WO 2013/049839 PCT/US2012/05837:4

CLAIMS

1. A method of treating pancreatic cancer in a patient by administering to the patien
an ATR inhibitor selected from

"3 1)
A

N

821

in combination with another cancer therapy selectgfl from gemcitabine, radiation

therapy, or both gemcitabine and radiation thegfpy together.

2. A method of increasing the sensitivity’of pancreatic cancer cells to a cancer
therapy selected from gemecitabine or gAdiation therapy in a patient by administering

to the patient an ATR inhibitor selgfted from

N
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in gbmbination with the cancer therapy.

3. The method of claim 1, wherein the cancer therapy is gemcitabine.

4. The method of claim 1, wherein the cancer therapy is radiation therapy,
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5. A method of sensitizing hypoxic pancreatic cancer cells to a cancer therapy
selected from gemcitabine or radiation therapy by administering to a patient an ATR

inlabitor selected from

SIS I
A P

N
I./N H I

821
in combination with the cancer therapy.

6. A method of inhibiting phosphorylation of #hk1 (Ser 345) in a pancreatic cancer

ccll comprising administering to a paticnt ap/ATR inhibitor selected from

N
NHz 073 HN~

N7 =

N

822

in combinatyfn with gemcitabine and/or radiation.

7. Aphethod of radiosensitizing hypoxic pancreatic cancer cells by administering to

a pflient an ATR inhibitor selected from
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in combination with radiation therapy.

8. A method of sensitizing hypoxic pancreatic cancer cellyby administering to a

patient an ATR inhibitor selected from
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N
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821 822
in combination with gemciglbine.
9. A method of sensitizfig pancreatic cancer cells to chemoradiation by

administering to a paflent an ATR inhibitor selected from
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in combination with chemoradiation.
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10. The method of claim 9 wherein the chemotherapy is gemcitabine,
11. A method of distupting damage-induced cell cycle checkpoints by administering
to a patient ann ATR inhibitor selected from
NH, O /@
N&HLN
N
| N H

821

in combination with radiation therapy.

12. A method of inhibiting repair of DNA damgfe by homologous recombination in a

pancreatic cancer ccll by administering an AZR inhibitor sclected from

822

in combinationAvith radiation treatment,

13. The ngethod of any one of claims 1-12, wherein the pancreatic cancer cells are

A from a pancreatic cell line selected from PSN-1, MiaPaCa-2 or Panc-1.

4. The method of any one of claims 1-12, wherein the pancreatic cancer cells arc in a

cancer patient.
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I5. The method of any one of claims 1-12, wherein the compound is administered to a

patient.

16. The method of any one of claims 1-12, wherein the compound is administered g6 a

pancreatic cancer cell,

17. A method of treating non-small cell lung cancer in a patient comprising

administering to the patient a compound of formula 821 or 822:
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in combination with one or more of theAollowing additional therapeutic agents:

Cisplatin or Carboplatin, Etoposide /4nd ionizing radiation.

18. The method of claim 17, ¢fmprising administering to a patient a compound of
formula 821 or 822 in com}fination with a cancer therapy selected from the group

consisting of Cisplatin of Carboplatin, Etoposide, and ionizing radiation.

19. The method offclaim 18, wherein the cancer therapy is Cisplatin or Carboplatin

and Etoposide

20. The myfthod of claim 18, wherein the cancer therapy is Cisplatin or Carboplatin

and Etghoside and ionizing radiation,

. The method of claim 18, wherein the cancer therapy is ionizing radiation.

22, The method according to any one of claims 1-21, wherein the ATR inhibitor is

822.
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CLAIMS

1. A method of treating pancreatic cancer in a patient by administering to the patient
an ATR inhibitor selected from

NH, O @ NH; 0N HN~
B;J‘Ylw N

H N=
N

in combination with another cancer therapy selected from gemcitabine, radiation therapy, or both
gemcitabine and radiation therapy together, wherein the pancreatic cancer cells are derived from a
pancreatic cell line selected from PSN-1, MiaPaCa-2 or Panc-1.
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