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Approved for use through 07/31/2042, OMB 0854-0031
8. Patens and Trademark Offics: DEPARTMENT OF COMMERGE
systhaation oy fororetio i i OSSR mondie ke

\ Elrador i Pl

o Sk U 13 3’; 00 RISHIE ave Ta

. Request Application Number 12/623,652; Conf. No.; 1432 ‘\
) FQBN . ) Filing Date i
Continued Examination {RCE}
Transmitial Firat Named inventor Scott Wilhelm

| Address to: 3 .

Mail Stop RGE Art Unit R

Commissioner for Patents . :

P.0. Box 1450 Examinsr Name qumand J. Henley

Alexandria, VA 22313-145¢ : A
l\,,\ Attorney Docket Number BAYER-0143 L

This is a Reguest for Continued Examination {RCE)} under 37 CFR 1.114 of the above-identified application.
Request for Continusd Examination {(RCE) practice under 37 CFR 1,114 does not apply to any utility or plant application filed prior to
June 8, 1885, or {o any design application. Ses Inatruction Shaet for RCEs (not to de submitled to the USPTO) on page 2.

1. { Submission required under 37 CF R, 1,114 ; Note: If the RCE is proper, any previcusly fled unentered
amendrenty and amendmaents encloses Wi e RGE will be entered in the order In which they were filed uniess applicant
insiructs otharwise. If applicant duas not wish o have any praviousiy filed unantered amendment(s) enferad, appicant must
request non-entry of such amendment{s}

a. [} Previcusiy submitted. ¥ a final Office action is outstanding, any amendments filed after the finst Office action masv be
considerad as a submission even if this box is not chacked,

L 3 Consider the arguments in the Reply praviously filed on

B LiOther

b. . 5] Enclosed
i Amendment/Reply fi. [ information Disdiosurs Statement (10S)
it . Affidavit{syDeclaration{s} w. [ Ctner

n Riscallanacus
[ 3

2. 1 Suspension of zction on the shove-identified application s requested under 37 G.F &, 1.103(c) for
a period of ______months. (Period of suspension shall not exceed 3 months, Fae under 37 CF.R. 1.17{) required)
p L1 Other

3. Fees Trhe RGE fes undsr 37 C.F R 1.17{e) is requirsd by 37 LF.R, 1,114 when the RCE is filed:

a B0 The Dirsctoris hereby authorized o chargs the required fees, or cradit any overpayments, to Deposit Account
Ne, 13-3402 .

i [; RCE fee required under 37 CF.R. 1.17()
i E,__j Extension of tims fea (37 CFR. 1,456 and 1.17)
i 1 Other

b. 1 Check in the amount of $ - enclosad
o 2 Payment by cradit card Form PTO-2038 anclosed)

. WARNING: Information on this form may become public. Credit card information should not be included on this form.
. Provide credit card information and authorization on PT0-2038.

" SiGNA TURE OF APPLIDANT, ATTORNEY, OR AGENT REQUH?EQ ™
Signature /Richard J, Teaverso/ Trate Movernber 5 2043
 Name (Print Typey | Richard J, Traverso Registration No. 30,595 ]

CERTIFICATE OF MAILING OR TRANSMISSION

i nareby cerify that this correspandancs is being depositad with the Uniled Stales Posial Service \M”’s sufﬁcient posiags as iir
enveicpe addressed to) Mall Stop RCE, Commissioner for Patents, P, Q. Box 1489, Alexandria, VA2
Patent and Tradsinark \)ﬁ'ﬁe on the fm ie shown balow.

S:gnatur&

H

- Name {(Frint /Typs} t Oate

g iAo i regived Byl "C*F{ i =4 The mftrmat o {8 feis irad 1o chiain or retain a banefil by the public which i 1o e (and by the
HeREN prr MEE8) AN ’:;\;z*mhe:w by 35 US.C 122 and 37 CFR 111 ang 1.14. This collection i3 eslimated o jake 12
miinutes o omp‘ete including gathering, prnparmq‘ and submﬁmq the sompisted application form 10 the USPTO. Time will vary dspending upon the
individual case. Any comments on the amount of tims y:’}u reguire iy complete thie form andf ucccsthnf for requcing this burden, shouid be sent {0 the
Chief information Officer, U5, Patent and Trademark Office, U S, Deparimant of Commeroes, PO, 3 Bow 4 450, Alexandria, VA 223131450, DO MOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Mail Stop RCE, Commissioner for F’aianis P.0. Box 1450, Alexandria, V& 22313
1450,

if you need assistancs in completing the form, call T-B00-PTO-$188 and safact oplicn 2.
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INTHE UNITED STATES PATENT AND TRADEMARK OFFICE

i1 re Application oft

Secott WILHELM et al. Examiner: Henley I Raymond J
Serial No.: 12/523,652 Group Art Unit: 1629
Filed: June 16, 2010 Confivmation Mo, 1432

Title: TREATMENT OF CANCERS WITH ACQUIRED
RESISTANCE TO KIT INHIBITORS

SUBMISSION WITH RCE

dMail Stop: RCHE
Commissioner for Patents
PO Box 14380

Alexandria, VA 22313-1450

Six:

o response o the notice of Alowance dated August 9, 2013, Applicanis submit the
following amendments to accompany the Reguest for Continued Examination filed

concurrently in the above application:

Amendments {o the Clatms are reflected in the Hating of claims which begings on page 2
B g &

of this paper.

Remarks/Argoments begin on page 11 of this paper.
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This listing of claims will replace all prior versions, and Hstings, of claims in the application:

Listing of Claima:

1. {Originaly A method of treating a cancer in a subject i need thereof, wherein said
cancer was initially sensitive to KIT tyrosing kinase inhibitor and acquired resistance to suid KIT
tyrosing kinase iohibitor, said method comprising:

administering o sald subject, an effective amount of 4{4-[3-(4-chloro-3-
mrifluoromethylphenyl-ureido-3-fluorophenoxy b-pyridine-2-carboxylic acid methylamide of the
formula I below including all polymorphs, hydrates, pharmaceutically acceptable salts,

metabolites, prodrugs, solvates or combinations thereoll

2. {(Previously presented) A method as in claim] wherein the cancer has acquired
resistance 1o one of the following KI'T inhibitors:

irnatinib megylate, salts of imatinib mesylage; PPI{4-Amino-5-(4-methyiphenyi)-7-(t-
ityDpyrazolol3,4-dlpyrimidine); MUMS18 (UT53518); PDISNSTG; SULIZ4EBL SU5416;
SUI3414; SUSS9T; SUGSBE6S or SUSS6L.
3. {Previously presented) A method as in clatm 1 wherein said cancer ts one ormore of a
malignant gastrointestinal stromal tumor (GIST), a benign gastrointestinal stromal tumor
{GIST), a mesenchymal tumor of the intestinal tract, chronic myelogenous leukemia (UML), a

mast cell turmor, SCLC, a germ cell twnors, breast cancer, and/or neurcblastoma.

4, {Previously presented) A method as in claim 1 wherein the cancer has acquired

reststance to imatinib mesylate,
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5. {Previously presented) A method of claim |, wherein said acquired resistance
of said cancer is associated with a secondary mutation in a KIT gene mutated in the primary

LUIMIOT.

&, {Previously presended) A method of claim 5, wherein said secondary mutation is in the
kinase catalytic domain.
7. {Previcusly preseniedy A method as in claim 5 wherein the mutation is in Exone

13, 14, and or 17,

8. {Previously presented) A method as o claim S wherein the muilation 1s at residues

634, 670, 716.816, 820, 822, and 823.

9, (Previously presentedy A method as in ¢laim 5 wherein the mutation I8 at residuss
650654,
10, (Previously presented) A method a8 in claim S wherein the motation is atresidues
670-674.
i1, {(Previously presented) A method as in claim S wherein the mutation is at residues

B316-824,

12. {Previously presented’y A method as in claim & wherein the secondary mytation is
one of more of V65344 (Fxon 13), TO78 (Bxon 14), TETOE, D716, 8708V (Exon 14), DB16G,
DEISE (BExon 17y, DE20E, DR20Y, DE20G NR22K, YEI3D (Exon 17}, or deletions and other

amino acid substitutions at such positions or adiacent positions,

i3, (Freviously presented) A method as in clainy & wherein the secondary mutation is
one or more of
i} deletion of amino acid residues 557-554;

i1} deletion of amino geid residucs 551-555;
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