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Applicants: Timothy Norris et al.
Serial No.: 09/711,272 Examiner: T. McKenzie
Filed : November 9, 2000 Group Art Unit: 1624

For STABLE POLYMORPH ON N- (3-ETHYNYLPHENYL)-6,7-
BIS (2-METHOXYETHOXY)-4-QUINAZOLINAMINE
HYDROCHLORIDE, METHODS OF PRODUCTION, AND

PHARMACEUTICAL USES THERECF

1185 Avenue of the Americas
New York, New York 10036
June 13, 2002

Assistant Commissioner for Patents
Washington, D.C. 20231

SIR:

AMENDMENT IN RESPONSE TO DECEMBER 13, 2001 OFFICE
ACTION AND PETITION FOR A THREE-MONTH EXTENSION OF TIME

This Amendment is submltted in response to the Office Actlon:

issued December 13, 2001 by the U.S. Patent and ‘Trademark
Office in connection with the above-identified appllcatlon.
A response to the December 13, 2001 Office Action was due
March 13, 2002. Aﬁplicants hereby request a three-ménth
extension of time from March 13, 2002 to June 13, 2002. The
fee for a three-month extension of time is $920.00 and a check
including this amount is enclosed. Accordingly, a!responséyto
the December 13, 2001 Office Action is.now due June 13, 2002
and this Amendment is being timely filed.

Please amend the subject application as follows:

In the Title of the Invéntion

Please change the title to:

o

STABLE POLYMORPH ON N—‘_(B-ETHYI;IYLPHENYL)—6,7-B-I‘S (2—-
METHOXYETHOXY) -4-QUINAZOLINAMINE HYDROCHLORIDE,
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METHODS OoFr PRODUCTION, AND PHARMACEUTICAL USES

THEREOF

The difference between the new Title and the previously
pending Title 1is shown in the marked-up copy o©f the Title

attached hereto.

In the Claims

Please amend claims 5, 14, 23 and 50 and add new claims 55-72
under the provisions of 37 C.F.R. §1.121(c). The amended set
of claims is presented below and the amendments to the claims

are indicated in the marked-up set of claims attached hereto.

5. (Amended) A composition comprising a substantially

homogeneous\ crystalline polymorph of the hydrochloride

‘;Ub salt of N-
J&(’ 6’5 guinazolinamine \designated the B polymorph that exhibits

an X-ray powder di\ffraction pattern having characteristic

-ethynylphenyl)-6,7-bis(2-methoxyethoxy) -4-

egrees 2-theta at approximately 6.26,
20.20, 21.10, 22.98, 24.46, 25.14

peaks expressed in
12.48, 13.39, 16.96,

and, 26.91, and a carrier.

14. (Amended) A meth

of treating abnormal cell growth in a

b&? mammal which comprises administering to said mammal a
L{ therapeutically effectyve amount of the polymorph of
clalm l

23. (Amended) ethod for the treatment of abnormal cell

growth in a ma 1 which comprises administering to said

jglé mammal a therapeWically effective amount of the
g(/b polymorph of c¢laim 1 3 combination with an anti-tumor
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é;é)b inhibitor, n alkylating agent, an anti-metabolite, an
: (:Q intercalating angibiotic, a growth factor inhibitor, a
cell cycle inhibd an enzyme, a topoisomerase
inhibitor, a response modifier, an anti-
hormone, and an anti-androgan.
50. (Amended) method for prophylaxis against the

Jaf
Sc,(ﬂ

(Y

development of\pasal or sqgquamous cell carcinoma of the
skin in areas expgQsed to the sun or in persons of high
risk to said caxcinoma, said method comprising
administering to said rsons a therapeutically effective
amount of a pharmaceutical composition comprised of at
least one of N-(3-ethynylphenyl)-6,7-bis (2~
methoxyethoxy)-4-quinazolinaming, and pharmaceutically
acceptable salts thereof in anhydrous and hydrate forms,
so as to thereby result in pryphylaxis against the
development of basal or squamous cell carcinoma of the

skin.

Please add new claims 55-72 as follows:

55.

{New) A cogposition comprising a crystalline polymorph of

the hydrochlgride salt of N-(3-ethynylphenyl)-6,7-bis(2-
methoxyethoxy)xd-quinazolinamine designated the B
polymorph that N\exhibits an X-ray powder diffraction
teristic peaks expressed in degrees
ately 6.26, 12.48, 13.39, 16.96,

.46, 25.14 and, 26.91 in a weight

pattern having chi
2-theta at approxi
20.20, 21.10, 22.98,
% of the B polymorph rel®tive to the A polymorph which is

(=]

at least 70%.
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56. (ﬁ\\

ethynyl

The

Timothy Norris et al.
08/711,272
2000

composition of claim

of

the hydrochloride

55,

wherein

salt

of

the B

N- (3~

enyl) -6, 7-bis(2-methoxyethoxy)-4~quinazolinamine

exhibits X-ray powder diffraction pattern having
characteristyc peaks expressed in degrees 2-theta at
approximately:
2-Theta i(rel) | 2-Theta Nl(rel) | 2-Theta | (rel} | 2-Theta | l{rel) | 2-Theta | I(rel)
5.255 100.0 | 17.668 | 25 22.982 4.8 27.534 0.9 32.652 1.7
/ 7.860 32 | 18.193 | O.ANJ~23589 | 23 | 28148 | 15 | 33245 | 1.7
! 9.553 39 | 18749 | 15/, 23906 | 30 | 28617 | 43 | 34719 | 15
] 11.414 1.5 19.379 1.0\] “v4.459 6.8 29.000 14 35.737 0.8
! 12.483 6.4 20.196 144 25\38 | 10.0 | 29.797 2.1 36.288 1.0
; 13.385 9.6 20.734 4.2 25.647 3.7 30.267 09 36.809 0.6
i 14.781 2.1 21.103 14.4 25.908\| 3.9 30.800 16 37.269 1.1
15.720 2.9 21.873 4.7 26.527 N\2.8 31.475 2.2 37.643 1.4
16.959 55 22.452 4.5 26.911 5\6 31.815 24 38.114 1.7
57. (New) The composition of claim \85, wherein the N-(3-
ethynylphenyl) -6, 7-bis (2~-methoxyethoxy)-4-quinazolinamine

hydrochloride in the polymorph B form is characterized by

the X-ray powder diffraction pattern shown in\Figure 3.

g(/lﬂ 558. (New)

A pharmaceutical

. therapeuticall
ci0 s y

claim 1 and a pharmaceutically acceptable carrier.

q ;4 (New)

5; said composition
U

£L 10)( (New)

the pharmaceutical compo

composition

effective amount

which
of the

comprises a

polymorph of

The pha

The pharmaceutica

tablet.

aceutical composition of claim 58,

composition of claim

the

is adapted for oral administration.

wherein

, wherein

form

of a
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61. {(New} A method for the production of a crystalline
polymorph of the hydrochloride salt of N-(3-
ethynylphenyl) -6, 7-bis(2-methoxyethoxy)-4-quinazolinamine
designated the B polymorph by recrystallization

comprising the steps of:

a) heating to reflux alcohol, water and the
hydrogdhloride salt of N-(3-ethynylphenyl)-6,7-bis(2-

methoxyethoxy)-4-quinazolinamine so as to form a

solutiony
b) cooling the solution to between about 65 and 70 °'C;
c) clarifying\the solution; and
L/y d) precipitating polymorph B by further cooling the

clarified solution.

62. (New) A composikion comprising a substantially
homogeneous crystalliye polymorph of N-(3-ethynylphenyl)-
6, 7-bis(2-methoxyethoxy)-4~-quinazolinamine hydrochloride
in the form of polymorph B, which is characterized by the
following peaks:

Pol hB

Ancde: Cu - Wavelength 1 1.54056 Wavelength 2: 1.54438 (Rel Intensity:0.500

Range # 1 - Coupled 3.000 to. 40.040 StepSize: 0.040 JtepTime 1.00

Smoothing Width: 0.300 Threshold: 1.0

d(A) irel) | d(A) TireD | d(A) Nirel) | d(A) i(rel) d(A) i(rel)

14.11826 | 100.0 | 5.01567 | 2.5 | 3.86656 | \4.8 3.23688 0.9 2.74020 1.7

11.23947 32 | 487215 | 0.7 | 3.76849 | 2.3 3.16755 1.5 2.69265 1.7

9.25018 39 1472882 | 1.5 | 3.71927 | 30 3.11673 4.3 2.58169 1.5

7.74623 1.5 | 457666 | 1.0 | 3.63632 | 6.8 3.07644 14 2.51043 0.8

7.08519 6.4 | 439330 | 14.4 | 3.53967 | 10.0, | 2.99596 2.1 2.47356 1.0

6.60941 9.6 | 428038 | 4.2 | 3.47448 | 3.7 \| 2.95049 0.9 2.43974 0.6

5.98828 2.1 4.20645 | 14.4 | 3.43610 | 3.9 2.89151 1.6 2.41068 1.1

5.63253 29 [4.06007 | 47 | 335732 | 28 [\2.83992 22 2.38755 1.4

5.22369 55 |3.95667 | 45 | 3.31029 | 56 | 2.81037 24 2.35914 1.7

OCKET
L M

A R

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




