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We claim:
1) A quinazoline derivative of formula (I) wherein
5 HN %
R‘I
g
R2 \N/] R1=-0-CHy»CHy-CH,~ N

U]

10

and R¥= OCHj,, OC;Hs

or a pharmaceutically acceptable salt thergof.
15 2) A quinazoline derivative of formula (IYas claimed in claim 1 wherein
R =-O-CHyCH,CH, O and R%= OCH,
(NRC-2694) or a pharmacgutically acceptable salt thereof.
20 3 A quinazoline derivativ€ of formula (I) as claimed in claim 2 wherein the
pharmaceutically acg€ptable salt is the monohydrochloride (NRC-2694A),
4) A quinazoline depfvative of formula (I} as claimed in claim 2 wherein the
pharmaceutically acceptable salt is the dihydrochloride (NRC-2694B).
5) A method fgr producing in a warm-blooded animal an inhibitory effect
25 against BGF-type receptor tyrosine kinase enzymes comprising administration
to theAaid animal an effective amount of qunazoline derivative of the formula
(I)6r a pharmaceutically acceptable salt thereof as claimed in claims 1-4.
6) method for producing in a warm-blooded animal an inhibitory effect
against Erb group receptors like Erb-2, Erb-3, Erb-4 tyrosine kinase sensitive
cancers comprising administration to the said animal an effective amount of

quinazoline
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derivatives of the formula (I) or a pharmaceutically acceptable salt thereof as
claimed in claims 1-4. |
7) A method for producing in a warm-blooded animal an inhibitory effect against
EGF type receptor tyrosine kinase enzymes comprising administration to the said
5 animal an effective amount of quinazoline derivative NRC-2694 of e formula
(D) as claimed in claim 2 or a pharmaceutically acceptable salt thereof
8) A method for producing in a warm-blooded animal an inhibitory effect against
Erb group receptors like Erb-2, Erb-3, Erb-4 tyrosine kinase' sensitive cancérs
comprising administration to the said animal an effective ginount of quinazoline
10 derivative NRC-2694 of formula (I) ag/claimed in claim 2 or a
pharmaceutically acceptable salt thereof. '
9) A method for producing in a warm-blooded anipdal an inhibitory effect against
VEGF type receptor kinase sensitive cancers Comprising administration to the
said animal an effective amount of quinazolifie detivative NRC-2694 6f formula
15 | (D) as claimed in - claim 2 or a pharmaaceutically acceptable salt thereof.
10) A method for producing in a warm-looded animal an inhibitory effect against
EGF type receptor kinase sensitive€ancers comprising administration to the said
animal an effective amount of guinazoline derivatives NRC-2694 A and NRC-
2694 B as claimed in claims ¥and 4.
20 11) A method for producing ih a warm-blooded animal an inhibitory effect against
Erb group receptors like Erb-2, Erb-3, Erb-4 tyrosine kinase sensitive cancers

comprising administration to the said animal an effective amount of quinazoline

derivatives NRC-2694 Aand NRC-2694 B as claimed in claims 3
and 4.
25 12) A method $Or producing in a warm-blooded animal an inhibitory effect against

VEGF type receptor kinase sensitive cancers comprising administration to the
said ahimal an effective amount of quinazoline derivatives NRC-2694 A and

-2694 B as claimed in claims 3 and 4.

19




WO 2009/090661 PCT/IN2008/000036

13) A process for the preparation of a quinazoline derivative of formula (I), or a
pharmaceutically acceptable salt thereof as claimed in claim 1 which
comprises:

a)  the reaction of the quinazoline of formula II

S
R1
10
15
b)

20

25 R' = -0-CH,-CHy-CHy N 0
-0C HZCHZCHz—O
~O-CH,-CH,-CHy- N NH

30 andR% = OCHQ. 0C2H5

4) A process for the preparation of a quinazoline derivative of formula (I) ora
pharmaceutically acceptable salt thereof as claimed in claim 2 which

comprises:
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a) the reaction of the quinazoline of formula (I1a)

I (a)

b) condensation reaction of the 4-#hloroquinazolne of formula III(a) above

with 3-ethylnyl aniline tgf get the quinazoline derivative NRC-2694.

NH

B
A

—0

CH,0

10 NRC-2694

~ as described ig'the examples 1-3 cited above.

16) A process/for the preparation of the monohydrochloride salt NRC-2694 A
aJly as described in the example-4 cited above. _

15 17) A prg ess for the preparation of the dihydrochloride salt NRC-2694 B essentially

18YA method of evaluating the Maximum Tolerated Dose (MTD) and acute toxicity

of the quinazoline derivatives of formula (I) as claimed in claim land essentially

as described in the example-6 cited above.
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19) A method of evaluating in vitro, in vivo and therapeutic efficacy of the
quinazoline derivatives of the formula (I) as claimed in claim 1 and eséentially
described in the example 7 cited above. .

20) A pharmaceutical composition which comprises a quinazoline derivativg/of the

5 formula (I), or-a pharmaceutically acceptable salt thereof, as claimed/in any of

claims 1-19 above.




We claim:
1. Use of aquinazoline derivative of formula

oW
R!
0 —
R? N'-Jfl R1 = -D—GHE-GHTCHE- N/ .
in \j

-O-CH-CH;-CH- N )

/N

-C0-CH3-CHy-CHa- N MH
and R2=DCH-_|,. QC,H, - ora

pharmaceutically acceptable salt thereof, in the manufacture of a medicament for

5 treatment of lung cancer, squamous cell cancer, or breast cancer.
2. Use asclaimed in claim 1, wherein the cancer is breast cancer.

3. Use asclaimed in any one of claims 1 or 2, wherein

Rl = -O-CH,CH,CH,- N O and R2 = OCH, .
S

10
4. Use asclaimed in claim 3 wherein the pharmaceutically acceptable saltis
the monohydrochloride.
15 5. Use asclaimed in claim 3 wherein the pharmaceutically acceptable sdlt is
the dihydrochloride.
6. A process for the preparation of a quinazoline derivative of formula (1)
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i
R2 e R' = -0-CHzCHy-CH,- N\_/u

I}
-O-CH;-CH,-CHy- N )

-O-CHy-CHy-CH,- N NH
and R? = QCH,, OC.H,

or a pharmaceutically acceptable sat thereof which comprises:

the reaction of a quinazoline of formula ll
0]

R1O

R20 N
I

5  with phosphoryl chloride or oxalyl chloride to get a4-chloro quinazoline of formula (l11)

cl
R1O
N
>
R20 N

1]
condensation reaction of the 4-chlorogquinazolne of formulalll above with 3-ethynyl

aniline to get aquinazoline derivative of formula(l).

10 7. A process for the preparation of a quinazoline derivative NRC 2694
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NH
Q N— (CHy); — O:@\)\N
— | J =
CH,0 N

NRC-2694

or a pharmaceutically acceptable sat thereof which comprises:
reaction of the quinazoline of formula(l1a)

o
0 N
— (CHy),—O
L (CH,); NH
P
CH,0 N

I (a)
with phosphoryl chloride or oxalyl chloride to get the corresponding 4-chloro
quinazoline of formula (111a)

Cl
U_‘C“Z’s_(’)@@
CH,0 N

I1I (a)
condensation reaction of the 4-chloroquinazolne of formulalll(a) above with

3-ethylnyl aniline to get the quinazoline derivative NRC-2694.
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