '
The mixture is stirred and heated at the reflux point of the solvent for 5 hours.
20  After cooling, the suspension is filtered and the solvent is then evaporated off under
vacuum to give 0.55 g of residual solid.
This product is chromatographed on a column of silica, eluting with a
97 CH,Cl; /3 CH30H 3 mixture; the TLC-pure fractions are combined and concentrated
under vacuum to give 0.42 g of solid residue.
25  Yield=55%
m.p. (Tottoli) = 222 — 224°C
TLC (95CH,Cl; / 5CH3;0H) : Rf=0.4
'"HNMR § (ppm): 1.65-1.85 (m, 8H); 3.25 (m, 4H); 7.5 (t,1H); 7.9 (t, 1H); 8.15 (d,
1H) ; 8.3 (d,1H) ; 12.6 {m, 1H)
30  Solvent : DMSO

The compounds (I ; R = H) of Examples 258 to 262 (Table 8) are prepared according to the
process of Example 257.



Yield 100% 5 Exanpl e 253

! 4- Benzyl -7-chl oro-1-nethyl thi o-4H[ 1,3g4]triazolo [4,3 -a] quinazol
10 A solution of 6.72 g of sodium hydroxide in 1200 m of water is
placed in a reactor fitted wth a stirrer and droppi ng funnel,

-one.

Internedi ate 4 :

addition of 57.0 g (166 mmol ) of 4-benzyl -
7-chloro-1-nmercaptotriazol o 4, 3-a] qui nazolin-S-one Internediate-D. 15.74
(166 nmmol ) of dinethyl sulphate are adpgdpwgh stirring at room

f

28,06 203

ol | owed by

t enper at ur e, over—a perTod- ot SOTTTTUt S, St T TS C pTICTTToeyf or 7
hours. 15 Af]€Epmiperuidfng to st Hd at room NRARE a u?’iélelsl/e m.ph’C) tfhe
precipitate |s fl%tered of f, washed w}th water and(%ljen dried under
vacuum 51. 2fg—of—crutte—sotd—areobtarred, _—whicir produci—s_useqd for the
next step wi | how58 ur{her pufBfication el § =1100% 20| Ex24A9 e |254
I nternediate]5 : 4-Benzyl -1, 7-di chl oro- 4H',N
1, 2, 4] t ri azopot4—3—altutrrazot=S5-one: 16 g3 mot)of
4-benzyl - 7- chl or29l - mpt hyl t hB6iH3 azol of 4,8 -3] qli ndfl i p-5 ~<one
(Internmediatp 4) in a|mxture of 1.5 1 pf Lorofform and|0.9 1 of] water are
pl aced i n a p25—+eactpr—tted—wth—a—strrer—arep—tube—and—a—dqondenser.
The m xture |s @dfl ed|to O%W h™tirrihg,fany ajstr®am ¢f chlorijne is then
bubbl ed thrpugh for 2 hours, iA e keepi t he fenperatyure bel o} 10C
| nt r oduct i on}ef—ehler-re—+s—+hen——stoppep—the—m-yttore—+stat-towed-{t o return
to room tenperd@éire and stir?-Bng is then i ned &r P huvifls. |30 The 2
phases are sgparated by settling and the g pof or m phase is drigd over
Na2SO4 and ponceptrated—drder—vracttm—bo—9—g—eofrerude—sptda—rest{due are
obt ai ned. Th]s @6aducy{ is sushBanded in KO of et #@&hol | ardDQ he
het er ogeneoup m xturelis stirred for 30| m hutes. [The inspluble ngterial is
filtered of lwashecit-lmaitraRot—aritchth =ttt t—lre—t —egrteiit 0 Qi Ve
46.5 g of the TLC-pure 35 expected conmpound (elution solvent : 99 CH2C 2 /
1 CH3OH ; Rf = 0.50) Yield = 94% The proton and 13C NVR spectra are
conpatible wth the expected structure.
Example 263
5 Intermediate 9 : 1-Azepanyl-7-chloro-4H—[l,2,4]triazolo[4,3-a]quinazolin-S-one
100 g of 1-azepanyl-4-benzyl-7-chloro-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
(24.5 mmol) and then 19.6 g (147 mmol) of dry aluminium chloride are suspended in
200 ml of anhydrous benzene. .
10  The suspension is stirred and heated at 50°C in the absence of moisture.
After 1 hour 30 minutes, the reaction mixture is allowed to cool, ice is added and this
mixture is then stirred vigorously for 30 minutes.
The precipitate obtained is spin-filtered, washed with water to neutrality and dried at 50°C
to give 7.5 g of TLC-pure solid.
15 Yield=96%
m.p. (Tottoli) : >300°C
TLC (95 CH,Cl, / 5 CH3;0H) : Rf = 0.35
'H NMR & (ppm) : 1.65-1.9 (m, 8H) ; 3.3 (m, 4H); 7.95 (d, I[H); 8.05 (s, 1H); 8.3 (d,
20 1H);12.8 (m,1H)
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Jtriazolo [4,3 -a] quinazolin-5-one.
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Example 271

Intermediate 10 : 1-Amino-4-benzyl-7-bromo-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

5.0g (14.5 mmol) of 3,4-dihydro-3-benzyl-6-bromo-2-hydrazinoquinazolin-4-one (prepared

according to Example XX) suspended in 150 ml of dry methanol are placed in a 500 ml

reactor fitted with a stirring system, a condenser equipped with a potassium hydroxide

guard tube, a dip thermometer and a nitrogen inlet. 1.62g (15.3 mmol) of cyanogen

bromide are added and the heterogeneous mixture is stirred for 1 hour at room temperature

and then refluxed for 5 hours. After cooling, saturated aqueous sodium bicarbonate

solution is added dropwise, with vigorous stirring, to pH 8. The insoluble solid is filtered

off, washed several times with water and dried under vacuum to give 4.9 g of crude

product.

This product is triturated from 100 ml of methanol and the insoluble fraction 1s separated

out by filtration, washed with methanol and dried under vacuum. 4.6g of TLC-pure product
are obtained. The '"H NMR and “C NMR spectra are compatible with the expected

structure.
Yield = 86.5%



35 heterogeneous mixture is stirred for 15 min. The insol ubl e nateriZal 0£&2003
spin-filtered, washed with water to ngggral pH and then triturated from
ethanol. - 129 2 8 O Cr 2003 Under drying under vacuum at 50C, a first
fraction of 8.2 g of the TLC pure expected conpound is obtained (elution
solvent : 99 CH2A 2 / 1 CH3OH ; Rf = 0.6). After separation of the

chl orof orm phase washi ng wi th sodi um bi carbonate solution and then with
vater, dny peoddg<@3p¢ evaporation of the solvent under vacuumand then 5
trituration of the residue f ometh nol, filtration and drying of the solid
at 50C, BeC{9 Cﬁngh/é&&ﬁﬁé an of the expected conpound, which is

equi val ent to t he preceding fractlon by TLC, are obtained. Total vyield
(for the 2 fractions) = 96% The 'H NVR spectrumis conpatible with the
expected structure. 10 Exanple 257 Internediate 8 : 1-Azepanyl-4H[1, 2, 4]
tri azol ofdal@atign afitheda oftaadivityef thOp eeféd ed 8o mpoundséf the invention

1- azepanyl - 4-benzyl -4H[ 1,2,4]triazol o[ 4, 3-a] qui nazolin-5-one is 15

di ssolved in 60 m of tetrahydrofuran in a 150 ml round-bottonmed fl ask

equi ppednbhititiom of phesphediestachse condenser. 2.0 g of amonium fornmate are
added, followed by 1.5 g of activated 10% pal | adi um on- charcoal. The
mxture is stirred and heated at the reflux point of the solvent for 5

hour s ZDhergapegitycofolhi tgmpetsls i Spamida ¢ of sher nvertioadtodpbibityclionydsntides t hen
eva ;@@L Oﬁl{ohlaé&%és 1ch§ﬁ}de£Htt8{ &bé(s%nﬁg 5&1191@1‘, (Eebifititibn T8Quidd tshmﬁbi@r oduct

|sc oraeona(:ourmof5||ca eluting with a 7 CHzA 2 / 3
CHSO—| 3 M Xf’ﬁ‘ihée“%}f'i’?t'?l?@“ﬂﬂ?e fractions are conbi ned and concentr at ed

gnggrz v o¥h o%ﬁ%g‘i;ﬂ?re%%ﬁbd’ &smw@tosgﬁc\&r@aehtmaﬁmm@&oﬁirat toli)
erﬂeqéi% 58t poning bt Hepjod o AORTY Phlver gty 11

1.65-1. g%l
8.3 (d19|9EI)JPhatﬁ15xp( her £33 - 1195-1205.

15  The other types of phosphodiesterase are obtained from partial punﬁcatlon by FPLC on a

Mono Q column (anion exchange column ) according to a method adapted from Lavan B.
E., Lakey T., Houslay M. D. Biochemical Pharmacology, 1989, 38(22), 4123-4136., and
Silver P.J et al., 1988, Eur.J. Pharmacol. 150 : 85-94, either from cell lines of human
origin for PDE1 (TPH1 monocyte line) and PDE5S (MCF7 line obtained from an
20  adenocarcinoma), or from dog aorta for PDE3, or, for human PDE3A, from cloning genes
in SF21 insect cells into baculoviruses, according to the method adapted from Luckow, V.
A. et al., 1991 in Recombinant DNA Technology&Applications., eds. Prokop, Bajpai,
R K.&Ho,C.S., pp 97-152.
The measurement of the enzymatic activity of the various types of PDE, and in particular
25 the PDEs 4, is carried out according to a method adapted from W.J. Thompson et al. 1979,
Advances in Cyclic Nucleotide Research, Vol. 10: 69-92, ed. G. Brooker et al. Raven
Press, NY.
For the determination of the ICsp, the enzymatic activity is measured in the presence of the
inhibitor over a range of concentrations from 0.1 pM to 100 pM.
30 The table which follows illustrates the inhibitory activity of PDE4 on an enzyme
preparation obtained from the U937 line.

Compound Compound Compound
No. ICsp (M) No. ICs (uM) No. I1Cs (nMD)
0.054 59 0.090 190 0.19
3 0.079 60 0.050 218 0.048
11 0.080 61 0.011 223 0.012
13 0.060 62 0.053 224 0.075




30 Sol vent DMSO The conpounds (I; R = H) of Exanples 258 to 262 ('Qa@[)g{ 73
are prepared according to the proces%% Exanpl e 257. 130 TABLE 8

Conpound XI NRAR5Yi el dM P. (C) No. 2587-Br N96>290 2598-CH3(TIII11: 64-
260NN75- 2617-Br N89>300 2627-Br N90. 5>3 00 Exanple 263 5 Internediate 9 :

1- Azepanyl -7-chl oro-4H[ 1, 2,4]triazol o[ 4, 3-a] qui nazolin-5-one 2 O OCT 2003
10.0 g of
1- azepanyl - 4- benzyl -7-chloro-4H[ 1, 2, 4j tri azol o[ 4, 3-a] qui nazol i n-5-one
(24.5 mpl)—ahd—i-henr—10—6g(I4+—mel)—oftdry—alumniumsehl oride are
suspendefCdnipoud@P m of a8 | benzene|Cdfipdbd [suspensj on is stirred and
heated af 5QC in TI e apse ceNof mahé ﬁ;ﬁ) Af 1 ur, m nutes, the
react i onlmidPurel 1&sdp e—+8—copr=iEd L s a®ed 13y 5 mxture is then
stirred Vigasously i@ 30| nmi 76t es| BF8pr gci PRTate dbi28 ned is
spin-filter washed -w tih er o tl’3.|l and le£d pt 50C to give
7.5 g of ﬁgn b s@?‘l‘:ld. 15 .ke‘#é-_ g6l 5}.;S’cttf' qi,:‘d’ﬁ’ B300C TLC (95
cHda 2 / 5 GBBCH 0.083 = [0. 3581H \II\/FB.S(erT) 2301 650102 (m 811); 3.3 (m
4 ;7. , 1H); 5 (s, 8 d 1H); 1 -131 TABLE
9H)Corrpoum S S %ng.ﬁsﬁo( A5 89 | B0k 385 T 0ge0s? M 1H)

35 0.020 80 0.073 233 0.18

37 0.015 81 0.016 234 2.69

40 0.014 83 0.012 239 0.005

41 0.018 85 0.041 240 0.013

42 0.024 89 0.027 242 0.011

43 0.030 92 0.030 243 0.028

44 0.090 94 0.029 246 0.041

46 0.090 96 0.058

47 0.050 98 0.029

48 0.025 102 0.060

49 0.080 103 0.039

50 0.035 104 0.077

51 0.027 164 0.090

52 0.030 186 0.090

57 0.014 189 0.078

Examination of the results in the above table shows that the preferred products of the
invention tested in the trial inhibit the enzyme PDE4 in vitro effectively.

Inhibition of the production of TNFa by human leukocytes stimulated by

lipopolysaccharide

The aim of this test is to evaluate the capacity of the compounds of the invention to inhibit
the production of TNFa (tumor necrosis factor-c) by human leukocytes in the presence of a
high concentration of human serum (75%). The reason for this is that it is found that many
compounds having the capacity to inhibit phosphodiesterase 4 in enzymatic or cell tests no

10

longer have this capacity when the test is carried out in human blood. The test described here
is based on the use of human leukocytes cultured in 75% human serum. It has previously
15  been documented that these conditions mimic the situation observed when the assay of TNFa

is carried out in human blood.




No. 264HN283 2657- CH3N298 2667-CH3" J >300 N ?H3  2677-CH3N, - CH3 9 90374F3
2687- OHN295 2697- CNND>300 2707- CNCH3 - CH3 Exanple 271 5 Internediate 1
1- Am no- 4- benzyl - 7-brono-4H[ 1, 2, 4]tﬂﬁ Zol o[ 4, 3-a] qui nazol i n-5-one 5. g
(14.5 muol ) of 3, 4-dihydro- 3- benzyl 6- br ono- 2- hydr azi noqui nazol i n- 4- one
(prepared according to Exanple XX) suspended in 150 ml of dry nethanol are
placed in a 500 Ml reactor fitted with a stirring system a condenser

equi pped_ W th a potassi um 1 ardtu t nd a
it bpen Theter SoppBi|are el g0 TRSleaiSionaily M B MSEEAMD ot e

het er oge DS are distriteitedsinsT welle dbffao96- ﬁrehombro@law Owelis Bripeat L50=ul afhthet hen
refl uxed f,0 ter Uy1...S u onat e
sol uti ons?lg{l%'b(?z(f% our\%lisse qg‘feﬁl @I télgr%%ls §1E ?E?%gs{?:‘h ] 4 Eﬁq%e%%&ﬁ}@gl ubl e
solid i strhnslfemcbd tlmes, ZWagh@di thesee serfialt dilsmnsi ofh compeundsnaredsdqeentiablgrer

vacuu ﬁaﬂﬁf%ﬁﬁ d4rv91c9 gxf ﬁél‘t&d‘é‘on%ﬁm%re ??d‘gf of RPMI @G-Qf'gréibcbg id m %E%é‘s@ from

100 anol € 1 NSO ction1s se
filtrati dﬂutlmm@ewfﬂmﬁfﬁﬁdhawelbndtwm@mthErCGHSF wilhbeieddedd. 6g of TLC— pur e

product paliteQtoaigRes a Jies ohelghﬁvargdwﬁﬁ&t NMR, (W@%tlmbﬁroﬁ),fefgﬁp%upmhw th

the expected structure. 20 Y 86. 5% 2
LPS (0% inhibition) and a senes of dilutrons of Rohpram in order to be able to compare

the tests with each other and thus evaluate their variability.

10
An ampule of leukocytes is thawed on a water bath (37°C), its contents are transferred into
a 15 ml tube containing 10 ml of RPMI supplemented with 5% human serum (RPMI-5%
HS). The cells are sedimented (800 x g, 6 minutes, 4°C), taken up in 10 ml of the same
medium and counted by dilution-in a solution of Trypan blue. After centrifugation

15 (800 x g, 6 minutes, 4°C), the cells are taken up at a proportion of 2 x 10%ml in human

“serum.

100 pl of cells are added to 50 pl of the various dilutions of compounds. The plates are
then incubated for 30 minutes at 37°C, after which 50 pul of a 4 pg/ml solution of LPS
prepared in human serum are added. The plates are incubated overnight at 37°C.

20  After incubation for 15-18 hours, 90 ul of culture supernatant are removed and transferred
into round-bottomed microplate wells. The presence of TNFa is then evaluated by ELISA
(Pharmingen), using 50 pl of supernatant. The protocol described by the manufacturer is
applied rigorously.

25 The results obtained for some of the preferred compounds of the present invention are

illustrated in the table which follows.




280Cr 2003 - 132 mp. (Tottoli) = 287C TLC (95 CH2C12 / 5 CHSO—lgbU %03
= 0.5 5 Evaluation of the in vitro actjsyity of the preferred conpoun 811
the invention Inhibition of phosphodi esterase The capacity of the conpounds
of fornmula (1) of the invention to inhibit cyclic nucleotide 10

phosphodi esterases is eval uated by nmeasuring their 1C50 (concentration
required to inhibit 50%of the enzymatic activity)., The type 4

phosphodi est erases are obtai ned from a[ yﬁlg'gﬁ)gﬁlprﬁ eparation extracted from
a cell line W37 of humdn origin acg e nethod adapted from T.J.
Torphy et at., 1992, J.Hndeempnynd T1er ‘2'%3“31*2’95 12p5. 15 The other types
of phosphodi est erase are [obtained frpm paggigimpuriffcation by FPLC on a
Mono Q col unm (ani on exchange cof umj _accordi ng to a net hod adapted from
Lavan B. E., Lackey'T., |Houslay M D. Biochem cal Pharnacol ogy, 1989,
38(22), 4123-4136., and |Silves P.J pt al., 32988, Eur.J. Pharmacol. 150 :
85-94, either fromcell Ifines_gf hunpn origin for PDE1L (TPHL nonocyte
line) and PDE5 (MCF7 |ing obt &ﬁ‘ﬁed ffom an %3 adenochr ci noma), or from dog
aorta for PDE3, or, for Human $DE3A, |from cb3ning gehes 1in SF21 insect
cells into bacul oviruses, accgb ing fo the gethod adpgpted from Luckow, V.
A et al., 1991 in Reconlji nan Technol ogy&Appl i cati ons., eds. Prokop,
Bajpai, R K &Ho,C. S., pd 97-182. The neasubfdnent of|{the enzymatic activity
of the various types of HDE, agjd in particular 25 the PDEs 4, is carried
out according to a nethod adapt ed frpmWJ. Thonpson{ et al _ 1979, Advances
in Cyclic Nucl eotide Resqarch, "ol . 10 : 69782, ed. G Brooker et al. Raven
Press, NY. For the deterni natigln of fhe 1CSo, the engymatic activity is
measured in the presence |of t i nh| bi tor g\éer a range of concentrations
from0.1 Mto 100 .iM 30 The table phich fotrlows iljustrates the
inhibitory activity of POE4 od0Ahn engyne plleparati on obtained fromthe
U937 Iine. Conpound | C50¢onpoypd | C51 PConpound | C50 O NI)

35 -

Evaluation of the in vive activity of the compounds of the invention

in vivo TNFo. model in Wistar rats .

TNFa is a cytokine which plays a central role in the mechanisms of inflammation. Its
10 production can be induced by an injection of lipopolysaccharide (LPS). It has been shown
that the increase in intracellular cAMP, produced in particular by PDE4 inhibitors,
decreases the production of TNFa in in vitro and in vivo models. Thus, what is involved
here is to quantify in vivo the anti-inflammatory potential of the compounds of the
invention, administered orally (p.o.), by measuring the inhibition of the production of
15  TNFa in the plasma of rats, these rats having received an intraperitoneal (i.p.) injection of
lipopolysaccharide (LPS). For the treatment with the compounds of the invention or the
vehicle, the latter are administered orally to male Wistar rats, 30 min before the injection of
LPS. The rats are sacrificed 90 min after the stimulation with LPS, the blood is collected
over EDTA and the concentration of TNFa is measured in each sample of plasma. The

20  results obtained for some of the compounds of the present invention are given in the table

below.




No. No. No. 10. 054590. 0901900. 19 30. 079600. 0502180. 048 110. 080610. 0112230. 012
130. 060620. 0532240. 075 280CT2003 - 133 Conpound | C50Conpound 2 80CT 2003
| CSO PM Conpound | Csa (PW No. No. No. 28$.-04750. 0782270. 028

220.
350.
410.
440.
490.
570.

t he

41760. 0702290. 080 320. 053780. 0382300. 002 340. 056790. 142310. 00027
020800. 0732330. 18 370. 015810. 0162342. 69 400. 014830. 0122390. 005
018850. 0412400. 013 420. 024890. 0272420. 011 430. 030920. 0302430. 028
090940. 0292460. 041 460. 090960. 058 470. 050980. 029 480. 0251020. 060
0801030. 039 500. 0351040. 077 510. 0271640. 090 520. 0301860. 090

0141890. 078 Exam nation of the results in the above table shows that

preferred products pf—the —Tnvention tested in tne trial inhibit the
enzyme PDE4 in vitro efffectively.
Compound % inhibition at 10
_mg/kg
3 - 98%
104 - 94%
94 - 87%
101 - 80%
85 - 17T%
98 - 15%
79 - N%
91 - 70%
93 - 67T%
103 - 64%
46 - 58%
35 : - 51%

10

15

20
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Model of eosinophilia in rats

The studies carried out using this experimental model are designed to evaluate the
inhibitory action of the compounds of the invention on the afflux in inflammatory cells and
in particular of cosinophils in the lumen of the tracheobronchal tree of rats. Eosinophils
play a major role in the physiopathology of asthma in man by releasing into the pulmonary

parenchyma pro-inflammatory mediators such as leukotrienes, specific proteins and
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Model of neutrophilia in mice

20
The studies carried out using this experimental protocol are designed to evaluate the

modulatory action of the compounds of the invention on the afflux of pro-inflammatory
cells (early phase) in the lumen of the tracheobronchal tree of mice. This cell afflux follows
a stimulation mimicking a bacterial infection (bacterial lipopolysaccharide or LPS). This

25  inflammatory early stage is the result of a combination of events, the main ones being the
synthesis and release of stimulatory factors (TNFoi) and chemotactic factors (IL-8ii), the
increase in vascular permeability in the tracheobronchal microcirculation and the
infiltration of polymorphonuclear neutrophils concomitant with the exudation of the
plasma proteins into the pulmonary tissues.

30  This pathological process is found in chronic obstructive pulmonary disease, in which the
neutrophils, in concert with the macrophages, play a key role in establishing the
amplification of the recruitment of the neutrophils themselves, but also in the destructuring
of the pulmonary tissues (decline in the pulmonary functions), the hypersecretion of
tracheobronchial mucus (engorgement of the aerial pathways), the tissue inflammation

35  (release of inflammatory mediators and free radicals) and the increase in the basal tonus of
the pulmonary smooth muscle fibres (chronic difficulty in breathing). Some of the
compounds of the examples showed activity in this model.

References



into round-bottomed nicroplate wells. The presence of TNFcL is then 2 80CT 2003
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MBP) and cytoki nes. The massive recruitnment of this cell type in the

aerial pathways of asthmatics |leads to a gradual degradation of the

pul monary tissue, explaining the bronchial hyperreactivity, the chronic
aspect oftidikg condition and the exacerbations in the absence of treatnent.
Thi s nodel uses Brown Norway rats, which 5 have the particular feature of
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20

in which X3 and X4, which may be identical or different, represent a lower
alkyl group, it being possible for X3 and X4 to be linked to form a

ring, comprising one or more hetero atoms chosen from O, S and N,
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in which:

- nis an integer from 1 to 3,
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one or more halogen atoms; and

- R4 and R, represent:
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PCT/ FROO/ 01174 Tri azol o[ 4, 3-a] qui nazol i n-5-ones and/ or -5-thiones of

or oup. fon ni t 1 oglee? o'l k4 upd s b IBEURE RO QR PRSGEBGETS
i dentical or dif fadedrwhenRyanddrare didfeensgen, hydroxyl, hal ogen, ani no,

nitro, mercapto, Afkyl
-S(O nRg in whi C}’]&I%?I e Qﬂfeli’f@([ydsmbﬂeofor}l& Rsﬁlﬂ%\t/\rgr? 4 EBA%}TIQJ %%Me@hn%

< y ’
optional |y subst i@ wpielﬁlrksr@ed}r WF@OH%@F&QE# GATRRFSING) enexpr mere heferey - (8

IN nz\msH ch: o Q- I Sitords ého@&l fomab e ayd Rand optibnally stbdteuted withha IbweNilkfl, a ( CW@
r ) a ,

N e s - o LS P kot ehas iR anohef SIS s ilotbed 4207 )
-(CH2-CH2-0) r, r shbstingted 6pithl onewr 2nord gesupd chavedl from hydroxyl keto, lower alkyl,
lower alkoxy, phenylalkyl and CO-Q,-Q;-Q, it also being possible for two of
the atoms in the ring thus formed to form part of another ring chosen from
10 phenyl and heteroaryl comprising from 4 to 8 atoms including 1 to 4 hetero

atoms;

optionally the racemic forms thereof and the isomers thereof, as well as the
pharmaceutically acceptable salts thereof.

15
2. Triazolo[4,3-a]quinazolin-5-ones and/or —5-thiones according to Claim 1, in which:
A\ represents an oxygen atom;
X represents a hydrogen atom and X; is a halogen, amino, lower alkyl, hydroxyl or -NHR,
group, R being as defined above,

20 R represents:
- a lower alkyl, lower alkenyl, arylalkynyl, 2-, 3- or 4-pyridylalkyl group optionaily
substituted on the pyridine nucleus with a lower alkyl, a halogen or a hydroxyl;

Y1
Y2
-{CH.)n
Y3 in which:

- nisan integer from 1 to 3,

25 - Y1, Y2 and Y3 each represent a hydrogen atom or a lower alkoxy group, more
particularly methoxy,

- Y1 and Y2 each represent a hydrogen atom and Y3 represents a lower alkoxy
group, an aminc group, NHR;, NRyRj, nitro, hydroxyl, a group
-(CH2)CO-Q-Q2-Qs, a group (CH3)s-CN in which s, Qi, Q2, and Q3 are as

30 defined above, or a lower alkyl group optionally substituted with one or more

halogen atoms, the position which is particularly preferred for the substituent
Y3 being position 4, or
- Y1 represents a hydrogen atom and Y2 and Y3, which may be identical or
different, represent a hydroxyl, halogen or lower alkoxy group, or
35



-@is: -H -OH lower alkoxy, -0-CO X3 -NHX3 or /X3 -N X4 in whiér 063 2002
and X4, which may be identical or diffgpment, represent a |ower alkyl

group, it being possible for X3 and X4 to be linked to forma ring,
conprising one or nore hetero atons chosen fromO0O, S and N, 2 BOCT2003 -141
-NH*R1 in which RL represents a | ower al kyl group, optionally substituted
with one or nore groups chosen from hal ogen, hydroxyl, cyano, |ower al koxy
and -CO Ql- Q2- @B, YLNR2R3 in which R2 and R3, which nay be identical or
different, repres 5 lower alkyl, optionally substituted with one or

nor e hydroxy*\vhaﬁqun cyano, |ower al koxy or -CO QL-Q2-@B groups, it

bei ng possible for and R3 to be linked to forma ring, conprising one
or nore hetero atons Y8hosen fromO0, S and N and optionally bridged with a
| ower al KiyWwhichem di al kyl ated or substituted with one or nore groups chosen
from hydroxyl, keto, lower alkyl, [ower alkoxy and 10 -COQ-@-@3; - R
represents: | owelAras kydefinedubsveal kenyl , | ower al kynyl, aryl al kynyl, 2-, 3-

or 4-pyridylal ky ti | v, substitu a | ower al kyl, | ower al koxy,
%6 o Ph0 98 S0y, b tabn BREehl  bifftoitnlylord M&ER)n\ 1\ Y3 v3
5 - Y1 and Y2 each represent a hydrogen atom and Y3 is lower alkoxy or halogen;

R4 and R;s represent:

- lower alkyl when R4 and RS are identical, aralkyl, cycloalkyl or
cycloalkylalkyl when R4 and R are different,

10 lower alkyl, it being possible for R4 and R;s to be linked to form a saturated ring or a ring
including one or more double bonds comprising one or more hetero atoms chosen from O,
S and N and opticnally substituted with a lower alkyl, a hydroxyl or a lower alkoxy or
bridged with lower alkyl, gem-dialkylated or substituted with one or more groups chosen
from hydroxyl, keto, lower alkyl, lower alkoxy, phenylalkyl and CO-Q;-Q;-Q;, it being
15 possible for two of the atoms of the ring thus formed also to form part of another ring
chosen from phenyl and heteroaryl compnsing from 4 to 8 atoms including 1 to 4 hetero

atoms.

3. Tnazolo[4,3-a]quinazolin-5-ones and/or —5-thiones according to Claim 1 or 2, in
20  which:

X, represents a hydrogen atom,
X, represents a halogen, amino, lower alkyl, hydroxyl or -NHR, group;

25  Rrepresents:

Y1
Y2
-(CHn
Y3
n which:
30 - nis an integer from 1 to 3,

- Y1, Y2 and Y3 each represent a hydrogen atom or a lower alkoxy group, more
particularly methoxy and in particular 3, 4, 5-trimethoxy,



hydr oxyl, hal ogen or amino group, in which: - nis an integer fromZlg007T 33
Ar is an aromatic ring conprising 5 aryj4g-atons including fromO to 3 hereto
atons chosen fromO, S and N, - Y1, Y2 and Y3, which may be identical or

different, represent: - hydrogen, hydroxyl, mercapto, am no, nitro,
hal ogen, NHR1, NR2R3, -(CH2)s-CN, or -(CH2)5CO-Qi-@-@B in which s is an
integer fromO to 6; - lower alkyl, lower alkoxy or -S(OnR3 in which case

mis 0, 1 or 2_and iR V2 edch x@wéee:ﬁlamwmgbﬁ atofi MY@$§drE§eﬁtsfaQ'bW%F‘§l|Ro§§? be

optionally substituted or .nore hal ogen atons
represent: 2 80CI1A™#H03 I\Yﬁél} N 2§’\Eer““é?’k§?F YR YRETEHRY RoloRiee 4Uélﬁélng'|"7<‘}ﬁl

i’ir al kyl , | kC|yC| oal lg}ﬂtloﬁﬁllycyﬂib@ﬁﬂulﬁd -with K phe ghemo&‘l ﬁﬂdgdﬂSdétmsdlif -
ower alkyl, it S or an ed t

saturated ring ftg%ﬁﬁﬁ 65 ﬂéﬁ?d? ﬁ’gsnci’rfe' gr“’io&élsgg’uﬁl'g %3 "EY)WQMg one
or nofe hetero Ssa{CHp)y thlmng Equaint® 0, ﬁ?a,rﬁlloﬂ\ﬂandl Qapis iKY G lor N}b,':'mmut ed

with a |ower alky, hlffg()]f]%gﬁ%é{)sﬁdteﬁ#@%&r %8@5&#5%&%%&0%& r PUer

al kyl, gemdi al kyl'a ad Wt re groups from
hydr oxyl, keto, ItbweosmM(pdrticulmmmcfwnclddwhe pitstitpent X3/ being gosdipiQh,-a2- B, it
al so being possi Rlierdhplediq rgegeat@,hcm V2 a1 Dk iy SOITRedi ol OT M

part of another n osen enyl het'er oar yl “conpri Si ng " r om
to 8 atons incl ucﬂlﬂgfent f@fﬂﬁcmwxy th@lﬁgcn gplov&@hallkpyy gleBpreiceni c f or ns
t herggf and the isoners thereof, as well as the pharmaceutically
acceptable salts thereaf. 15 2. Triazol of 4, 3- aj qui nazol i n-5-ones and/ or
-5-thi ones accordi ng/'?(c)‘ Claiml, in which: A represents an oxygen atom
X, represents~g _MAogel? atomand X2 is a hal ogen, amino, |ower alkyl,
hydr oxyl or - NHRI oup, R being as defined above, 20 R represents:

Y3

in which:

- Ar is an aromatic ring éomprising 6 atoms which can include a nitrogen atom
15 in position 2, 3 or 4 and preferably in position 3;
- Y1, Y2 and Y3 each represent a hydrogen atom, or
- Y1 and Y2 each represent a hydrogen atom and Y3 is a lower alkoxy group or
a halogen group when Ar| does not comprise a nitrogen atom; and

20 R4 and Rs, represent:
- lower alkyl, when R4 and RS5 are identical, aralkyl, cycloalkyl or
cycloalkylalkyl when R4 and R;s are different,
- lower alkyl, it being possible for R4 and Rs to be linked to form a saturated ring
or a ring including one or more double bonds comprising one or more hetero
25 atoms chosen from O, S and N and optionally substituted with a lower alkyl, a
hydroxyl or a lower alkoxy or bridged with a lower alkyl, gem-dialkylated or
substituted with one or more groups chosen from hydroxyl, keto, lower alkyl,
lower alkoxy, phenylalkyl and CO-Q,-Q2-Q3, it being possible for two of the
atoms of the ring thus formed also to form part of another ring chosen from
30 pheny! and heteroaryl comprising from 4 to 8 atoms including 1 to 4 hetero

atoms.

4. Triazolo{4,3-a]quinazolin-5-ones and/or —5-thiones according to any one of Claims 1
to 3, in which:
35 - the halogen group is chosen from F, Cl, Br and I,



- a lower alkyl, lower alkenyl, arylalkynyl, 2-, 3- or 4-pyridylal Igyg 0Or BIP
optionally substl tuted on the pyri d|ﬂb45nucl eus with a | ower alkyl,

hal ogen or a hydroxyl; Y1 Y2 -(CH2)n Y3 in which: - n is an integer froml
to 3, 25 - Yl, Y2 and Y3 each represent a hydrogen atomor a | ower al koxy
group, nmore particularly nmethoxy, Yl and Y2 each represent a hydrogen atom
and Y3 represents a | ower al koxy group, an am no group, NHR1, NR2R3,

nitro, hydroxyt, the tpveumlkyl a0k BODIQearQer Bianched ggrowp coiEAng £dmi 1 hg ch s,

Q, & and B arggs A%ndef i ned above, or a lower alkyl group optionally
substituted with one or nore hal ogen atons, the position which is

particul arly prefit losgr abioxy geoupuissa lingasior braf@hhbgmgp postafriigg fedbm Orto-5 Y |
represents a hydrcqgﬁﬁaa(glﬂgn and Y2 and Y3, which may be identical or
different, repre t a h¥ roxyl, hal ogen or | ower al koxy group, or 35 2
80CT2003 - 143 rnﬁiﬁn'f)&’ﬁ” y 10&0%13 delineaear brsached grouwp ontavmingfitbriv3 teach

represent a hydrq;gﬂmn&t@ﬂg or 5 - and Y2 each represent a hydrogen atom
and Y3 is | ower nd R5 represent - lower al kyl when
R4 and R5 are Td éﬁﬂ%{‘ryggigg‘l’m ‘%Fgfaﬂk fo ®Earber atomis) kyl al kyl when R4

and R5 are di ffeﬁedbwerlﬂkjlrxgw\lgfouplcbyﬂamsIﬁonb?lcﬂ&lcﬂﬁ&ﬁhtbhﬂ for R4 and RS to be
bonie_compr | o1 haUEek SRRl fab RBuel b S8 sSpsins LR Seosine ©
opti thal | y subst iatamesd W|th a lower alkyl, a hydroxyl or a | ower al koxy or
bridged wth | owge a?gh Al ﬁmi'% t‘?érmslt@ts%%b%ﬁk?q%?ss“ tuted with one or nore

groups chosen from'™h dr Xy ower al koxy, phenyl al kyl
and C0- QL- Q- CB, the rsgowmpwlkﬂrcoumlm froind tatéorasbaat atodne, ri ng t hus

formed al so to fheryailkylProd\€3dtahs frbSB to 8 carbon atoms,

- the cycloalkylalkyl group comprises an alkyl containing from 1 to 6 carbon
15 atoms,

-~ the lower alkyl, lower-alkoxy or lower alkylthio groups substituted with one or

more halogcn atoms are chosen from the groups —(CHz)p-CF3, -O-(CHz)p—CF3
and -S- (CHz)p-CF:;, in which p is an integer from 0 to 3.

20 5. Triazolo[4,3-a]quinazolin-5-ones and/or —5-thiones according to Claim 1, in which:

- AjisOorS;
- X and X;, which may be identical or different, represent:
- hydrogen, hydroxyl, halogen, amino, nitro, mercapto, cyano, carboxyl,
25 - lower alkyl, lower alkoxy or —S(0),Rs in which m is 0, 1 or 2 and Ry is a
lower alkyl, which are optionally substituted with one or more halogen atoms:

- R represents:

Y1 Yi / Y1
Y2 _AT—Y2 Ar ——Y2
-(CH,)n \ N
30 Y3 Y3 Y3

in which:

- nis an integer from 1 to 5,

- Ar is an aromatic ring comprising 5 or 6 atoms including from 0 to 3 hetero
35 atoms chosen from O, S and N




chosen from phenyl and heteroaryl conprising from4 to 8 atons inclz%m HB
to 4 hetero atonms. 3. Triazol o[ 4, 3-aj4gui nazol i n-5-ones and/ or -5-thi sz 3
according to Claim1l or 2, in 20 which: Xl represents a hydrogen atom X2
represents a hal ogen, am no, |ower alkyl, hydroxyl or -NHRI group; 25 R
represents: -(CH2)n Y3 in which: 30 - nis an integer from1l to 3, Y1, Y2
and Y3 each represent a hydrogen atomor a | ower al koxy group, nore

particul arly petfoxy ﬁlﬂd{j,hmvlﬁéf%hfldé flenieal Or diffekent, ¥EjrBe@xy, 2 B O C T 2003
r

-144 5 10 Y1 Ar Y2 in which: - is an aromatic ring conprising 6 atons
whi ch can include a nitrogen atom 15 in position 2, 3 or 4 and preferably

in position 3; -. Ydro¥en, aRpirddylCandtcapt) amamy Iaan,drmq%Iy,ahim leflogeny! and
Y2 each represent a@i/?irﬁ%ogginr@?ttgm an }Q Qﬁ a lower. al oxg %%oougtor. a

hal ogen group when “Art2)dE it Redipts'sdds rfPt‘YtBéﬁﬁlséPdW SIAEPBE 9% and R5,
represent: | ower. abvetalkyphewveRdlkaryd oR5SED)E, Ridr mthicha, is 8 &loky2 andcRe isoml Kyl
or cycl oal kyl al kyl whe 4 and R5 are.differegnt. .- |owe | kvl . -5t bei ng
possible for R4 and®¥8 aﬁk?’lﬁ%gﬁlfl%%ﬁﬁ{l%fqroeﬁm tgeb§a({pltfpg?lg'cfu?’?t%ﬁke\éo‘?m’é\o?? ng

i ncl udi ng one or mor moeohdibgentaterds conpri sing one or nore hetero 25 atons
chosen from0O, S and N and optionally substituted with a |lower alkyl, a

hydroxyl or a |ower alkoxy or bridged with a |ower alkyl, gemdial kyl at ed
or substi t uRgdndiRs/whick noy bevdentigalorshifferaaispresedm hydr oxyl, keto, | ower

al kyl, lower alkyl, it being possible for R4 and R to be linked to form a saturated ring or a
ring including one or more double bonds comprising one or more hetero atoms chosen
from O, S and N and optionally bridged with a lower alkyl, gem-dialkylated or substituted
with one or more groups chosen from hydroxyl, keto, lower alkyl, lower alkoxy,

phenylalkyl and CO-Q;-Q;-Qs.

6. Triazolof4,3-a]quinazolin-5-ones and/or —5-thiones according to Claim 5, chosen from
the group comprising:
7-Bromo-1-dimethylamino-4-((E)-3-pyrid-3-ylallyl}-4H-[1,2,4]triazolo{4,3-a]quinazolin-5-
one | '
1-Dimethylamino-7-methyl-4-(3-pyrid-3-ylallyl)-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

4-(3,4-Dimethoxybenzyl)-7-methyl-1-pyrrolidin-1-yl-4H-[1,2,4)triazolo[4,3-a]quinazolin-
5-one

4-(1-Dimethylamino-7-methyl-5-oxo-5H-[1,2,4]triazolo[4,3-2]quinazolin-4-yl-
methyl)benzonitrile
7-Bromo-1-dimethylamino-4-(3-phenylallyl)-4H-[1,2,4]triazolo{4,3-a]quinazolin-5-one

7-Methyl-4-(3-phenylallyl)-1-pyrrolidin-1-yl-4H-[1,2 4]triazolo[4,3-a]quinazolin-5-one

4-(7-Bromo-1-dimethylamino-5 -ox0-5H-[1,2,4]triazolo(4,3-a]lquinazolin-4-yl-
methyl)benzonitrile
1-Azepan-1-yl-7-methyl-4-pyrid-3-ylmethyl-4H-[1,2,4]triazolo{4,3 -a]quinazolin-5-one

4-(7-Methyl-5-oxo0-1-pyrrolidin-1-yl-5H-[1 ,2,4]triazolo[4,3-a]quinazolin-4-yl-
methyl)benzonitrile :
1-Dimethylamino-7-methyl-4-((E)-3-phenylallyl)-4H-[ 1 ,2,4]triazolo{4,3-a]quinazolin-5-one

4-(7-Bromo-5-0xo-1-pyrrolidin-1-yl-5H-[1 ,2,4]triazolo{4,3-a]quinazolin-4-yl-

methyl)benzonitrile



| ower al koxy, phenyl al kyl and CO Ql-@-@3, it being possible for twhgd]tie
atons of the ring thus forned al so to’% prm part of another ring chosen from

30 phenyl and heteroaryl conprising from4 to 8 atonms including 1 to 4
hetero atons. 4. Triazolo[4,3 -a] quinazolin-5 -ones and/or -5-thiones
according to any one of Clains 1 to 3, in which: 35 - the hal ogen group is
chosen fromF, d, Br and I, Y 1 and Y2 each represent a hydrogen atom and

Y3 repres nts Y n N . Nk teh Q, . oxyl
group, a- %Vﬁ%“ﬂ?%gpé ‘Bﬂ%‘?&%?iﬁ%&ﬂ%%a%ﬁ?[ﬁgbﬁl@j’%&%%? e hal ogen
at ons, @gﬂi@up -(CH2)sCO QI -@@R-@B in which sis Oor 1, QL is 0, -NH or
a valency bond, @ is {CH2)q , q being equal to 0, 1, 2, 3 or 4 and @B is
H OHor -NX3X4 in which X3 and X4 are as defined above, r (CH2) s-CN
“in whi ct.s Trinz6lop4,3a]quindrelipdsines andfoar-Sitbiones hcoplieg to (Clajmy grlt er 4,

substi t uent r Yl represents a hydrogen atom and Y2
and Y3, vahE?en%&ﬂQheD%Ehé rzilsmé) different, represent .a hﬁdroxyl, hal ogen

or | owerl- wa-l@ﬂb&whl%ﬁ -4= (3 IIJIISUYIQ“)[l)b@'lI [ @ofiriazpiof4.3-lguinazolig5-eoup is a
| i near or branched group containing from1l to 6 carbon atons, - the | ower
al koxy group is a linear or branched group containing from1 to 5 carbon
atoms, 5i-(Adepen1oMpr-caldtyBt(Biphenylaliyi)-3H-[d,2,4]reaolopt, 3 alquindzelinGranep

containing froml1l to 5 carbon atons, - the | ower al kenyl group contains
from3 to 6 carbon atons, - the Iovver al kynyl group contains from3 to 6
carbon af. apfno-1 &131%&3*1&@30-4%)43-ByﬁﬁQWIﬂﬂyﬁthqll QM riesiR(4,Sajuiinzelitgt
containing 1 to 5 carbon 10 atons, - the aryl group contains from5 to 8
carbon #%ns, - the aral kyl group conprises an alkyl containing from1l to 6
car bon R?Ir{a ! IRHP-EQRL A 21814700 331 Hin&RNiRS0ort o5, -
t he cycﬁ%gﬁmﬁ’al %‘?J%ﬂ))gc} |og{as arYrf FL@I’ c]ont al mgaq?r[cl)m 1 to 6 carbon

15 at ons,
7-Bromo-3- pynd -3- ylmethyl 1—pyrrohdm— -yl -3H- [1 2 4]tnazolo[4 3- a]qumazolm-S-one

1-Azepan-1-yl-4-(3-phenylallyl)-4H-[1,2,4]triazolo[4,3 -a]quinazglin—S-one
1-(Azepan-1-yl)-7-chloro-4-allyl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

1-{Azepan- 1-yl)-7-chloro-4-(4-methylbenzyl)—4H—[1,2;4]triazoio[4,3-a]quinazolin-S-one
1-(Azepan- 1-yl)-7-chloro-4-(2-chlorobenzyl)-4H-{1,2,4]triazolo[4,3-a]quinazolin-5-one
1-(Azepan-1-yl)-7-chloro-4-(3-chlorobenzyl)-4H-{1,2,4]triazolo[4,3 -a]quinazolin-5-one
1-(Azepan-1-yl)-7-chloro-4-(4-chlorobenzyl)-4H-{1 ,2,4]triazolo[4,3-ajquinazolin-5-one
1-(Azepan-1-yt)-7-chloro-4-(4-bromobenzyl)-4H-(1 ,2,4]triazolo[4,3-a]quinazolin-5-one
1-(Azepan-1-yl)-7-chloro-4-(4-fluorobenzyl)-4H-[1 ,2,4]triazolo[4,3-a]quinazolin-5-one
1-(Azepan-1-yl)-7-chloro-4-(4-(tri fluoromethyl)benzyl)-4H-[1,2.4]triazolo{4,3-a]-

quinazolin-5-one

1-(Azepan-1-y1)-7-chloro-4-(4-cyanobenzyl)-4H-[ 1,2,4]triazolo[4,3 -a]quinazolin-5-one



the -lower alkyl, lower alkoxy or |ower alkylthio groups substitutedg@gCt g3
one or nore halogen atons are chosen 1f %omthe groups - (CH2) p- CF3,
-O-(CH)P-CF3 and -S-(CH2)p-CF3, in which p is an integer fromO to 3. 20
5. Triazol o[ 4, 3-a] qui nazol i n-5-ones and/ or -5-thiones according to Claim]1,
in which: - Al isOorS; - X1 and X2, which may be identical or different,

represent: - hydrogen hydr oxyl , hal ogen, am no, nitro, nercapto, cyano,
car boxyl , L p |4 1 or
2 and R8 1|(§3rr}epanl EHI 4 (m\@ﬁ{?xgééﬁgg%t | orn1 fﬁ@ @Sgs[t A ti&ulﬁyz\ﬁwph&%ln

nor e hal ogen atoms - R represents YL YL YL/ "' Y2A Y2 Ar Y2 30 35 Y3

I n whi ch: CH2) s, an eger fro 0.5, Ar is an
aromatic lrﬁﬁ%&%ﬂﬁp 91}{3054 &rmﬁﬂ'gf‘mzylbﬁgh‘rﬁ'i@t? n)“ﬁ[ﬂ)gta(])q‘!}nﬁé‘!‘érsoom‘at oms
chosen from0O, Sand N- 146 - Y |, Y2 and Y3, which may be identical or
different, represent: 2 80CT2303 - hydrogen hydroxyl, mercapto, am no,

NHRL, NR2RAzeprnt b-yl)-Thetilorget(d- m@m@wmrl@frmow 3(admymﬁnr5-mwmr ch s

is an integer fromO to 6; - lower alkyl, lower alkoxy or -S(OnRg in which
mis O, 1 or 2 and RBis a |lower alkyl, it being possible for each to be
opt i onal lly(Asegumt 1-yD)i7echlwvoth(3phdichRirovens |)-AH-[A 4T radzelH4,3-a]quinazolin-

5-one

1-(Azepan-1-yl)-7-chloro-4-(3,4-dimethoxybenzyl)-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-

5-one

1-(Azepan-1-yl)-7-chloro-4-(2-pyridylmethyl)-4H-[ 1,2 4]triazolo{4,3-a]quinazolin-5-one

1-(Azepan-1-yl)-7-chloro-4-(3-pyridylmethyl)-4H-[1,2 4]triazolo[4,3-a]quinazolin-5-one

l (Azepan—l yl) 7 chIoro-4 (4-pyndylmethyl) 4H—[1 2 4]tr1azolo[4 3- a]qumazolln 5-one
1-{Azepan-1 -yl)-7-chloro-4-(2-phenylcthyl)-4H-[ 1,2,4]tnazolo[4,3-a]quinazolin-5-one

1-{Azepan-1-yl)-7-chloro-4-[2-(4-methoxyphenyl)ethyl]-4H-[1,2,4 ]triazolo[4,3-a]-
quinazolin-5-one

1-(Azepan-1-yl)-7-chloro-4-(3-phenylpropyl)-4H-{1,2,4]triazolo[4,3-a]Jquinazolin-5-one
1-Azepan-1-yl-7-chloro-4-(2-oxo0-2-phenylethyl}-4H-[ 1,2 ,4}triazolo[4,3-a]quinazolin-5-one

1-(Azepan-1-yl)-7-chloro-4-[2-(4-methoxyphenyl)-2-oxoethyl]-4H-[1,2,4]triazolo[4,3-a]-
quinazolin-5-one

1-(Azepan-1-yl)-7-chloro-4-[2-(4-chlorophenyl)-2-oxoethyl]-4H-[ 1,2,4]triazolo[4,3-a]-
quinazolin-5-one
5-[(1-(Azepan-1-yl)-7-chloro-5-ox0-5H-{1,2,4]tnazolo[4,3-a]quinazolin-4-yl)acetyl]-
2-methoxybenzoic acid methyl ester

7-Chloro-4-pyrid-3-ylmethyl- 1 -pyrmrolidin-1-yl-4H-[ 1,2 4 }triazolo[4,3-a]quinazolin-5-one

1-(Azepan-1-yl)-7-bromo-4-(4-chlorophenylmethyl)-4H-[1,2 4]triazolo[4,3-a]quinazolin-5-

oneg



- R4 and R5, which nmay be identical or different, represent: |ower ZMT’ZM
it being possible for R4 and RS to behynked to forma saturated ri 0
ring including one or nore doubl e bonds conprising one or nore hetero atons
chosen fromO, S and N and optionally bridged wth a | ower alkyl,

gem di al kyl ated or substituted w th one or nore groups chosen from

hydr oxyl, keto, |ower alkyl, |ower alkoxy, phenylalkyl and COQ -Q@2-Q3. 6.
Tri azo QRS- / = i to daim
5, chose%g{‘zréoa;qt?] gfvé?rggéﬁgoﬂn%(rﬁpgl ng: 4@% Pﬂom%i h%ﬁﬁi/ mmr]l% %((E)-B
-pyrid-3-ylal lyl)-4H[ 1,2,4]triazol o[ 4, 3-a] qui nazol i n-5- one |

L0 A SO IS RS A 'a'@xwﬁ‘mmgmw et hyl -
- pyrrol i binzeditrilé - 4H-[ 1, 2 4] tr| azol o [ 4, 3-a] quinazolin- 5-one
4- (I -Di net hyl am no- 7- et

1,2, 4] trl %P%PEWW'&}'%EPﬁa@o‘} Flweahwbewk)ﬁﬁ b lteatale(di3ealquipazolin-

| - di met hybag no- 4- (3- phenyl al | yl)-4H [

1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-one 7-Methyl -4-(3 -phenyl al

| yl) - 1- pl{ Azdpantil rd)-F-brgmno 43 pyridglmgthyl)-aH el @ 4 trirzalofdsBndquidazolib-Seome

4- (7-Bronp- 1-di net hyl am no-5-oxo-5H[ 1,2,4]triazol o[ 4, 3-a] qui nazol i n-4-yl -
met hyl ) benzonitril e 1- Azepan-1-yi-7-nmethyl -4-pyrid-3-yl net hyl -4H |

1, 2, 4] t r i-px8dpah4y3)-7-dkorio-4-(3agteniiat)-4 H, 24 rlazVRI{ 8 La] rifa¢Otin-5-one
| -pyrrolidin-1-yl-5H[1,2,4]triazol o[ 4, 3- a] qui nazolin-4-yl -

net hyl ) benzonitrile 1- D|rrethyl am no-7-net hyl -4-((E) - 3-phenylal lyl)-4H [

1,2,4]trj %%aﬂL14yﬁ7-%}cgﬁbﬂq?thdhiéoﬂlﬁyﬂalfyﬁ]fﬁqqm frﬁ%&o[étl -a]qmnazolm-
-pyrrolldln 1-yl - 4]triazolo[4 qui naz |n- -

met hy|)b%ﬂ%mtr| le 2 8 OCT 2003 -147 | - Azepan-

5 one 7. PReint e g1 SRaNoL b s yli“@@rﬁéﬁ% A DERRP TR
4,

Claim1,59ne3 or chosen fromthe group corrprl sing: | -(Azepan-

e ARG A g e

1, 2, 4] tr}-emol of 4, 3- a] qui nazol i n-5-one
1-Azepan-1-yl-7-brome-4-(3-pyrid-4-ylallyl)-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

7-Bromo-4-(4-methylbenzyl}-1-pyrrolidin-1-yl-4H-[1,2 4 ]triazolo[4,3-a]quinazolin-5-one
7-Bromo-4-(4-chlorobenzyl)- 1 -pyrrolidin-1-yl-4H-[1,2,4]Jtriazolo[4,3-a]quinazolin-5-one
7-Bromo-4-(4-fluorobenzyl)- 1-pyrrolidin- 1-yl-4H-{ 1,2 4 ]triazolo[4,3-a]quinazolin-5-one

3-(7-Bromo-5-o0x0-1-pyrrolidin-1-yl-5H-{1,2,4]triazolo[4,3-a]Jquinazolin-4-ylmethyl)-
benzonitrile

4-(7-Bromo-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-4-ylmethyl)-

benzonitrile

Methyl 4-(7-bromo-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-
4-ylmethyl)benzoate

7-Bromo-4-(4-nitrobenzyl)- 1-pyrrolidin-1-yl-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-5-one

7-Bromo-4-(4-methoxybenzyl)-1-pyrrolidin-1-yl-4H-[1,2,4]tnazolo[4,3-alquinazolin-5-one



7-Bronmo- | -di nethyl am no-4-((E)-3-pyrid-3-ylallyl)-4H[ 2 B0CT 2003
1,2,4]triazol o] 4, 3-a] qui nazol i n-5- onrd50-
7- Brono- 4-pyrid-3-yl net hyl - 1-pyrrolidin- |
-yl-4H-[1, 2,4]triazol o[ 4, 3-a] qui nazol i n-5-one
7- Brono- 3- pyri d-3-yl methyl - 1-pyrrolidin-1-yl- 3H—[ I
,2,4]triazol o[ 4, 3-a] qui nazol i n-5-one 1- Azepan-
- yI 4- (SPhd:wh%(a-lbh‘qmc)-Sﬂﬂofl nyrqun:]m-rir)d-ﬁﬁ-[i[ZMBHa;](ﬂp[ﬁﬂaz]qmnazcﬂmehgl-
1- (Azepap,, 8’ {%%-chloro4allyl 4H [

1, 2, 4]tr| 57 a] qui nazol i n-5-one 1-(Azepan-

| -yl ) - 7- GlBreme-44¢4 Hydiwiybih Epioroddindl-yl-4H-[1,2,4 1o[4,3- lin-5-

1, )2/ )4]tr|qazol 0[464514)21] qlﬂﬂﬁaizgg)lql n%oone{ y1 (Agepa]nt?a?o E)[yl alguglﬁlz%;nosgn&
-chI orobenzyl)-4H[ 1,2,4] triazo |o[4, 3-a]quinazolin- -one | -(Azepan-
| -yl )-7x¢ g

azo%lo% 4 5"3‘3%@2‘%&”%@@99‘%?“ M&l" ijt w413, 4]tnazolo[4 3-a]quinazolin-
-yl)-7- cﬁ’r(mﬂo 4- (4-chl orobenzyl) 4H—[ 1, 2 4]

triazolo 3- - . .

1. ( Azepatengat) SERAy Yems3 Chromonk Ryl 4L A 4]ipraloldck ¥ 4, 3. a)

qui nazol ganazoliareconel - (Azepan- | -yl)-7- chI oro-4-(4- fI uor obenzyl ) -4H [

1,2,4] triazolo [4, 3-a]quinazolin-5-one Eri—(f
-yl) - 7- chiBsprmo#- &345 QWthqwb¢Wth9m@Mfﬁ-4 k i]tgaqu@[m-’» Hawnazoling- a] -
qui nazol kpe-one | - (Azepan-1-yl)-7-chl oro-4-(4-cyanobenzyl)-4H|
1,2,4]triazolo[4,3 -a] quinazolin-5-one 2 8 OCT 2003 -148 | -(Azepan- 1
yl ) - 7- ciHBromo4-gyiroldat- hgk#ﬁéﬁz%‘tr)meﬁhbxweﬂzyﬂrﬂil-[lﬂi"dmlzdpm,.’ﬁ-a}-a] qui nazo
[ 5-0 ﬁ]o ?z_gr&a -yl)-7-chl oro-4-(3-met hoxybenzyl)-4H [
4]tr|azo E’ a] C]UI nazol i n-5-one 1-(Azepan-|
7- ¢ P4-Or-Brofnd-3-oredl iyobieing yy)- S AHH [2,4]triazolo[4,3-a]quinazolin-4-ylmethyl)-
4]tr|€ g%f. 3(:@] gui nazolin-5-one 1-(Azepan- |
B8y lf di chl orobenzyl )-4H[ 1, 2,4]triazol o[ 4, 3-a] qui nazol i n-

1 -1y b%nfdﬁ-@!@hén}(léily‘l)'WII[FQW]M&QWYJa]qlﬁMZBhﬂ—S—one
azol o[ 4,3 -a] quinazolin- 5-one 1-(Az

hl or o- 4- (2- pyridyl nethyl)-4H[ 1, 2, 4]tr| azo

|
c
a O3l a1 - -5-
S Ay LML bt 7 el e s on

-yl
l'in-
1,2,
-yl)-
1, 2,
-yl)
5-one |
,2,4]tri
yI) 7-

o[ 4, 3-

1)-7- ,
ﬁl %azolln 5-one | -(Azepan-1-yl)-7-chloro-4-(4-pyri dyl rrethyl) 4H [
2,4] t
(nzepar BOGr - GE R EL AP RER N, RS ing o 4f1- U o iinzololdazgly 5

ui nazol ﬁmn&dloﬁefme

1o apt e LR O B g ol 0.0 5

-phenyl pawpydojinpkbe 1, 2, 4] triazol o[ 4, 3-a] quinazolin-5 -one 1-Azepan-

:g: qui ﬁgl} grgﬁgﬁ(étﬁg’)é(’%' - lhle)f p%%%d?n 1-;‘1--4{{-[:},2 4]t rlazolo?% 8 a?qlimazolm 5-one

1 (Azepan 1-yl)-7-chl oro-4-[2-(4-nmet hoxyphenyl) - 2-oxoet hyl ] -4H [

2,4]triazol o[ 4, 3-3a] -
7-Bromo-4- ((E)- -pyrid-4-ylallyl)-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo{4,3-a]quinazolin-

I

q
1,
1-
q
1-

5-one

7-Bromo-4-(1H-imidazol-4-ylmethyl)- 1-pyrrolidin-1-yl-4H-[1,2 4]triazolo[4,3-a]-
quinazolin-5-one

7-Bromo-4-(3,5-dimethylisoxazol-4-ylmethyl)-1-pyrrolidin- 1-yl-4H-{1,2,4]triazolo[4,3-a]-
quinazolin-5-one

7-Bromo-4-cyclopentylmethyl-1-pyrrolidin-1-yl-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-5-one

7-Bromo-4-butyl-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one




qui nazol i n-5-one
1- (Azepan-1-yl)-7-chl oro-4-[2-(4-chl ongphenyl ) - 2-oxoet hyl ] - 4I—I-[ 12253]31 2003

triazolo [4,3-a]- quinazolin-5-one 5 - [(1l-(Azepan-1-yl)-7 -chloro-5-0x0-5
H[ 1,2,4 ] triazo |o[4,3 -a] quinazo |i n-4-yl)acetyl] - 2-nethoxybenzoic
aci.d nethyl ester 7-Chloro-4-pyrid-3-ylnethyl- |-pyrrolidin- I-yl-4H[

1,2,4]triazol o[ 4,3-a] qui nazoli n-5-o0ne

1-( Azepamﬁ}omb)l- gycboliR1 41 442@n Q{WH)II}IEHE[YD)A]%I)IOM 2 afduinazolin-
trlazolog -a] qui nazolin-5 one -149 1-Az
-~ 1-yl-7-Db BB - 4 (4 f | uor obenzyl ) - 4FI[ 1, 2, 4]tr|azolo[4 3-a] qui nazol i n- 5-one

4-(1- Azepzm ttlxﬂidl'r@{y@ggf 5[— Il 3}1 4¥{ ﬁﬂé%ﬁ]tﬁgﬂl&h% -aJqfthazolin-S-one

qU|nazoI|n
-yl -7-br ono- 4 (3 4- dlnethoxybenzyl) 4FI[ 1,2,4]triazol o 4, 3- a] qui nazol i n-

I,S-Z,C)Z]et :’ [ 5‘%%‘8F%;(g:(i{ft&ﬁeaﬁ‘ggfeﬁ%?)a)_qg-pgﬁéﬁdlB%—ﬂ%‘i—EEhQﬁr?aztﬁEhﬁ-a]qumazolm-

| -yl)-7-boago- 4- ( 3- phenyIaIIyI) a4H[ 1, 2, 4]triazo|o[4 3 a] qui nazol i n-5-one
1- Azepan- | -yl1-7-brono-4 (44 chlorophe I)al g@

T 57 a7 Bromiarap 2 Qo aeitidin- by oAk 26! btseoinl bboisarebedrone

-yI 7- brono- 4-[ 3- (4- net hoxyphenyl )al Iyl ] - 4H—[
|,2,4]triazol o[ 4, 3-a] qui nazol i n- 5-one

| - Azepan?{Brythe-A-(@rpirnexye(iyD) I -pypylidio-13yyARE 1,9 W ]tndtdld[4,3-a]quinazolin-5-one
1,2,4]triazol o[ 4, 3-a] qui nazol i n- 5-one 1-Azepan-
-yl -7-brono-4-(3-pyrid-4-ylallyl)-4H |

1,2,4]trj 23hh sl dthylpi lidin-1-yl-4H-[1,2,4 1o[4,3-a)-
7. on. WQ%&%E‘I PRy Ppolidin-L Y4l (1.2, 4liszolo(4,3-0]
1,2, 4]t n#? FE ™ qui nazol i n-5- one

7- Br ono- Hre gr g’lht!n‘a OCB4Y- |l) omifr{ Plyl ngr[‘l 2 4 taz813(4,3-a] quinazolin-4-y1)-

1,2, 4)tr|az 3-a qU|n I n-5-0ne
7- Br ono- phep! 'Fq%IBrobenzyI) 1 pyrrolidin-1-yl-4H]

1,2, 4]t 4 lidin- |

i i (PRl A6 -é{“ﬁIﬁ%?LtPM%f“% Barncy el 2

4- ( 7- Br orenzenioie- I-pyrrolldln- -yl -5H

1,2, 4]t I I I Met

- (7- br olragy g RS 19%'@%}%‘-%‘ S REAL ARG ol

4-yl met hi+brdenzoat e
1-(Piperid-1-yl)-7-bromo-4-(3-phenylallyl)-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

7-Bromo-4-(3-pyrid-3-ylallyl)-1-thiomorpholin-4-yl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-

one

7-Bromo-1-dimethylamino-4-(4-methylbenzyl)-4H-{1,2,4]trazolo[4,3-a]quinazolin-5-one

4-(7-Bromo-1-dimethylamino-5-oxo0-5H-[1,2,4]triazolo[4,3-a]quinazolin-4-ylmethyl)-

benzonitrile

7-Bromo-1-dimethylamino-4-(4-hydroxybenzyl)-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

Methyl 4-(7-bromo-1-dimethylamino-3-oxo-5H-[1,2 4]triazolo[4,3-a]quinazolin-4-yl-
methyl)benzoate
[4-(7-Bromo-1-dimethylamino-5-oxo-5H-{1,2,4]triazolo[4,3-a]quinazolin-4-ylmethyl)-
phenyl]acetic acid
[4-(7-Bromo-1-dimethylamino-5-oxo-5H-[1,2,4]triazolo{4,3-a]quinazolin-4-ylmethyl)-
phenyl]acetonitrile




7- Bronp- 4- (4-nitrobenzyl)- I-pyrrolidin- | -yl-4H[ 1,2,4] tri azol ﬁ”@?g
qui nazolin-5 -one 7-Brono-4-(4-nethoxybenzyl)-1-pyrrolidin-1-yl-

triazol o[ 4, 3-a] qui nazol i n-5-one - 150 enyl 4-(7-brono-5-o0xo0-

| -pyrrolidin-1-yl-5H[ 1,2,4] triazol o[ 4, 3-a] quinazolin-4-yl -
met.hyl ) acetate 2 BOCT2003

7- Brono- 4- ( 4- hydroxybenzyl) 1-pyrrolidin-1-yl-4H|

1, ér (ﬂr:)ra %?@Jrlﬁll ddl %)'1({%} ben(}kjwdé_ﬁ@;?trh P-%—I Ll ,%,4!}1132:010[[4 ,3-a]quinazolin-5-one

1 2,4]triazol o[ 4, 3- a]qU|nazoI|n- 5-one 4-Benzo[

tlr ?ngf’of e dl Sitpayaoy e g pka B ST asoiofd)s Ly quifizclin-5-one

7- Br ono- 4- ( 3, 5- di met hoxybenzyl ) - 1- pyrrolidin- | -yl -4H[

1,2,4]triazol o] 4, 3-a] qui nazol i n- 5-

7- Br ono-T- Bp«}mdrdlmemylmyno -A=(B+ @hnnﬂalﬂsrll (A DAl riazelp(4.3 alqyinazolin-5-one
1,2,4]triazol o[ 4, 3-a]- quinazolin-5-one [4-(7-Bronmo-5-o0x0- | -pyrrolidin-
-yI-5 H[ 1,2,4]triazol o[ 4, 3-a] qui nazol i n-4-yl nmet hyl )- phenyl]acetic acid I
- ( Pyr r ol 7-8ir¢mo-1 -digledhylamineAg3 $yrif3t-ylptheing Hall 11 244 rriatlelld[4,3 ;ddqulhazalinafizoheo [ 4, 3
-a] qui nazolin- 5 -one 7-Brono-4-(3-phenylallyl)-1-pyrrolidin-I|-yl-4H[
1,2,4] triazo lo[4,3 -a] quinazolin-5-one

7- Br onD-Aplddzd-1 ikt ?tahﬁﬁ@mpewbmgl ml[ﬂz - A az610{ 413 A quiddzofthtstone
1,2,4]triazol o[ 4, 3-a]- qui nazoli n-

7- Bronn 4-[ 3- (4- met hoxyphenyl )al l yl ] - 1 pyrrolldln 1-yl -4H [

L2 18RSIyl 35 b B VTS BBl Yl )

7-Bromo-e( (E)-3-pyrid-4-ylallyl)-.1-pyrrolidin-1-yl-4H[

1,2,4]trj 3- ' [

L2 1 RSBl Purig TRk 58 [ AR el 598 .oy

qui nazol phengacatate

7- B -4-35d lJjdin-1-vl-4H
e TR EL R R R S e
-pyrrolidin- |-y[- 4H—[ 1,2,4] triazol o[ 4, 3-a] qui nazol i n-5-one _

T o ey et 4d(3-nph%r_1ylallyl) a2 Ao b 83 W qiinaratil 4-az ol 1 n-5-one

4-(7-Methyl-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-4-ylmethyl)-
benzonitrile
4-(3,4-Dimethoxybenzyl)-7-methyl-1-pyrrolidin-1-yl-4H-{1,2,4]triazolof4,3-a]quinazolin-
5-one

Methyl 4-(7-methyl-5-0x0- 1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-4-yl-
methyl)benzoate

[4-(7-Methyl-5-oxo0-1-pyrrolidin-1-yl-5H-[ 1,2 4]triazolo[4,3-a]quinazolin-4-ylmethyl)-
phenyljacetic acid

7-Methyl-4-pyrid-3-ylmethyl-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[ 4,3-a]quinazolin-5-one
7-Methyl-4-(3-phenylaliyl)-1-pyrrolidin- 1-yl-4H-[1,2,4]triazolo{4,3-a]quinazolin-5-one

[4-(7-Methyl-5-0xo-1-thiomorpholin-4-yl-SH-[1,2,4]triazolo[4,3-a]quinazolin-4-yl-
methyl)phenyl]acetic acid
7-Methyl-4-(3-pyrid-3-ylallyl)-1-thiomorpholin-4-yl-4H-[1,2,4]triazolo{4,3-a}quinazolin-5-

oneg



2 8 OCT 2003 7-Brono-I|-pyrrolidin- | -y14(2 2,2-trifluoroethyl)-4840CT 2003
1,2,4]triazol o[ 4, 3-a] qui nazol i n- 5-ong Br ono- 4 (2- hydroxyet hyl)- |
-pyrrolidin- | -yl-4H[ 1,2,4]triazol of4 3-a] qui nazol i n-5-one

7- Br onp- 4- ( 2- di et hyl am noet hyI )-1-pyrrolidin-Il-yl-4H[

1,2,4]triazol o] 4, 3-a] qui nazol i n- 5-one 7-Brono-4-prop-2-ynyl- |

-pyrrolidin- | -yl-4H[ 1,2,4] tri azol o[ 4, 3-al qui nazolin-5 -one

7- Br ono- I

7- Br omo- iﬂ@?ﬁ%ﬁ.&%gg thdmdr D658 8- a1zl 2, 3 uidecBitla-ylmethy)-

7 Br ono- onigHeny| sul phenyl et hyI )-1-pyrroli d| n-1 -yl-4H[

, 2, 4] tr I o 4.3-a naz
(7% br brrol Gt AP -RET %lrﬁs%‘?ﬂfqazafﬁ‘]? e e DRI - 4- 1 ) -
pheny| acaktit ecid- ( 7- Br ono- 5- oxo- | - pi per| d -y1-5 H |
124]tr|azolo[43a qU|nazol|n4y H} benzonitrile
7- Br ono- kDimethylartiae Hongthrhd{(E)31p bléH}'lc)H 12, 4)evigzolof4,3- a]qumazolm-
1,2,4]trsagel o[ 4, 3-a] qui nazol i n- 5 one |
-(Pi perid-1-yl)-7-brono-4-(3-phenylallyl)-4H|
1, 2, 4] t r 1-Rimkthylnfine]/quethplzd(3-pyrid-dryallyl)-4H-[ 1,2 4]trtazolo[4,3-a]quinazolin-5-one
7-Brono-4-(3-pyrid-3-ylallyl)-1-thionorpholin-4-yl-4H[
1,2, 4] triazol of 4, 3-a] qui nazol i n-5- one 7-Brono- |
- di et hy| iinb@yAndido-TahanyDe Zyind- 41311:{11yl; 42 ﬁﬂtﬁiﬁdlﬂ#}.’»-ﬁ]qﬁinazolin—&one
C]UI nazol i n-5-one 4-(7-Brono-| -di nmethyl am no-5-oxo-5H|
,2,4]triazol o[ 4, 3-a] qui nazol i n-4-yl met hyl )- benzonitrile 7-Brono-
1 di net hy. 3 . : :
12, ayt e AR A Gl B[ riasolol4,3-alquinazolin-5-one
4- (7 br ono- 1- di et hyl am no-5-o0xo0-5H-[ 1, 2,4]triazol o[ 4, 3-a] qui nazolin-4-yl -

T R N ARy LT R B A
-ﬂl nrre][ ?y?-ambm:;t rIeoxo 5H—[ |, 2, g%grl azol 0[7? ? a] qu: nazol i n-4-yl et hyl ) -
P ot hyl SRR {(ﬁ;—ﬁ-p%egﬂé Rt Sy AE T DB b ayiaggtn

qU| nazol 5-oaéb- one Brom) | - di met hyl am no- 4-(3-phenyl al |l yl)-4H[

2 4] t | o[ 4
Jtr I-aﬁf.%pglg l-y?i) g(g pheny zﬁlyl)—ﬁ? [?2 ,4]triazolo[4,3-a]-quinazolin-5-one

3-Allyl-1-azepan-1-yl-7-chloro-3H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

1-(Azepan-1 -yl)-7-chloro-3-benzyl-3H-[1,2,4)triazolo[4,3-a]quinazolin-5-one
1-Azepan-1-yl-7-chloro-3-(4-methylbenzyl)-3H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
1-(Azepan-1-yl}-7-chloro-3-(2-chlorobenzyl)-3H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
1-(Azepan-1-yl)-7-chloro-3-(3-chlorobenzyl)-3H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
1-(Azepan-1-yl)-7-chloro-3-(4-chlorobenzyl)-3H-[ 1,2,4]triazolo[4,3-a]quinazolin-5-one
1-(Azepan-1-yl)-7-chloro-3-(4-bromobenzyl)-3H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

1-(Azepan-1-yl)-7-chloro-3-(4-fluorobenzyl}-3H-[ 1,2,4]triazolo[4,3-a]quinazolin-5-one




7- Brono- | -dinethylanino-4-(3-pheny|alIyI) 4H—[

1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-o0ne Br ono- 2 80CT 2003
-di net hyl am no-4-(3-pyrid-4-ylallyl)- JEF[ 1, 2, 4] triazolo[4,3

-aJ qui nazolin-5 -one 7-Brono- | -dinethylanlno 4-prop-2-ynyl -4H |

1, 2; 4]t ni azool o[ 4, 3-a] qui nazol i n-5-one 7-Brono- |

-dinethylanino 4- ( 3- phenyl prop-2-ynyl ) -4H|

1,2, 4 try i
L 7oL Aok RN R 1, e
qU|nazolmnnﬂﬂ&¢950Whenylacetate

1- AzepanE i A%l q]uffela_g f&Hrﬂ %5{40%@0%11%?1 Hﬁ] [lﬂ]&nazo?oﬁ!} a]quinazolin-5-one

triazolo

1- Azepan- 1-yl - 7- net hyl - 4- ( 3- phenyl aIIyI) 4H[ 1, 2, 4]tr|azol o[ 4, 3-a] qui nazo
lin-5 -one 4-(7-Methyl-5-0x0- - py roIan‘?/ l 24]tr|azolo

L4, 3- 2] quiChgessh i ybinse Ry Ry metberbsnpell SHd 12 dltriazolof,-alquindzolin 3-one

4- (3, 4- Di mret hoxybenzyl)-7-nmethyl- | -pyrrolidin- | -yl-4H[ 1,2,4]tri
azol o[ 4, 3-a] qui nazolin- 5-one Methyl 4-(7-nethyl-5-o0x0-

| - pyr r ol i-dAsephnyll-yl5fdhlate-2:(3imhethaxybeofy)-3Hd]l LA ltraazolo] 413 -4]quinazolin-5-one
net hyl ) benzoate [4-(7-Methyl -5-0x0-1 -pyrrolidin-1 -yl-5H]
1,2,4]triazol o[ 4, 3-a] quinazolin-4-ylnethyl)- phenyl]acetic acid

7- Net hyl 1 4ABagahd-y3)-7y0h(Bré 3Yl-méth A)-8HT1, 2,4t azblid4,3-b]chiddzolifiiSagel 0 [ 4, 3
- a] qui nazgl Eﬁ\ 5- g?\e 7- NEt?\(;Itlm4 ??H;hieyn)yl alr[l yI ] a]z l-d;{)yrrg)cﬁldl g-l -yl -4H [
1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-o0ne

[ 4- (7- My Rx ep'épqx% hy[ur@@%ph&mer&bexiylﬁkhlnJz%wﬂab&ro[@zthaﬁﬁaﬁn@l

qU|nazoI| ) phenyl | acetic "aci
7- Met hyl 'AJDES pyrid- 3-yl aIIyI) 1-t hi onor phol i n-4-yl -

(2 fl][)t :ng p%lllnglj ?]‘:ﬂw IZ@’oAI oxou'gl%r?f’grf%%ﬁ[lzggﬁnu&a% Falquinazolin-

1
riazol o§-¢n3 a] qui nazol i n- 4 yl methyl )- benzonitrile
4-(

1,

4

t
i I

| 2,0 e IR A Al one

1- Di et hyl am no- 7- net hyl - 4- ((E) - 3- phenyl al | yl ) - 4H [

1,2,4]triazol o] 4,

| -

1,

a

1,

Di met hid éﬁ?ﬂ%-l7ﬁ?~rgtcﬂt;¥n3 ?l iy y]irr&f:tl@ﬁ%,pgr[llﬁ 4}triggolo(4,3-a)quinazolin-5-one
2,

4] tri azol o[ 4, 3-a] qui nazol i n- 5- one 1 D et hyl
mno7rrethy|-4(3pr|d4ylal {
2, 4] t r i-ddeirepd -g)-d] lﬁrwaz(amhﬁméema k20 ,2,4]triazolo[4,3-a]quinazolin-5-one

1-(Azepan-1-yl)-7-chloro-3-[2-(4-methoxyphenyl)ethyt]-3H-[1,2,4]triazolo[4,3-a]-
quinazolin-5-one

1-(Azepan-1-yl)-7-chloro-3-(3-phenylpropyl)-3H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
1-Azepan-1-yl-7-chloro-3-(2-oxo-2-phenylethyl)-3H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

1-(Azepan-1-yl)-7-chioro-3-[2-(4-methoxyphenyl)-2-oxoethyl]-3H-[1,2,4]triazolo[4,3-a]-
quinazolin-5-one

1-(Azepan-1-yl)-7-chloro-3-{2-(4-chlorophenyl)-2-oxoethyl]-3H-[ 1,2 ,4]triazolo[4,3-a]-
quinazolin-5-one

Methyl 5-[(1-(azepan-1-yl)-7-chloro-5-oxo-5H-[1,2,4]triazolo[4,3-a]quinazolin-3-yl)-
acetyl]-2-methoxybenzoate

1-(Azepan-1-yl)-7-bromo-3-(4-chlorobenzyl)-3H-[1,2,4]triazolo[4,3-ajquinazolin-5-one




1- (Azepan- 1-yl)-8-net hyl - 4- (3-phenyl al | yl ) -4H[
azol o[ 4, 3-a] qui nazol i n-5-one (4-Cyangbgnzyl)di
1,2,4]triazol o[ 4, 3-a] qui nazoline- 7-carbonitril
7- Hydroxy-4-((E)-3-phenylallyl)-1-pyrrolidin- | -yl-4H[ | ,2,4]triazolo
[ 4, 3-a] qui nazol i n- 5-one 1-(Azepan-|-yl)-3-(3-phenylallyl)-3 H[ 1 ,2,4]
triazolo [4, 3-a]-quinazolin-5-one 3-Alyl-l-azepan-1-yl-7-chloro-3 H [ |
, 2, 4] tri pzAk@ah4-yA)-dbrémbIag@oflidtobenzoN SH-{ 15X AJtéalv{4,B-a]quinazolin-5-one
-yl)-7- cﬂ-lzorégj- 3- b)g%zyl -3H[ 1,2,4]t r?lgfol [o[ 4‘%- aj %i naz]((l)l i n-5-one

1- Azepan-| -yl - 7-chl or o- 3- (4- net hyl benzyl ) -3H-[

5 TEPARRA ARS8t

ri azol openizenitilgui nazol i n-5-one 1- (Azepan- |

tri

-yl)-7-chl oro-3-(3:¢hl orohenzyl,) -3 H : . .

1?’2? a1 rr-ég%ﬂpa?—dg)g)-gﬁﬂ?‘lﬂ- 2@#ﬂ2m§_%g%ﬁ)enzyl)-3ﬁ-[1,2,4]tnazolo[4,3-a]qumazolm-

1- (Azepasohe Yl ) - 7- chl or o- 3- (4- chl orobenzyl ) - 3H|

1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-one . . ) |
1- ( Az epald-(T-Biomo75-oKp-drrsrivvdrepzepigriohe i | .§.43Hazolo[4,3-a]quinazolin-3-yl- ‘
1,2,4]t rfn@ﬁ@b éhyfJa&ligutigazol i n-5-one | .

-(Azepan-1-ylI')-7-chl oro-3-(4-fluorobenzyl)-3 H[ 1,2,4] triazo to [4,3 -4a]

qu i nazol-(Agepan-dnd)-716dmb-3-(ppad3aylmethyl)-3H-[1,2,4]triazolo{4,3-a]quinazolin-5-one
-yl)-7-chloro-3-(4-(trifluoromethyl)benzyl)-3H[ 1,2,4]triazolo[4,3-a]- ‘
qui nazol i n-5-one 1-(Azepan- | -yl)-7-chloro-3-(4-cyanobenzyl)-3 H[ | |
. 2, 41 t 1 i p2AQkRInA1-F1-2lbréttb 33T} 3-phémdl i/ 23 18- [ DER) iR o[U; I-Akmpranelin-5-one
-yl)-7-chloro-3 -(2-methoxybenzyl)-3 HJ[ 1,2,4] triazo to [4, 3 -a] quinazo

i n-5-one 1-(Azepan-1-yl)-7-chloro-3-(3-nmethoxybenzyl)-3H [

1,2, 4] tr4. BA(B)- ' _{ Biperi@Neyl-3H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

1-( Azepa?l%%?)3%?%%g%ﬂ%§?4lﬂe%%hoxy enz>[ll’) - ]%H— [ [ X

1,2,4]triazol of 4, 3-a] qui nazol i n-5-one

1- (Azepanyg - (4 =an{13didili&hl I_(9 B a0 -alqui in-5-

o ay o B A e e Y 3R a4, 3-alquinszolin 5-one

)-7-chl oro-3-(3, 4-di met hoxybenzyl )-3H[ 1,2,4]triazol of 4, 3-a] qui nazol i n-

n

"1 1SR A R R i A SR 25 Rhiprof B ajauinazolin5-one

4111 apl ol 4,3 A aui havol | b &-one: - 1: (Azepan: | |

.t bRame s bipretap [ D A IR aapazolingg imethy-

nazol bénzbniaile I1 (Azepan- | -yl)-7-chloro-3-[2-(4-net hloxyphenyl Yethyl]-3

1,2,4 i 4, 3-3a] - i i n-5- - - . )

17 o 3 B e o IS bz 111
]1- ArRigNbduzihte 7- chl or 0- 3- (2- oxo- 2- phenyl et hyl ) - 3H- [

4

triazol of 4, 3-a] qui nazol i n-5-0ne ) . .
7-Bromo-3-(4-methoxybenzyl)-1-pyrrolidin-1-yl-3H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

1,2,4] tri - 2 80CT 2003
nmet hyl am nooxo- 4, 5-di hydr o- |
e

'

Q'R Rt
c< < -

T

-yl)
e

|
(0]
2
i
2
|
i
[
|
n
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=
o<

Phenyl 4-(7-bromo-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-3-yl-
methyl)acetate
7-Bromo-1-dimethylamino-3-(4-hydroxybenzyl)-3H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

3-(Benzo[ 1,3]dioxol-5-ylmethyl)-7-bromeo-1-(pyrrolidin-1-yl)-3H-[1,2,4]triazolo[4,3-a]-
quinazolin-5-one

7-Bromo-3-(3,5-dimethoxybenzyl)-1-(pyrrolidin- 1-yl)}-3H-[1,2,4]triazolo[4,3-a]quinazolin-
5-one

7-Bromo-1-(pyrrolidin-1-yl)-3-(3,4,5-trimethoxybenzyl)-3H-[ 1,2,4]triazolo[4,3-a}-

quinazolin-5-one




1- (Azepan- | -yl)-7-chloro-3-[2-(4-nethoxyphenyl)-2-oxoethyl]-3H| 12 @Uéi 2003
triazol o[ 4, 3-a] - qui nazolin-5-one 1-(Azgpan- |

-yl)-7-chl oro-3-[2-(4-chl orophenyl)-2-oxoethyl]-3H[ 1,2,4]triazolo[4, 3-a]-
qui nazol i n-5-one Methyl 5-[(1l-(azepan-1-yl)-7-chloro-5-0x0-5 H[ 1,2, 4]
triazolo [4, 3-a] quinazolin-3-yl)- acetyl]-2-nethoxybenzoate

1- (Azepan-1-yl)-7-bronop- 3-(4-chl orobenzyl)-3H[ 1,2, 4]

tri azol of Brdmel HUHaARbid1-4SylRiRehyd)- 36@83- 1-HSSH-L1t ¢ AxeiRAN0[4,3-a]-

| -yl )-7-bronmo-3-{4-fluor otiyr'nzyl )5/42)3&9 1,2, 4]gltri_gz’o’ia(})l [ 4, 3[ -’a]] qui nazol

in-5 - on8UAAIMN A9 an- 1-yI ) - 7- br onp- 5- ox0-5H-[ 1, 2, 4] tri azol o[ 4, 3- a]

i | 4 - | | trd 1 | h= 7= - (3, 4-di
ot hoxy bl R B 1 BRRERI ) ey AR ARG ¥l ibichie = 4
4-(7-B -5- -1 - hyd in-1 -yl-5 H
[1, 2,(4] t;pmz)hol 0203- aépﬁir )altzgloﬁa:egl-g - yt LF Xl] cetic..agj dl
T Cro mpeefy £ Brom s o d S S i LS S et sl Ghasbia g 5h-
1, 2, 4] t r pleenglaogtdte3- a] qui nazol i n- 5- one
a|3|H¥h)-3 H[ 1,2, 4]

1- Azepan- 1-yl - 7- br ono- 3-,((E)-3-phen?/l - , 2, ) )

t ri azol of Bromgjlgdimedpdamino S-Grhenylallyl)- ,2,4]triazolo[4,3-a]quinazolin-5-one
7-Brono-3-((E)-3-phenylallyl)-1-piperid-l-yl-3H[ 1,2,4] triazolo[4,3 -3a]
qui nazolin-5 -one 7-Brono-3-(4-chlorobenzyl)-1-(pyrrolidin-1-yl)-3H][

1, 2, 4] tMetdwbhq7bloBe-dldinpathybpohe3-&eoeFid-{1,2,4]Boosiof433-ajquinazolin-3-yl)-
-(4-fluo &plgﬂgé&&-l-(pyrrol idin- | -yl)-3 H[ 1,2,4 ] triazolo [4, 3-3a]
qui nazolin-5-one  4-(7-Brono-5-o0xo0-1-(pyrrolidin- | -yl)-5 H]|

1, 2, 4] t r | a&x2dpan{14ylp7 ahethylrB@ophicnry B iyl BE-DY 2 HitribenS[@lB-4Jquinazdki-fvhe

4- (7-brono-5-o0xo0-1-(pyrrolidin-1-yl)-5H]

1,2,4]triazol o[ 4, 3-a] qui nazol i n-3-yl - nethyl)benzoate 7-Brono-3-(4

- Met hoxyReAENY1)3-(3phcRYRI P 1 b Prrolidin V-1 3H- i ' i in-

qui nazol Jiﬂ-n- 531' l-3(-)(n?%p Phgnyfﬂ) 4%g?blr on%%ﬁgﬁﬂlzlu%;ér%)g{[?&aaﬂﬁ%ﬂﬁﬁgﬁ [ailel, 2, 4]
triazolo [4, 3-a] quinazolin-3-yl- nmethyl)acetate

7- Brono-{ 74l RylhigRisngs L+ vidr: - ; &

12, 4] cr VLSRR P iy £ R SRR Mcalhibazolin--one

3-(Benzo[ 1, 3] di oxol -5-yl met hyl ) -7-bronmo-1-(pyrrolidin-1-yl)-3H]

1,2,4]tnazql of 4, 3ra] - ,N@Z0h i A-5- AL . ) . "y

7" 6 oo 5o b7 R e aE e pRe BT 1142 hfacolof 3 glgyipazoln-S-one

1,2,4]triazol o[ 4, 3-a] qui nazol i n- 5-one
7-Hydroxy-3-(3-phenylallyl)-1-(pyrrolidin-1-yl)-3H-{1,2 4]triazolo[4,3-ajquinazolin-5-one
1,8-Bis(azepan-1-yl)-3-(3-phenylallyl)-3H-[ 1,2 4]tnazolo{4,3-a]quinazolin-5-one
1-(Azepan-1-yl)-4-benzyl-7-bromo-4H-[ 1,2, 4}triazolo[4,3-a]quinazolin-5-one

" 4-Benzyl-7-bromo-1-(pyrrolidin-1-yl)-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

4-Benzyl-7-bromo-1-(butylmethylamino)-4H-{ 1,2 4 ]triazolo[4,3-a]quinazolin-5-one

4-Benzyl-1-(pyrrolidin-1-y1)-4H-{1,2 4]triazolo[4,3-a]quinazolin-5-one

7-Chloro-1-dibutylamino-4-methyl-4H-[ 12,4 Jtriazolo[4,3-a]quinazolin-5-one

7-Chloro-4-methyl-1-(pipend-1-y1)-4H-[1,2 4]triazolo[4,3-a]quinazolin-5-cne




7-Brono-1 -(pyrrolidin-1-yl)-3-(3,4, 5 trimet hoxybenzyl)-3H[ 1,2, 4]

triazol o[ 4,3-a]- quinazolin-5-one - 5‘376 7 Bronp- 3- (1 2 8 0CT 200
H i m dazol -4-ylnmethyl)- | -pyrrolidit h! -3H[ 1,2,4]triazolo[ 4, 3-a] -
qui nazol i n-5-one 7-Brono- 3-(n-butyl)-1- (pyrro -(pyrrolidi n- 1

-y1, 2, 4] triazol o[ 4, 3-a] qui nazol i n-5-one Mt hyl

(7-brono-5-oxo-1 - pyrrolidin 1- yI 5H[1,2,4]triazol 0[4 3 a]qui nazolin-3-yl)-

eSS S B LA b o

-di nmet hyl am no-5-oxo-5H][ 1,2,4]triazol of 4, 3- a]qU|nazoI|n 3-yl) -

phenyl acetate 1 -(Azepan- I- | )-7-methyl -3 g3 phenylal lyl)-3H[ 1,2, 4]
triazol (?f@hbr(afqmthﬁdz]o(1|,3135ﬂ1®ﬁ@ﬂ238©@mbx§3 1Joct-3-yl)-4H- fi 2,4]triazolo-

7- Met hylia 3-{iquiRR@mulRbdey| ) - 1- (pyrrolidin- | -yl)-3H]

1,2,4]tri azol o[ 4, 3-a]qui nazol i n-5-one | -(Azepan- | -yl1)-3,8-dinethyl-3H]
1 2 4] tlr(Aezpart-d-y1 47-cllon)-4rphenz-dlH-[1; B4 lwiezolo] A3 ef)quinadolin-5-one

-yI -8-net hyl -3-((E)-3-phenylallyl)-3H]

1,2,4]triazol of 4, 3-a] qui nazol i n-5- one

- Hydr OXY(, ﬁ&efm B J?gWB&JZB/Mb-)ch[bT&-ﬂH[E’lCﬂ 4]@‘142010{4 3hquirdZolin-5-one

1,2,4]triazo a] qui nazol i n-5-one
-Bls(azepan | -yl)-3-(3-phenylallyl)- 3H—[

1) . REBEO Y S SRR A a2 KPR aduinagelin £ o 4.

enzyl - 7- brom) I (pyrrolldln- I -yl)-4H[

1, 2, 4]t zoI ui nazal | 7- br -

*(but y1 HeRR B ehByE bppead S 2 easle L Rl p o B rens. one
4- Benzyl - 1 (pyrrol idin-1-yl)- 4H—[ 1,2,4]triazol of 4, 3-a] qui nazol i n-5- one
7- Chloro- -di butyl am no- 4- ne ¥I-4H_L'1’2’4 . .
Jtriazol d[AZ?eB@“a] éﬂ)rgn‘éf%q"r‘hﬂ?ﬂb’hé (. %hltdrzslofd Al aninazolin=S-oneper i d-
-yl)-4H1[1, 2, 4] trlazol o[ 4, 3-a] qui nazol i n- 5 one - 157 2 8 OCT 2003

7-Chl oro- 4-met h - (4- et hyl pi per azi n- %/% 4H-f

1, 2, 4] t di(Azepast yla %?myh%rzblprmé’f@ [éﬁe‘l]mazolOH -a]quinazolin-5-one
7- Chl or o- 4- et hyl -1-(1, 8,8-trinmethyl-3-azabicyclo[3.2.1 Joct-3-yl)-4H|
1,2,4]triazolo- [4,3-a] quinazolin-5-one

1- ( Azepar(Akepdn) 1-yh THbromo-4mstieirdH- (12,4 ]tdaz2lof4.Bra] quindzolip£-Gaea
qui nazol i n-5-one 1-(Azepan- | -yl)-4-benzyl-7-chloro-4H|
1,2,4]triazolo[4,3 -a]quinazo lin-5-one 4-Benzyl-7-chloro- | -(pyrrolidin-

| - yI ) - 48Bdnz{1-7- Bm}d—t4(@;@@[1@1}341’1][@;41&@%1:0[& Dalyuenazolin-5-one
4-Benzyl -7-chloro-1-(piperid- | -yl)-4H[ 1,2, 4]
triazol o[ 4, 3-a] qui nazol i n-5-one

4-Benzyl-7-bromo- 1-dimethylamino-4H-[1,2 4]triazolo{4,3-a]quinazolin-5-one
4-Benzyl-7-bromo-1-morpholin-4-yl-4H-[ 1,2, 4]triazolo[4,3-a]quinazolin-5-one
4-Benzyl-7-bromo-1-thiomorpholin-4-yl-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-5-one -
4-Benzyl-7-bromo-1-(4-methylpiperazin-1-yl)-4H-[1,2,4]tnazolo[4,3-a]quinazolin-5-one
4-Benzyl-7-bromo-1-(4-phenylpiperazin-1-yl}-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-5-one
4-Benzyl-1-(4-benzylpiperazin-1 -yl)-.7-br0m0-4H-[ 1,2,4]tnazolo[4,3-a]quinazolin-5-one

4-Benzyl-7-bromo-1-(3,6-dihydro-2H-pyrid- 1-yl1)-4H-[ 1,2,4]triazolo[ 4,3-a]quinazolin-

5-one




1- (Azepan-1-yl)-8-chloro-4-nmethyl-4H[ 1,2,4 ] triazo to [4, 3-a] 2 80CT 2003

qui nazolin-5 -one | -(Azepan-1-yl)-4-Bgpzyl-8-chloro-4H[ 1,2,4]triazolo

[ 4, 3-a] quinazolin-5-one 1-(Azepan-

| -yl)-7-brono-4-nmethyl-4H[1, 2, 4] tri azol o[ 4, 3-a] qui nazol i n-5-one

4-Benzyl -7-brono- | -(piperid- | -yl)-4H[

1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-one 4-Benzyl - 7-brono- 1

- di et hys.@enpd-Pbtoimol 1 €2,4]1dik a@;gh@ Irgyi §

2 Bonzyl b?f)lrm I n-'gr pholy:dn- _yi‘i}:&tlﬁ [‘ilQﬂﬁ'?a%lbfﬁ?a]d?ﬂ?azohﬂS%e

triazol o[ 4, 3-a] qui nazol i n-5-one 4-Benzyl -7- brorm ‘

o Benzyl T PbPRTO e Gt ﬁ* ol 9)“41*'”1?*%%9%&013@' PR ops, 3.
qu;nizol in- 5I -one 4- Benzyl | lrolr ormnl - (4- phenyl pi Eezizhgn; ?/I I) glr_;t[m . ‘
- e et e ibBrb B S dpedlil malavinntclivosrane ¢ ¢

4- Benzyl - 7- bronmo- |- (3, 6-di hydro- 2H—pyr|d l-yl)-4H] 1,2, 4]
triazolo 44 3-a] quinazolin- 5-one 2 8 0 CT 2003 -158

4- Benzy| 4-Beppriolofo-lpystobiding iyl 2h4]triazolo[4,3 lqinazolin-5-one

1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-one 4-Benzyl -7-brono- |
-(3-hydroxypyrro| idin- | -yl)-4H][ 1,2,4]triazolo [4,3 -a]quinazol in-5
-one 4- Bamgpydn- IFybé-deneylH7-metbylH -G hi2dqtridkblp[413-2)qhlnazoi@3@neo [4, 3 - a]

qui nazolin-5 -one 4-Benzyl-7- iodo-Il-pyrrolidin- | -yl -4H-[ 1,2,4] triazo
to [4,3 -a] quinazo |in-5 -one | -Azepan- | -yl-4-benzyl-7-nmethyl-4H[

1,2,4] t4-Beaoil-OifetByR]-gyirolédiedliy- 45{4_)1”]2 4Etnazolo[4 ,3- a]qumazolm-S—one
4-Benzyl - 7-met hyl -1 -pyrrolidin-1|-yl-

1,2,4]triazol of 4, 3- a] qui nazol i n- 5- one 4- Benzyl - |

- di et hyd-BehsyR Zimein it imen . 41 [ a1 2bi18[433-2) ki e - One
4- Benzyl - 7- nig?hyll-lfl-{?hl olm)rggrkllo ﬁn- I[ aﬁl—l-a[ % jq‘il o605 e
1,2,4]triazol of 4, 3- a] qui nazol i n- 5- one 1- Azepan- |

-yl -4 b%xﬂlzﬁﬂﬁétﬂﬂ r-&%r{]&pﬁoﬂhwﬁwtﬁﬂ rzgl(gu ]nﬂéenmﬁ -one. 1- Azepan-

| -yl-4-benzyl -7-nmet hoxy- Jtr éz’o Inazol ne5S one

4- Benzyl - 7- met hoxy- -pyrrolidin- -yl - 4H—[ 1,2,4]triazol o[ 4, 3-a] quinazo
lin-5 n enz i rof

1,2, 4]t?1|§%° L!’B[EWl “T’é&’ﬁ?g’éezﬂl' LA, 2'41 palbed ] q‘é“‘?“ﬂ}&g‘ﬁaﬁ

-yI 4- benzyl -7-nitro- 4H—[ 1, 2, 4] trlazolo [4,3-a] qui nazolln 5 one
1- (Azepan;l-yl) 7- chl or [ zol o[ 4, qui nazolin-5
-one al(%%%&r} ﬁ- 'ESHZ Mﬁ%ﬂ Zfﬁl‘-l'ﬁl_? 4%%‘?@?1‘*&&5? %l”b nazol i n- 5- one
1- (Azepan- | -y[) 4-benzyl -4H[ 1,2,4] triazolo[4,3 a] qui nazol i n- 5- one
1(Azep chl oy o- 4- net hyl - i . .
(Aot bt Sl i Nl aprgmniott pgginasoto-one

4-Benzyl-5-o0xo0-1-pyrrolidin-1-yl-4,5-dihydro[ 1,2,4]triazolo[4,3-a]quinazoline-

7-carbonitrile

1-Azepan-1-yl-4-benzyl-7-nitro-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

1-(Azepan-1-yl)-4-benzyl-7-chloro-4H-[1,2,4]triazolo{4,3-a]quinazolin-5-one

1-(Azepan-1-yl)-4-methyl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

1-(Azepan-1-yl)-4-benzyl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

1-(Azepan-1-yl)-6-chloro-4-methyl-4H-[1,2,4]triazolo[4,3-a]quinazolin-3-one




-159 1- (Azepan-1-yl)-7-chloro-4-nethyl-4H[ . 2 80CT 200
1,2,4]triazol o 4, 3-a] qui nazol i n-5-one ;54-( Azepan- |
-yl)-7-chloro-4-ethyl-4H[ 1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-one

7-Chl oro-4-nethyl-1-(pyrrolidin- | -yl)-4H[ 1,2,4]triazolo[4,3

--a] qui nazolin-5 -one 7-Chloro-4-nmethyl- | -(norpholin-4-yl)-4H|
1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-one 1-(Azocan-|

-yl)-7-chl = 4- e -4 g [ i JsL gD~ ONE

2 O or o LT TG miR L AL DR L8 A iR oL o

1,2,4]triazol o[ 4, 3-a] qui nazolin- 5-one 7-Chloro- | -(3,4-dihydro-1

H- i soqui ngliin- 2-yl ) -4- 1 adl L Ll 3-8 z i nazol i n-5-one
1-(4- Ben?'@f%f%’é‘?%{ﬁb'???hﬁfg%}%@%%[(})’? %Jén%%ﬂéﬁfﬁm{‘ﬁlf?gﬂif?g?azol o[ 4,3

-a] qui nazolin-5 -one 7-Chl oro-4-nethyl- | .
-(1,3,3-trinmethyl-6-azabicyclo[3,2, | Joct-6-y1)-4H[ 1,2,4]triazolo- [4,3
- a] qui nai'&hlwng*\/-rr@mrﬁi:(pm@ﬁhwl -yD-45 ) 12%%%9@&3@%9&@;%
1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-one 1-( Azepan- |

-yl)-7-iodo-4-nmethyl -4H[ 1,2, 4)1t riazol o[ 4, 3-a] qui nazol i n-5-one 1-(Azepan-
|~ - yl) - 776Gt orosdméthybd Hydorphialip- yli:“ﬂ-ﬂs%%]zmzaM‘}&ﬁiﬂlq@ﬁomz%onm- 5 -one

4- Benzyl - 7- brono-1| - (et hyl met hyl am no)-4H[ 1, 2,4]triazol o[ 4, 3-a]

gui nazol i n-5-one 4-Benzyl - |

- di et hy| aiARGcan- 1np-Tydh gkbkg-thethy R It HE[il 2z43triniz 8l0Bs, Blatnuiinsaalih-5Sronk- one

4-Benzyl -7-bronmo- | -pyrrol- | -yl-4H[ | ,2,4]triazolo[4,3 -a] quinazol

i n-5-one 4-(4- Am nobenzyl)-7-bronmo- | -pyrrolidin-I-yl-4H]

1,2, 4]tri 18l B¢334-2inS o0 Quind1in- 10M1§-4- et BADAY 1, Z 4Nyid £ 615 b4 3 -a fRitabklin-di n- |
-yl -4|—I—[|7%2H2P+4 ]{r’i azg 0 [41,21122- a] qui gZzol itﬁ?lS-or[le - nt.?LHGO g- B }O@C T 2003

4~ (7- HydPO®§-5-0x0- | -pyrrolidin- |-yl-5H]

15 4tri ! e Aoy Tt heRz PRiAL .
L R e

1, 2, 4] t r AsineRobipA-e] qui nazol i n-7-yl ) - acet anm de

N[ 5- Ox05 45 (3- phenyl. al, | -l i i Ryt yl - Chi .

L0 O SR A L e g a5t 5o

7- Ami no-4-((E)-3-phenylallyl)-1-pyrrolidin- | -yl-44[ 1,2,4] triazolo
4, 3- [ | i n-5- 7- Am no- 1l - -l-yl+4: -4 .

15 gt e e i) A e RERIal Y okt SN  ipeeiar  ai -
-yl - 4H [ [43-2]qbltazolaeBlong 4, 3- a] qui nazol i n- 5- one

T P harna-w iRy 2diippolol4,3-alquinazolin-S-one

1-(Azepan-1-yl)-7-iodo-4-methyl-4H-[1,2,4}triazolo[4,3-a]quinazolin-5-one
1-(Azepan-1-yl)-7-methoxy-4-methyi-4H-[1,2,4]triazolo{4,3-a]quinazolin-3-one
4-Benzy-l-7-brom0-1-(ethylmethylamino)-4H-[1 ,2,4]triazolo[4,3-a]quinazolin-5-one
4-Benzyl-1-diethylamino-7-methyl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
4-Benzyl-7-bromo-1-pyrrol-1-yl-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-3-orie
4-(4-Aminobeniyl)—7-bromo-1 -pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-a}quinazolin-5-one

4-Benzyl-7-hydroxy-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one




benzonitrile 7-Am no-4-((E)-3-pyrid-3-ylallyl)-1-pyrrolidin-1-yl- é
1,2, 4]triazol of 4, 3-a] qui nazol i n- 5- onefﬁr(Am nodi net hyl ani nooxo- 5 I-Z- CT 2003
y

1,2,4]triazol o[ 4, 3-a] qui nazol i n-4-yl met hyl ) benzonitrile 7-Am no- |

- di rrethyl am no-4-((E)-3 -phenylallyl)-4H[ 1, 2, 4]

triazol o[ 4, 3-a] qui nazol i n- 5-one 4-Benzyl -7-nmethylamno- | -pyrrolidin- |
-yl-4H[ 1,2,4] tri azo l1o[4,3 -a] quinazolin-5 -one

4- (7- Met yt -PhA

[ 4, 3-a] qlal ngg%)(ll}lgﬁﬁs%g-l ll'r)rg{%:“p ngo firﬂlﬂzo zzg?l%gﬂohh yfl lﬂﬁlo)
-pyrroli EF‘F@“F“ ley| -4H-[ 1,2,4] triazolo[4, 3-3a] C]UI nazol i n-5-one

4- Benzyl Fq@e%g#g? L3, zl- p}%@{flr{ Phadis dl})ygro[lélfl' 4thazo%b[% 1. a]lqumazolm-T-yl)-

| o[ 4, 3-a

4- Benzy| agetarsuler opyI am no 1- pyrrol idin-1-yi-4H]

1,2,4]triazolo[4 one _ N-(4-Benzyl - yrrolidin-
|-yl -4, 5Ndi5h%?z§r(319@n>ﬂ]all¥1) |1:PZHPBM 13¥h1énﬁlhé&‘£@ﬂlb2a4}meszp5a[4 3-ajquinazolin-

met hanesplyplaedamidée 4- Benzyl - 7-di net hyl ami no-1 -pyrrolidin-1-yl-4H[
1,2,4]triazol o] 4, 3-a] qui nazol i n-5-one - 161 4-Benzyl- |

- di net hy Fenme-4{(@E}S-phebyldilyly-dpofrolidid; Uiyl-#Hi[d 204 ] aiagoB{43-qlquimzolinSeone
7-carbonitrile 2 8 OCT 2003 4-Benzyl -5-0x0- |-pyrrolidin- I-yl-4,5-dihydro]
1,2,4] triazol o[ 4, 3-a] qui nazol i ne- 7-carboxylic acid ' Methyl

[ 4- ( 7- br praminookazdpail ryl Al bedizyl-4H-Y1 2 Aitriadoldp443- E{quﬁia.@blﬁ{-ﬂ -oaed] qui nazolin-4-y
| - methyl)phenyl] acetate 2-[4-(7-Bronp-5-oxo- -pyrrolidin-1-yl-SH[ |
,2,4]triazol o[ 4, 3-a] qui nazolin-4- yI nmet hyl ) - phenyl ] - N-net hyl acet am de

2- [4 ( 7- BrA9ARo-4-benzyl-1-pyrrolidin-1 t lof - '
| - di met hyl am no- S- oz>)<(o gﬁr 1 lﬁtl‘l azo’l “&‘z%"a uglza(z) lm A? yl met hyl ) -

phenyl ] acet am de 2-[4-(7- Brorm 5- oxo- I -pyrrolldln 1- yI H [

L I TS iy e o

[ 4, 3-a] qbﬁnza’z@lﬂﬁn 4-yl met hyI) phenyl] N- hydr oxyacet am de 4- (|

o Y N RR-a RS kot s R yrebliain- Ty Pty A RES0 014, ool 22

i n-4-yl
S5-one

4-(Aminodimethylaminooxo-5 H-[l,2,4]tfiazolo[4,3-a]quinazolin-4-ylmethyl)benzonitrile

7-Amino-1-dimethylamino-4-((E)-3-phenylallyl)-4H-[1,2,4]triazolo[4,3-a]quinazolin-
5-one

4-Benzyl-7-methylamino-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one ~
4-(7-Methylamino-5-oxo0-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-4-yl-

) methyl)benzonitrile
4-Benzyl-8-methylamino-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
4-Benzyl-7-ethylamino-1-pyrrolidin-1-yl-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-5-one
4-Benzyl-7-isopropylamino-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
N-(4-Benzyl-5-oxo-1-pyrrolidin-1-yl-4,5-dihydro[ 1,2,4]triazolo{4,3-a]quinazolin-7-yl)-

methanesulphonamide

4-Benzyl-7-dimethylamino-1-pyrrolidin-1-yl-4H-{1,2,4 ]triazolo[4,3-a]quinazolin-5-one



4- (7-Brono- |-dinmethylam no-5-thi oxo-5H| _ , 7
1,2,4]triazol o[ 4, 3-a] qui nazol i n- 4-yl mfgryl )- benzonitrile 8.0CT 2003 )

1- Di et hyl am no- 7- et hyl - 4- (3-pyrid-3-y
triazol of 4, 3-a] qui nazol i ne- 5-thi one

4-Benzyl - 7- (N, N- di met hyl sul phonyl am no) - 1- (pyrrolidin-1-yl) -4H[1, 2, 4]
triazolo [4,3-a]- quinazolin-5-one 8. Triazol o[ 4, 3-a] qui nazol i n-5- ones

o coRHEaSERS bR PR 00 A i Rifea eSS 4

triazol o]_71¢al®0ma'}leqw nazol in-5 -one 7- Brono-

qui nazol Fensnaror Fprpeliine v Y pbyedbt] 34Tk %Z‘zjlaé&w%l%tsl@?é%eﬂjiﬁ ?
1, 2, 4] tr 7-Zbbyl#, adida] qui nazol i n-5- one

1-(Azepan | - Y% 7-chl or o- 4- (4- quorobenzyI)-4H— tri azolo [4,3 -a]
qui nazol Methyl ﬁebrompsi-oxo- -pyrrolidin-1-yl-SH-[1 24]tnazolo[4 3. a quinazolin-4-yl-

- (Azepanglm gp% ggep({tp 4-( 3, 4-di mret hoxybenzyl ) -4H [
1, 2, 4]tr|az }f -aj] qui nazol i n- 5-one 1-(Azepan- |

-yI) 7- ctu[ﬁ(h%[ﬁ@»spymmwﬁmtdﬁyll)yiéﬁ (1,204 Rridbjolo[4,3z0)eindzblid-4-plntethydpz ol i n- 5
-one 1- (A% gﬁ_ 3 JXCE cgrom) 4- (4-chl orophenyl net hyl ) - 4H- [
1,2, 4] t (P2 gﬁﬂ’“&*‘ A% %0l i n- 5-one 2 80CL 2003
4- (1 AZ ep ﬁBYde 1%&@@1 ﬁnﬁfi&s%xbtﬁ[ﬁ L24ﬂ}15£d1@{&@| Phtindzdtin-4-ylmethyl)-
R ;

qui nazol 1 enzonitril
-yl -7- br%yuacfgﬂﬂ ‘ijl rret hoxybenzyl) 4H—[ 1 2 4]tr| azolo [4, 3-a]

QUL 02201 3 0 br BB ARSPARs A ) B AT AR I edety)
-yl - 7- breheoy T(le;mlsﬁwhcctamim aIIyI) 4H—[ 1, 2, 4]tr|azolo [4,3

iangi ?%'EJZEP gf %’g gﬂxa ull Pﬁﬁﬁﬁa‘h IEY 3#e[1 2 ‘?_|tnazolo%4g ](?\Ylmlazolm-cty ;rl?rlleltﬁlylf-- 4k

7- Br ono- ﬁhe(nﬁl}-m@hmwmnmyﬂnjdel pyrrol | d| n-1 -yl-4H[
1,2,4]triazol o[ 4, 3-a] qui nazal i n- 5-

7- Br ono-4{-Rimsthyamgien fyethyl- SptymxarﬁP&{hZ Altgipzole{4y3-ajapinagolin4-xhrsthylk, 3- a]

qui nazol hepzénieie 7- Brono-4-(4-fluorobenzyl)- | -pyrrolidin-1-yl-4H|

1,2,4]triazol o[ 4,3-a] quinazolin-5-one 4-(7-Brono-5-oxo0- |-pyrrolidin- |

-yl -5 H4-("Bromg- ﬂﬂnaztbvkgfruncsSéquqmﬁHzfdm wmazqu{é,ﬁm}qv;maménﬂoﬂmmwl)e Met hyl

4- (7-brogmzemigne- | -pyrrolidin- | -yl-5H[ 1,2, 4]

triazol o] 4, 3-a] qui nazol i n-4-yl - net hyl)benzoat e
1-Dimethylamino-7-methyl-4-(3-pyrid-3-ylallyl)-4H-[1,2,4]triazolof4,3-a]quinazoline-

allyl)-4H1[ 1,2, 4]

5-thione
4-Benzyl-7-(N,N-dimethylsulphonylamine)-1-(pyrrolidin-1-yl) -4H-{1,2,4] triazolo (4,3-a]-

quinazolin-5-one

8. Triazolo[4,3-a]quinazolin-5-ones and/or —5-thiones according to any one of Claims 1

to 4, chosen from the group comprising:

1-(Azepan-1-yl)-7-chloro-4-(3-phenylallyl)-4H-[1,2,4]triazolo{4,3-a]quinazolin-5-one
7-Bromo-1-dimethylamino-4-({E)-3-pyrid-3-ylallyl)-4H-[ 1,2 ,4]triazolo[4,3-a]quinazolin-
5-one

1-(Azepan-1-yl)-7-chloro-4-(4-chlorobenzyl)-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

1-(Azepan-1-yh)-7-chloro-4-(4-fluorobenzyl)-4H-[1,2,4]tnazolo[4,3-a]quinazolin-5-one



7- Brono-4-(4-nitrobenzyl)-1-pyrrolidin- 2 80CT 2003
|-yl -4H[1, 2,4] triazol o[ 4, 3- a] qui nazellbn-5- one
7- Brono- 4- (4- met hoxybenzyl ) - 1-pyrrolidin-1-yl-4H[ 1,2,4] triazolo[4,3

-a] qui nazolin-5 -one Phenyl 4-(7-bronp-5-o0oxo- | -pyrro lidin- | -yl-5H]
1,2,4] triazol o[ 4, 3-a] qui nazolin-4-yl- nethyl)acetate
7- Brono- 4- (4- hydr oxybenzyl )-1-pyrrolidin- | -yl-4H[ 1,2, 4]tri

azol o[ 4, B{A}epanniagli7-chi&oain@,4-diad:t Rox3beNzy1 ) UH-B1 ,2 4 triazolo[4,3-a]quinazolin-

7- Brono- 4- &% 4- di met hoxybenzyl)-1-pyrrolidin-I -yt-4H[ 1, 2, 4]

triazol oflﬂ, -a] qui nazolin- 5-one 1-(Pyrrolidin- |

-yl)-7- by (13giptrechydrala@lpyri [R4AL0 D AE94Z8 : 78R4 3L4qy 5-one
7- Br ono- 4-9[ (E) - 3?%2{7chl or op%e%w?j‘?t% T-?l-[:)i/r"rﬂol i d|[0‘r§4lga§ﬂ%aﬁﬁg ot
1,2,4]triazolo[ 4,3 -a]- quinazolin-5-one

7- Br ono- -(4- Nyl - Lod 4,04 | 4k [ .

12, 4] ooy Iy D AR Aot re BB Rl Widippgpin-
lyl)-1-pyenel idin- | -yl-4 B[ 1,2,4 ] tri azolo[4,3 -a] quinazo lin- 5
-one 7-B -4- -3-pyrid-4-yiallyl)-1- roljdin-1.-yl-4H[.1,2,4
triazol O{-ﬁlﬁgzgqa&é@yhzfggql?‘g--g(p)—égr{-g-[l,¥,4)Jtnazﬁg[r4,3-ajqu%nazolln-X-ylmethj[(l)- ],

7- Br onD-#engdnitkileli met hoxybenzyl ) - 1- pi perid-1 -yl -4H|

1,2,4]triazol o 4, 3-a] qui nazol i n-5-one 1-(P iperid- | -yl)-7-brono-4-(3
- pheny| al-BgepandHy}-7Pbromo-A;Gidr digedionybenzy-4Ha{ 1,2 ditrazadold, 3-slquinazalin-S-one
7-Bronmp-| -di net hyl am no- 4- (4- net hyl benzyl ) - 4H-f
1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-o0ne

4- ( 7- Br oivAtepdntexihyitamnod-(3-pheoylsiid)-1H- (2,244 ltniadzakd# 3 adqlnadtiniSpamol | n- 4-yl m
ethyl)- benzonitrile 7 -B ronp-1-di nmet hyl am no-4- (4- hydroxybenzyl)-4 H|
1,2,4] triazo to [4,3 -a] quinazolin-5 -one Methyl

4- ( 7- br orazdpag- Fpl-Mbr@nd-A (- By eridBHyflallyl)-4H-[ 1,2,4]triazolo[4,3-a]quinazolin-5-one
1,2,4]triazol o[ 4, 3-a] qui nazol i n-4-yl met hyl ) - benzoate

[ 4- (7-Brono-I -di net hyl am no- 5- oxo- 5H [

1, 2, 4] t ri-AzepaRl yB7-Féthé-233 PytiB-4dyliiyTRaY1)2, 4 JpiE0¥0( 4 3C8G§E R Zolih | Eone
7-Brono-| - diéﬁmet hgl am no- 4‘-2((?-)’3hgﬁ¥/l aWyIH%([I- 21I—|-][ (3384
1,2,4]triazol of 4, 3-a] qui nazol i n-5-one

7- Br onD-4neiaeik 880,084 -_pjl;}?d]-r AR = N : N
triazol O?E?H:ﬁ%gﬁirﬁgﬂzlglgfﬁy ()»;1_ one bﬁ"%é}gﬁ? M%Htg%%[# ‘r%;yif’]q@iﬁﬁoéln >-one
-phenylallyl)-4H[ 1, 2,4] triazolo [4,3 -a] quinazolin-5 -one

4-(3, 4- qg?%@%ﬁ@ﬁzﬂﬂbﬁﬁn@ﬁi %ﬂg[idin-[—?ﬂﬁl{[%,izfg]ﬂiazblo{&',b-‘aﬂi'ﬁnﬁaz&lin-%’-(ﬂe

triazol o[ 4, u I nazo

7-Bromo-4-(4-fluorobenzyl)-1-pymolidin- 1-yl-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-5-one

4-(7-Bromo-5-ox0-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-4-ylmethyl)-
benzonitrile

Methyl 4-(7-bromo-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-4-yl-
methyl)benzoate

7-Bromo-4-(4-nitrobenzyl)-1 -pyrrolidin- 1-yl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
7-Bromo-4-(4-methoxybenzyl)-1-pyrrolidin-1-yl-4H-[ 1,2,4 }triazolo[4,3-a]quinazolin-5-one

Phenyl 4-(7-bromo-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-4-yl-
methyl)acetate

7-Bromo-4-(4-hydroxybenzyl)-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one




2 OOCT2003 -164 [4-(7-Methyl-5-0x0- | -pyrrolidin- | -y1-5 H[ 1,2,2]80CT 200
triazolo [4, 3-a]quinazolin-4-yl nmethyl )63 phenyl]acetic acid

7- Met hyl - 4- (3-phenylallyl)-1-pyrrolidin-I1-yl-4H[

1,2,4]triazol o[ 4, 3-a] qui nazol i n-5-one [ 4- (D net hyl am nonet hyl oxo- 5H f
1,2,4]triazol of 4, 3-a] qui nazol i n-4-yl met hyl ) phenyl ] acetic acid 1-D

i met hyl am no-7-nethyl -4-((E)-3-phenylallyl)-4H[ 1,2,4] triazolo[4,3 -a]

qui nazol Bromg- ﬂ?tﬂd‘n@éiﬁ%k @yl ng;y?mmmhyyr -4H{(B; 2pmmaéo@f4/3a]4wﬁa)zonh+[
1,2,4]triazolo 3-a] qui nazol 1 n- 5-one

[4 (7- Br50?ﬁ9-5 oxo | - per hydr oazepi n- 1-yl -

4" penzy -ESBP T HORRE .dFﬁe%YYa'“YQ”@* M*F“?%%fﬁﬁ*‘%‘%%‘f*&’[5’°§e

- a] qui nazol in-5 -one 4-B enzyl -7 -bromo- 1 -(2,5 -di hydropyrrol

-yl)-4 1,2,4] t | o[ 4 -

Dyt ol feisma--1() s grigtophapURl A arR i dnai v A 2t bt el :

1- Azeparalu[]fmyd,lnflﬁa,gezyl 7- rret hyl -4H[ |, 2, 4] triazol o [4, 3-a] qui nazol i n-5-o0ne
4- (4- Am nobenzyl ) - 7- br ono- rroI|d| n- -yl -4H

4] t r’?’i—Bmuioe{--@ 34-a]e¢fmxnraheﬂyi)n ¥}l d,ﬂ:arrrohdm 1-yl-4H-{1, 2[4]tnazolo[4 3-a}-

1,2,
7Amno enyIaIIyI) 1-pyrrolidin-1-yl-4H|
1, 2, 4]trqi%3](§(%lﬁon[ Qa] gui nazolin-5-one 7-Am no-1|-azepan- | -yl -4-benzyl -
[ 1,2 4]7f-Btoﬁ2d31l-Qi-%yﬂda}ylﬁiwma@hbﬁdlﬁ loyietH-{ 1,2,4]triazolo[4,3-a}quinazolin-5-one
7- Amno 4-((E)-3-pyrid-3-ylallyl)-1-pyrrolidin-1-yl-4H[
1,2,4]triazol o[ 4, 3-a] qui nazol i n- 5-one 7-Am no- |
- di met hyd gl 00 f(]i)(fbyrﬁf @J}mwl)all bWraird%H‘l{yllHQ[lﬁ 4]triazolo{4,3-a]quinazolin-
triazol of 4, 3- a]qU|nazo in-5-0
4- Benzyl?: -otierp hyl am no-1 - pyrrol idin-1-yl-4H[
1,2, 4]t Oh 4 3- t
- pyrrol |fdﬁlzogi {‘/I@%f%lg{flbgj 4i 1?137 llr’)é}[% grﬁl]qq[y?nﬂbzﬂoa%?loTQS%Fﬁfiﬂazohn >-one
benzonlt_rlle - 165 4- Benzyl 8- met hyl am no- | -pyrrolldl n- -yI 4H [
EL,DSZ/;' ﬂ)lt irll f [14%% 781%_@ nﬁéﬂh fﬂ)ly lgg%l—l Fgl?gﬂﬁifio'lg gﬁh 5]91 S-one
4- Benzyl - 7- |sopropyl am no-| - pyrroI|d| n- | -yl-4H [ 1, 2, 4] trlazol o[ 4,3 -a]
qU| nazql .in - Vet 7-bro |n 1

2, 4]trh %@aoof&hfgetﬁylawﬁ 44 fﬂfﬁf&yleﬁnz?ﬁé‘@@fﬁﬁaﬁg it lpdotln- 25ht
2[4(7 Br ono- 5- oxo- -pyrrolidin-I-yl-5H]

]2' ' [2 44]( ;r@%?n[qdf 353%{@3 IH%?ZO :qgr;gi%bgywztz)olo[g Iaear]gmlnazolmr-@ methﬁsz etam de
1, 2, 4] t rHeaZoRktalled, 3- a] qui nazol i n-4-yl nmet hyl ) -

7-Bromo- 1-dimethylarhino-4-(4-hydroxybenzyl)—4H-[ 1,2,4]triazolo[4,3-a]quinazolin-5-one

Methyl 4-(7-bromo- I-dimethylamino-5-0x0-5H-[ 1,2,4]triazolo[4,3-a]quinazolin-4-ylmethyl)-
benzoate .
[4—(?-Bromo-1-dimethylamino-S-oxo-SH-[1,2,4]tda;zolo[4,3-a]quinazolin-4-ylmethyl)-
phenylJacetonitrile

7-Bromo-1-dimethylamino-4-(3-phenytallyl)-4H- [1,-,4]tnazolo[4 3-a]quinazoiin-5-one

7-Bromo- 1 -dimethylamino-4-(3-phenylprop-2-ynyl)-4H-[ 1,2,4]triazolo[4,3-a]quinazolin-
5-ome

|-Azepan-1-yl-7-methyl-4-(3-phenylallyl)-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

4-(3,4-Dimethoxybenzyl)-7-methyl-1-pyrrolidin-1-yl-4H-(1,2,4]triazolo{4,3 -a]quinazolin-5-

one




phenyl] acetam de 2-[4-(7-Bronp-5-0xo0- |-pyrrolidin-I|-yl-5H] 7 80CT 200
1,2,4]triazol o[ 4, 3-a] qui nazol i n-4-yl methyl ) - phenyl ] - N N-di net hyl

acetam de 2-[4-(7-Brono-5-o0x0- |-pyrrolidin-1-yl-5H]
1,2,4]triazol (>[4, 3-a] qui nazolin-4-yl nethyl)- phenyl]-N hydroxyacetam de
1- Di et hyl am no-7-net hyl - 4- (3-pyrid-3-ylallyl)-4H (1, 2,4]triazol o[ 4, 3-a] qui
nazol i ne-5- thione 2 B OCT 2003 9. Triazolo[4,3 -a] quinazolin-5 -ones

vy ool TAA SRR SOIE e o IR

1,2,4]trP Jageticacid qui nazol i n-5 one

1 (Aeepandeiala {3 SRR LByt R e A dactetals-dadindotins-one

- (Azepan-1-yl)-7-chl oro-4-(3- pyrldyl n'ethyl) 4H—[

1,2,4]triazol o[ 4, 3-a] qui nazol i.n-5-0 pan- -yl -7-br ono- 5- 0xo- 5H |
1,2, 4]t r[%@%lﬂﬁ%lwlgﬂalpwmmrﬁm hwﬂtﬁé%ql9ﬁ4)l-ahéméﬂirrwlr@eﬂlyl)phenyl]acetlc
I-Azepanadldyl 7- brono- 4- (3, 4-di met hoxybenzyl )-4H[ 1,2,4] tr iazol o[ 4, 3-a]
qui nazo[in- 5-one |-(Azepan-I|-yl)-7-brono-4-(3-phenyl al | yl)-4H|

1, 2, 4] t r 1-dnvietiylandina] 7qmethalz4¥(H)-35phenglallyl)-4H-[ 1,2,4]triazolo[4,3-a]quinazolin-5-one

1- Azepan-| -y[-7-bromo-4-((E)-3-pyrid-3 -ylallyl)-4H[ 1,2, 4]
triazol o] 4, 3-a] qui nazol i n- 5-one 2 80CT2003 - 166

1- Az epant-Dijtiethidaiiao7-ethF-49Y3-perid-3 il PB4 2 4]triazolo[4,3-a]quinazolin-5-one
1,2,4]triazol o] 4, 3-a] qui nazol i n-5-one

7- Brom) 4- (4- met hyl benzyl )-1-pyrrolidin- | -yl-4H] 1,

2, 4] tri agot70Bfbmbs-§lodteil dréazepi@leyl-5H-[1,2,4 1o[4,3- lin-3-yl-
B o, 40&; ! Io obeng%lﬁ)ﬁ r pyrlrol Y n[l- ]trlazo[o[ a]qu]mazo in-3-yl
triazol opgthyly ‘a’l}f]ﬁ“a"'ﬁ'ﬁlaf"ﬁ 5- one

7- Br ono- ﬁlB(eﬁ?yg[ rgﬁ‘fc{'f)%“ ?{1 i-yﬁ AH-Y Lf? 4l e 51draY3- a]‘h’ﬁ'ir{azolm- 5-one

1,2,4]triazo
1-(Pyrrolidin-I- yI) 7- br ono- 4- ( 3- phenyl allyl)-4H1[ 1,2,4] triazolo [4, 3-3a]

qui nazo 11 | hyl) -1z ol i din- -4H- [

1oy o R A Gmef O Ryl Zephadori Y Kbt S-oke

1- (Pi perld 1 yl)-7- brorno 4- (3-phenylal lyl)-4H [

1,2,4]t r ] e, 4-

~di met h 75‘033%3 E‘ﬁ %YQ]”ES‘ L?Qz"dm(zﬂ??%‘—?%fﬂwpmyaﬁ. roRe4- yI net hyl ) -
1-Azepan-1 -yl-4-benzyl—7¥methyl~4H~[ 1,2,4]trtazolo[4,3-a]quinazolin-5-one
4-(4-Aminobenzyl}-7-bromo- L -pyrrolidin-1-yl-4H-[ 1,2 4 triazolo[4,3-a]quinazolin-5-one
7-Amino-4-((E)-3-phenylallyl)-1-pyrrolidin-1-yl-4H-[ 1,2 4 Jtriazolo[4,3-alquinazolin-5-one
7-Amino-1-azepan-1-yl-4-benzyl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
7-Amino-4-((E)-3-pyrid-3-ylallyl)-1-pyrrolidin-1-yl-4H-[1,2 4 ]triazolo[4,3-a]quinazolin-
5-one
7-Amino-1-dimethylamino-4-((E)-3-phenylallyl}-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

4-Benzyl-7-methylamino- 1-pyrrolidin-1-yl-4H-[ 1,2 ,4]triazolo[4,3-a]quinazolin-5-one

4-(7-Methylamino-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-4-ylmethyl)-

benzonitrile




benzonitrile Methyl 4-(B ronodinethyl aminooxo-5 H[ 1,2,4] triazol o2 B4C3 2003
-a] qui nazol i n-4-yl net hyl )- benzoate -165-

7- Brono- | - di met hyl am no- 4- (3-phenylallyl)-4H][ 1,2,4] triazolo[4,3 -a]

qui nazo lin-5 -one 7-Brono- | -dinethylam no-4-(3-phenyl prop-2-ynyl)-4H[
1,2,4]triazol o[ 4,3-a] quinazolin-5 one 1-Azepan-

-yl -7-nmet hyl -4-(3-phenylallyl)-4H[ 1,2,4] triazol o[ 4, 3-a] qui nazol i n-5-one
4- ( 3, 4- Di-Bedayb8ythethylan)noz L spetrbliding 1-ylsdH [ bR jddtrinzdl of, 3-d)gu[nazolin-5-one
1,2,4]triazol o[ 4,3-a] quinazolin- 5-one 7-Methyl-4-(3-phenylallyl)-1-pyrro
lidin-1-yl-4H[ 1,2,4] triazolo [4,3 -a] quinazolin-5 -one

7- AM no-Apg{Z&)-73phatibal-pytkolidin 1459{—?112 |thazolo[4 Bla]dinbzotin2s-dde t i @zol 0
[4,3 -a] quri(z'r?azol i'n-5 - on?ﬁ 7- Am ?152- 4- (E;ﬂ] 3- pyr[i ’g Jﬁﬁnal | yl')-1-pyrrolidin-
| -yl-4H[ 1,2,4]triazol o[ 4, 3-a] qui nazol i n- 5-one 4-Benzyl - 7- net hyl am no- |

-pyrrolidin- | .-yl -4F | Azaql 3 Ui | {5 - -2 167

YL Ll et S il RS ot 35

1,2,4]triazol o[ 4, 3-a] qui nazol i n-4-yl - nmethyl)benzonitrile Methyl

[4-(7-bronp-5-0x0-1-pyrrolidin-1-yl-5 ,4ltriazol o] 4, 3-a] qui nazolin-4-y

|- met hM?tBhle[ﬁgm]b&E@PaSr%’mzlIPX‘-TE"%Q%?]GH'E&I%'}&%A Tipzqlg p%ﬁl[%ﬁlrwzgﬂhw:}%w [

1, 2, 4] t rh@B@bpHedlylFacaiaggli nazol i n-4-yl met hyl ) - phenyl ] - N-net hyl acet am de

2-[4-(7-Brono-5-o0xo-1-pyrrolidin-1- I'-5H-][. ) ]

C, 2, 4] t r2-Hz(@ Bfom@S-gxgurparcdidim] 1-phHEL hflyazolohddylquingaeliai4-naethrcet ani de

1- Di et tlfﬁlelq}q]_mgmzmg:%&xgﬁ&-(& pyrid-3-ylallyl)-4H[ 1,2,4] triazolo[4, 3-a]

qui nazo ‘1 ne- 5-thione 10. Internedi ate conpounds of general formula I11I:

Re X || 12-[4a(MBioadu-1-2iBetDdam2803-0Xd;5HP! 24 firnddola# 3 - dquidetdlimedtylmethyip m 1;

t he dasQ&%nﬁhﬁganﬁgpresent opti onal doubl e bonds;
2-[4-(7-Bromo-5-oxo-1-pyrrolidin-1-yl-5H-[1,2,4]triazolo[4,3-a]quinazolin-4-ylmethyl)-
pheny!]-N,N-dimethylacetamide
2-[4-(7-Bromo-5-oxo0-1-pyrrolidin-1-yl-5H-[ 1,2,4]triazolo{ 4,3-a]quinazolin-4-ylmethyl)-
phenyl]-N-hydroxyacetamide
1-Dimethylamino-7-methyl-4-(3-pyrid-3-ylallyl)-4H-[1,2,4]triazolo[4,3-a]quinazoline-5-

thione

9. Triazolo[4,3-a]quinazolin-5-ones and/or —5-thiones according to any one of Claims 1

to 4, chosen from the group comprising: '
7-Bromo-1-dimethylamino-4-((E)-3-pyrid-3-ylallyl)-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-5-
one
1-(Azepan-1-yl}-7-chloro-4-(3,4-dimethoxybenzyl)-4H-[1,2,4]triazolo[4,3-a]quinazolin-
5-one |

1-(Azepan-1-y1)-7-chloro-4-(3-pyridylmethyl)-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

4-(1-Azepan-1-yl-7-bromo-5-oxo-5H-[1,2,4]triazolo[4,3-2]quinazolin-4-ylmethyl)-
benzonitrile

1-Azepan-1-yl-7-bromo-4-(3,4-dimethox ybenzyl)-4H-[ 1,2,4]triazolo[4,3-a]quinazolin-
5-one

1-(Azepan-1 -yl)-7—bf0m0-4-(3 -phenylallyl)-4H-[1,2,4]triazolo{4,3-a]quinazelin-5-one

i-Azepan-1-yl-7-bromo-4-((E)-3-pyrid-3-ylallyl)-4H-[1,2,4]triazolo[4,3-a]quinazolin-

5-one



RS is hydrogen; and R7 is S or hydrazino; it being possible for R7 to ggT 20
linked to the nitrogen in. R6 to forr ring, particularly a triazole,
optionally substituted with a |ower thioalkyl, nercapto or hal ogen group,
with the proviso that when R7 is S or hydrazino and Xl is hydrogen,

hal ogen, al kyl group conprising froml to 3 carbon atons, al koxy group
conprising froml1l to 3 carbon atomor nitro, then X2 is not hydrogen,

hal ogen,, al kvl gr rhsing 4 | 130 t KQxy group
conpri o1 P P BroRE SR SR g iRy 3 iPasBliidiche
conpounds of general forrmula IV: JR5 RA-NN, //NIV in which X1, X2, A,
R4 and R5_are gs defjned ip d ai . 12, t erpedi at e _conpounds of general
fornmul a wrwogxfﬁ-%&gmﬁ-#- 1%%-1%%4‘&@;2,%%@0[?@33?33“%@ Bry-oRed i n
Claiml and X5 is a hal ogen, particularly F, Br or d, -0COX7, -0S02X7 or
--SQzZX7 group in which X7 is a lower alkyl or aryl group. 13. Process for
manuf acttiBramgo-#Hd-chlorplanauts- 1 afymgbider biyl-#d:[h2 Htnazokohd3Halquinazpin®neR4 N N
RAN~N ~XI" 1IN /iNN ,NRR11 in which Xi, X2, R R4 and R5 are as
defined in Caim1l, the said process being characterized in that it

conpr i sesBtdigo-Agaatdimirtiokybenepiflopyitblidin- 1-gB4H[a]2,4 o a¥0l0fd,8 4] quinazolin-

5-one

1-(Pyrrolidin-1-yl)-7-bromo-4-(3-phenylallyl)}-4H-[ 1,2,4]triazolo[4,3-a}quinazolin-5-one
7-Bromo-4-(3-pyrid-3-ylallyl}-1-pyrrolidin-1-yl-4H-[ 1,2 4 ]triazolo[4,3-a]quinazolin-5-one
1-(Piperid-1-yl)-7-bromo-4-(3-phenylallyl)-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-5-one

4-(7-Bromo-1-dimethylamino-5-oxo-5H-[1,2,4]triazolo[4,3-a]quinazolin-4-ylmethyl)-
benzonitrile

Methyl 4-(Bromodimethylaminooxo—SH-tl ,2,4]triazolo[4,3-a]quinazolin-4-ylmethyl)-
benzoate

7-Bromo-1-dimethylamino-4-(3-phenylallyl)-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one

7-Bromo- 1 -dimethylamino-4-(3-phenylprop-2-ynyl)-4H- 1,2,4]tnazolo[4,3-a]quinazolin-5-
one

1-Azepan-1-yl-7-methyl-4-(3-phenylallyl)-4H-[1,2,4]triazolo{4,3-a]quinazolin-5-one

4-(3,4-Dimethoxybenzyl)-7-methyl-1-pyrrolidin-1-yl-4H-[1,2,4 ]triazolo[4,3-a]quinazolin-
5-one

7-Methyl-4-(3-phenylaliyl)- 1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-a]quinazolin-5-one
7-Amino-4-((E)-3-phenylallyl)-1-pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-a]quinazolin-3-one
7-Amino-4-((E)-3-pyrid-3-ylaliyl)-1-pyrrolidin-1-yl-4H-[ 1,2 4]triazolo[4,3-a]quinazolin-

5-one

4-Benzyl-7-methylamino- i -pyrrolidin-1-yl-4H-[1,2,4]triazolo[4,3-a]quinazolin-3-one



2 8 COCT 7003 - 169 IVinwhich Xi, X2, R4 and R5 are as ‘defi ned ?@I@thﬂ?
a

1, wth a conpound of general formut R X in which Ris as defined ove
and X' is a halogen, particularly F, Br or d, -000X7 or -0OS02X7 group in
which X7 is a |lower alkyl or aryl group; to give a mxture of the conpounds
of general formulae I and 11, which are then optionally separated. 14.
Process for manufacturing the conpounds of general fornula is R4&--- NR O

| in vvhi4}{17-M:s;hy}amin9%,5-m~hnmwlafleylaghﬂb?ﬂ%ééquﬁ{‘ld-@]qmnﬂ,mlt%yfsai d process

being ¢ ' aLn that.it conprises the reaction of a conpound of
gener al nﬁ%@%ﬁ‘k@ﬁgﬁév - 170 in which Xi, X2 and R are as defined in daim

| and X5Mi=:§1y%4 L2688, 5-§85- 1 ipgytb Rdinyl -7-S BB | 04 trigkolof 4 e ghinaz61P2XT- Of - S02X7
group in V\/gl 7.is a lower alkyl or aryl group; with a conpound of
general T& eaYUagRi¥R5 in which R4 and R5 are as defined in daim1, to

give a cppppu f nar. frarmul a odr (1 } : h:0Ch . I m 14,
har act el ZUAE TR 5 RO Am AR ot P REATEE B ARSREARE Mt
i dent i cgihenylh®l-wethylraetamidst fornmula | are obtai ned by reacting a conpound
of general formula_VI: O VI . i L.ch and re as defined in.Caiml
an dg X5 i%[%g-%@mqﬁ-@xpﬂ-le#f[ig—ymhgﬂ ,i,( tnazolo%lﬁ—a qumazo?m-ﬂy?lmcthyl)-
phenyl}-N,N-dimethylacetamide
" 1-Dimethylamino-7-methyl-4-(3-pyrid-3-ylallyl)-4H-[1,2,4]triazolo[4,3-a]quinazoline-

5-thione

10. Intermediate compounds of general formula [II:
Rg

|

in which:

- X, X;and A are as defined in Claim |;

- the dashed lines represent optional double bonds;

- Rg is hydrogen; and

- Ry is S or hydrazino;
it being possible for Ry to be linked to the nitrogen in Rs to form a ring, particularly a
triazole, optionally substituted with a lower thioalkyl, mercapto or halogen group, with
the proviso that when R; is S or hydrazino and X, is hydrogen, halogen, alkyl group
cemprising from 1 to 3 carbon atoms, alkoxy group comprising from 1 to 3 carbon
atom or nitro, then X; is not hydrogen, halogen, alkyl group comprising from | to 3

carbon atoms, alkoxy group comprising from 1 to 3 carbon atom or nitro.




wi th a conpound of general fornmula: HNR2R3 in which R2 and R3 are as
defined in laim1l, to give a conpounggof general formula (1): R3 230 6GaF XM
N~N NNRaOI 16. Process according to Claim 14, characterized in that
when Xt is NRZR3 and -NR2R3 and -NR4AR5 are different, the conpounds of
formula | are obtained by reacting a conpound of general fornula VII: 2
80CT2003 2 8 OCT 2003 -171 in which X2, RR, R2 and R3 are as defined in -

Caiml @%@ag&igte%%gﬂgmdg%qgg,{brglf@ﬁﬁm;gv: wi th a conpound of general

formul a:

R, ich RAand R5 are as defined in Claiml, to give a
conmpound of gen;éral formula (1): | 17. Pharmaceutical conposition
conprising g ound according to any one of Clains 1 to 9 and a
phar maceuti cal | yNacgept abl e excipient . 18. Use of a conpound according to
any one ¥f d ai I ‘Bo 9 for the preparation of a nedicinal product
i nt ended A a condition or conplaint involving a treatnment by
inhibitio phosphodi est erases, and nore particularly of PDE4. 19. Use
accordi ng Il ai my18, characterized in that the condition is asthnma. 20.
Use acco P €l aiHm 18, characterized in that the condition is chronic
bronchi t1s or ute pul nonary attack. 21. Use according to C aim18,

characterized in'that the condition is atopic dermatitis. 22. Use according
to Caim18, ché#Wacterized in that the condition is pul nonary

in which X, X5, Ay, Rq and R; are as defined in Claim 1.

12. Intermediate compounds of general formula V:

in which X;, Xz, A; and R are as defined in Claim 1 and X; is 2 halogen, particularcly F, Br
or Cl, -0COXs, -0S0;X7 or —SO, X7 group in which X7 is a lower alkyl or aryl group.

13. Process for manufacturing the compounds of general formulae [ and II:

RS RS
N/ N/
\ X . \
X N_ N N_ N-R
b e
N \R N
X3 : .
I 11

in which X4, X2, R, Ry and R are as defined in Claim 1,
the said process being characterized in that it comprises the rzaction of a compound of

general formula IV:



hypertension. - 172 2 8 OCT 2003 23. Use according to C aim 18, 2 80CT 2009
characterized in that the condition |gggcardiac or pulnmonary insufficie

24. Use according to Caim 18, characterized in that the condition is
psoriasis. 25. Use according to Claim18, characterized in that the
condition is an inflammtory condition of the digestive systemsuch as
haenorrhagic rectocolitis or Crohn's disease. 26. Use according to Claim
18, characterized in that the conditionRis diabetes or a condition
associated wwth a high | evel of TNF-a, /such as acute respiratory distress
syndronme or acute pancreatitis. Zh.‘/t—ﬂ according to Cl aim 18,
characterized in that the condi%i onis %m n hypertrophy of the prostate.
28. Use according to Caim18, TR izedgyin that the condition is
chosen from rheumatoid arthriti U Pl e sclerosis. 29. Use according
to Caim18, characterized in thg e condition is chosen from

depression, ischaem a-nedi ated newy 8| atM.ack and partial cerebral

i schaem a. 30. Use according toyd aim 1¥, chHracterized in that the
condition is cancer, nore partiéularl yghalignant tunmours or chronic

| ynphoi d | eukaem a. 31. Use of a conpound according to any one of Clains |
to 9 to attenuate the devel opnent of tif erance or norphi ne-dependency
phenonena. 32. Use of a compound according to any one of Clains 1 to 9 to
reduce behavioural nenory |osses. 33. Use of a compound according to any
one of Gi @i Xl,g%@irm@;ﬁgggﬁem{e«aqﬁmﬁﬁlLabour. 2 8 OCT 2003 - 173 34.
Use according to alm 18, characterized in that the condition is

sept i cadfifhe epmpoundiof genery)fgmmula 5; | ure syndrome. 35. Use according to Claim
18, characterized in that the coddion is chronic obstructive pul nonary
di sease (COPD). 36. Use accordi n%gt,o Cl aim 18, char aﬁt gri z in qShat t he
condi t i omwhicheRyipps defined abpve gagd X548 @rloggns prrrulpsly FeBr opSlaQeriz€8 in
that theogeng) gxidaP ik @hih!Yef iglaGowdr dikylios aryB8rouplse according to O aim 18,

charact % ngzveecl rlmr}]cturg% t}}ehceorr(fp%ﬂgclls} o tcI_.?exi'ersal S a%tll 2h ,%hq&':hagrc then optionally

separated.

14. Process for manufacturing the compounds of general formula I:

RS
N/
R,{'"' N
MR
X N\,(N
X; "
O
I

in which X, X3, R, R4 and R; are as defined in Claim 1,
the said process being characterized in that it comprises the reaction of a compound of

general formula V:



insufficiency. 39. Use according to aimlS, characterized in that
condition i s osteoporosis. -170 -

in which X, X5 and R are as defined in Claim 1 and X5 is a halogen, particularly F, Br or
Cl, -OCOX37, -0S0,X7 or SO, X5 group in which X5 is a lower alky! or aryl group;
with a compound of general formula:
HNR4Rs
in which R4 and Rs are as defined in Claim 1,

to give a compound of general formula L

15. Process according to Claim 14, characterized in that when X; is -NR2zRs and —-INR,R;
and —NR.R; are identical, the compounds of formula I are obtained by reacting 2 compound

of general formula VI:

in which X, and R are as defined in Claim 1 and X; is as defined in claim 12
with a compound of general formula:
HNR:R3
in which R; and R are as defined in Claim 1,
to give a compound of general formula (I):

RS

N/
e
\
N N_ N
Ry \{
N\

x5 4 R
I

16. Process according to Claim 14, characterized in that when X, is -NR;R; and ~NR,R;
and —NR4Rs are different, the compounds of formula I are obtained by reacting a compound

of general formula VII:

X

e

) N7
\(

N

A

2 B%cr 3
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in which X5, R, R; and R; are as defined in Claim 1 and X is as defined in claim 12,
with a compound of general formula:

HNR4R;
in which R and Rs are as defined ia Claim 1,

to give a compound of general formula (I):

RS

N/
b
N N_ N
Ry j/
N

X ¥ R
I

17. Pharmaceutical composition comprising a compound according to any one of Claims 1

to 9 and a pharmaceutically acceptable excipient .

18. Use of a compound according to any one of Claims 1 to 9 for the preparation of a
medicinal product intended for treating a condition or complaint involving a treatment
by inhibition of phosphodiesterases, and more particularly of PDE4.

19. Use according to Claim 18, characterized in that the condition is asthma.

20. Use according to Claim 18, characterized in that the condition is chronic bronchitis or

acute pulmonary attack.

21. Use according to Claim 18, characterized in that the condition is atopic dermatitis.

22. Use according to Claim 18, characterized in that the condition is pulmonary

hypertensiom.
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23. Use according to Claim 18, characterized in that the condition is cardiac or pulmonary

insufficiency.
24. Use according to Claim 18, characterized in that the condition is psoriasis.

25. Use according to Claim 18, characterized in that the condition is an inflammatory
condition of the digestive system such as haemorrhagic rectocolitis or Crohn’s disease.

26. Use according to Claim 18, characterized in that the condition is diabetes or a condition
associated with a high level of TNF-a, such as acute respiratory distress syndrome or

acute pancreatitis.

27. Use according to Claim 18, characterized in that the condition is benign hypertrophy of
the prostate.

28. Use according to Claim 18, characterized in that the condition is chosen from

rheumatoid arthritis 2nd multiple sclerosis.

29.Use according to Claim 18, characterized in that the condition is chosen from

depression, ischaemia-mediated neuronal attack and partial cerebral ischaemia.

30.Use according to Claim 18, characterized in that the condition i1s cancer, more

particularly malignant tumours or chronic lymphoid leukaemia.

31. Use of a compound according to any one of Claims 1 to 9 to attenuate the developmént

of tolerance or morphine-dependency phenomena.

32. Use of a compound according to any one of Claims 1 to 9 to reduce behavioural

memory losses.

33. Use of a compound according to any one of Claims 1 to 9 to prevent prematurs labour,
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34. Use according to Claim 18, characterized in that the condition is septicaemia or

multiple organ failure syndrome.

35. Use according to Claim 18, characterized in that the condition is chronic obstructive

pulmonary disease (COPD).
36. Use according to Claim 18, characterized in that the condition is emphysema.
37. Use according to Claim 18, characterized in that the condition is allergic rhinitis.

38. Use according to Claim 18, characterized in that the condition is congestive cardiac

insufficiency.

39. Use according to Claim 18, characterized in that the condition is osteoporosis.




