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(54) Title: COMBINATION THERAPY WITH NOTCH AND PI3K/MTOR INHIBITORS FOR USE IN TREATING CANCER

(57) Abstract: Medicaments for use in treating T-cell acute lymphoblastic leukemia, acute lymphoblastic leukemia, acute myelogen -
ous leukemia, chronic myelogenous leukemia, breast cancer, ovarian cancer, melanoma, lung cancer, pancreatic cancer, glio-
blastoma, sarcoma, desmoid tumors, adenoid cystic carcinoma, colorectal cancer, head and neck cancer, cervical cancer, prostate
cancer, liver cancer, or skin cancer in a patient comprising combination therapy with 4,4,4-trifluoro-N-[(18)-2-[[(7S)-5-(2-hy -
droxyethyl)-6-oxo0-7H-pyrido[2,3-d][3 |benzazepin-7-ylJamino]- 1 -methyl-2-oxoethyl [butanamide, or a phamlaceutically acceptable
salt or hydrate thereof, and 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-dihydro-2H-im-
idazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof.
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COMBINATION THERAPY WITH NOTCH AND PI3K/MTOR INHIBITORS FOR USE
IN TREATING CANCER

The present invention relates to cancer therapy with 4,4,4-trifluoro-N-[(1S5)-2-
[[(7S)-5-(2-hydroxyethyl)-6-ox0-7H-pyrido[2,3-d][3]benzazepin-7-yl]amino]-1-
methyl-2-oxo-ethyl]butanamide, or a pharmaceutically acceptable salt or hydrate
thereof (Compound A) and 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(25)-2-
methoxypropyl]-3-methyl-1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a
pharmaceutically acceptable salt thereof (Compound B) and to methods of using
combinations to treat cancer.

Cancers of the ovaries, fallopian tubes, and primary peritoneum are the fifth leading
cause of cancer death in women in the U.S. and are generally combined under the phrase
“ovarian cancer.” These cancers are often found at advanced stages. This is partly because
they may not cause early signs or symptoms and there are no good screening tests for them.
The most common type of ovarian cancer is called ovarian epithelial cancer. It begins in the
tissue that covers the ovaries. Cancer sometimes begins at the end of the fallopian tube near
the ovary and spreads to the ovary. Cancer can also begin in the peritoneum and spread to
the ovary. The stages and treatment are generally the same for ovarian epithelial, fallopian
tube, and primary peritoneal cancers.

4 4. 4-trilluoro-N-[(15)-2-[{[(75)-5-(2-hydroxyethyl)-6-ox0-TH-pyrido{ 2,3-
dii3}benzazepin-7-yllamino]-1-methyl-2-oxo-ethyljbutanamide, or a pharmaceutically
acceptable salt or hydrate thereof, 1s a Notch pathway signaling inhibitor compound. Notch
signaling plays an important role during development and tissue homeostasis. Dysregulation
of Notch signaling due to mutation, amplification, or overexpression of ligands and/or
receptors, is implicated in a nomber of malignancies. Inhibition of Notch signaling is a
potential target for the development of cancer therapeutics. Compound A and methods of
making and using this compound, including {or the treatment of T-cell acute lymphoblastic
leukemia, acute lymphoblastic leukemia, acute myelogenous leukemia, chronic myelogenous
leukemia, erythroleukemia, breast cancer, ovarian cancer, melanoma, lung cancer, pancreatic

cancer, glioblastoma, colorectal cancer, head and neck cancer, cervical cancer, prostate
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cancer, liver cancer, squamous cell carcinoma (oral), skin cancer and medulloblastoma are
disclosed in WO 2013/016081. Compound A is being investigated in a phase 1 clinical trial
and expansion cohorts having a defined molecular pathway alteration, or a tissue based
malignant tumor, and in a clinical trial in patients with T-cell acute lymphoblastic leakemia
or T-cell iymphoblastic lymphoma (T-ALL/T-LBL).

8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(25)-2-methoxypropyl]-3-methyl-
1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt
thereof, is a dual inhibitor of phosphoinosotide 3-kinases (PI3 Kinase; PI3K) and
mammalian target of rapamycin (mTOR). The PI3K/mTOR pathway is stimulated by a
variety of growth factors and their receptors and regulates cell metabolism, cell growth, cell
survival, cell profileration, and cell motility. The PI3K/mTOR pathway is thought to be one
of the most {requently mutated pathways in cancer. Compound B and methods of making
and using this compound, including for the treatment of bladder cancer, colon cancer,
gastric cancer, head and neck cancer, non-smali-cell lung cancer (NSCLC), breast cancer,
melanoma, ovarian cancer, pancrealic cancer, ghoblastoma, prostate cancer, lung cancer,
renal cancer, sarcoma, hematopoietic and lymphoid tissue cancer, cervical cancer,
endometrial cancer, liver cancer, skin cancer, stomach cancer, thyroid cancer, apper digestive
tract cancer, and urinary cancer are disclosed in WO 2012/057039. Compound B is being
investigated in phase 1 clinical trials and tumor specific expansion cohorts for mesothelioma,
breast cancer, and indolent Non-Hodgkin Lymphoma and in clinical trials in patients with
squamous non-small cell lung cancer (in combination with necitumumab), endometrial
cancer, prostate cancer {in combination with enzalutamide), colorectal cancer (in
combination with prexasertib, LY2606368 monomesylate monohydrate; CHK1/2 inhibitor),
and non-small cell lung cancer (in cornbination with abemaciclib; N-[3-(4-cthyl-piperazin-1-
vimethyl)-pyridin-2-y1}-{5-fluoro-4-(7-fluoro-3-isopropyl-2-methyl-3H-benzoimidazol-5-yi)-
pyrimmdin-2-yi]-amine, or a pharmaceutically acceptable salt thereof).

Combinations of a Notch pathway inhibitor and PI3K/AKT/mTOR pathway
inhibition have been contemplated in the art, Sheperd et al., Leukemia, 2013, 27: 650-660;

Gutierrez and Look, Cancer Cell, 2007, 12: 411-413; and Palomero and Ferrando, Clin.
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Cancer Res., 2008, 14(17): 5314-5317. Despite existing treatment options for patients with
cancer, there continues to be a need for new and different therapies affording one or both of
enhanced efficacy and lower toxicity.

It is believed the present invention provides beneficial therapeutic effects {rom the
combined activity of Compound A and Compound B against T-cell acute lymphoblastic
leukemia, acute lymphoblastic leukemia, acute myelogenous leukemia, chronic
myelogenous leukemia, breast cancer, ovarian cancer, melanoma, lung cancer, pancreatic
cancer, ghioblastoma, sarcoma, desmoid tumors, adenoid cystic carcinoma (ACC),
colorectal cancer, head and neck cancer, cervical cancer, prostate cancer, liver cancer, and
skin cancer as compared to the therapeutic effects provided by either agent alone.

One aspect of the present invention provides a method of treating T-cell acute
tymphoblastic leukemia, acote lymphoblastic leukemia, acute myelogenous leukemia,
chronic myelogenous lenkemia, breast cancer, ovarian cancer, melanoma, lung cancer,
pancreatic cancer, ghioblastoma, sarcoma, desmoid tumors, adenoid cystic carcinoma
{ACC), colorectal cancer, head and neck cancer, cervical cancer, prostate cancer, liver
cancer, or skin cancer in a patient, comprising administering to the patient in need of
treatment an effective amount of 4,4 4-trifhuoro-N-{(18)-2-[[{(75)-5-(2-hydrox yethyl}-6-
oxo-7H-pyrido{2,3-d}i 3}benzazepin-7-yliamino]-1-methyl-2-oxo-ethyljbutanamide, ora
pharmaceutically acceptable salt or hydrate thereof, and an effective amount of 8-[5-(1-
hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-dihydro-2H-
imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof.

A further aspect of the present invention provides a method of treating ovarian
cancer in a patient, comprising administering to the patient in need of treatment an
effective amount of 4.4, 4-trifluoro-N-[(15)-2-[{(75)-5-(2-hydroxyethyl)-6-ox0-TH-
pyrido{2,3-d}{31benzazepin-7-yljamino}-1-methyl-2-oxo-cthyljbutanamide, ora
pharmaceutically acceptable salt or hydrate thereof, and an effective amount of 8-[5-(1-
hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-dihydro-2H-

imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof.



10

i5

20

WO 2017/180385 PCT/US2017/026099

Another aspect of the present invention provides a method of treating FT-cell acute
Iymphoblastic leukemia, acute lymphoblastic leukemia, acute myelogenous leukemia,
chronic myelogenous leukemia, breast cancer, ovarian cancer, melanoma, lung cancer,
pancreatic cancer, glioblastoma, sarcoma, desmoid tumors, adenoid cystic carcinoma
(AL, colorectal cancer, head and neck cancer, cervical cancer, prostate cancer, liver
cancer, or skin cancer in a patient, comprising administering to the patient in need of such
treatment, simultancously, separately, or sequentialy, an effective amount of 4,4 4-trifluoro-
N-[(18)-2-[{(78)-5-(2-hydroxyethyl}-6-oxo-7TH-pyrido{2,3-d}{ 3]benzazepin-7-yljamino}- 1-
methyl-2-oxo-cthyljbutanamide, or a pharmaceutically acceptable salt or hydrate thereof,
and an effective amount of 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(25)-2-
methoxypropyl]-3-methyl-1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a
pharmaceutically acceptable salt thereof.

Another aspect of the present invention provides a method of treating ovarian
cancer in a patient, comprising administering to the patient in need of such treatment,
simultaneously, separately, or sequentialy, an effective amount of 4,4 4-trifiuoro-N-{{1S8)-2-
(H(7S)-5-(2-hydroxyethyh-6-ox0-7TH-pyrido{ 2,3-d}{ 3lbenzazepin-7-ylamino}- 1 -methyi-2-
oxo-ethyl}butanamide, or a pharmaceutically acceptable salt or hydrate thereof, and an
effective amount of 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(25)-2-
methoxypropyl]-3-methyl-1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a
pharmaceutically acceptable salt thereof.

A further aspect of the present invention provides a compound 4.4,4-triftuoro-N-
[(18)-2-{[{75)-5-(2-hydroxyethyl}-6-oxo-TH-pyrido{2,3-d}{ 3}benzazepin-7-yljamino}-1-
methyl-2-oxo-ethyljbutanamide, or a pharmaccutically acceptable salt or hydrate thereof;
and a compound 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-
methyl-1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable
salt thereof; for simultaneous, separate, or sequential use in the treatment of T-cell acute
tymphoblastic leukemia, acote lymphoblastic leukemia, acute myelogenous leukemia,

chronic myelogenous lenkemia, breast cancer, ovarian cancer, melanoma, lung cancer,
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pancreatic cancer, glioblastoma, sarcoma, desmoid tumors, adenoid cystic carcinoma
(ACC), colorectal cancer, head and neck cancer, cervical cancer, prostate cancer, liver
cancer, or skin cancer.

Another aspect of the present invention provides a compound 4,4 4-trifluoro-N-
F(ES)-2-H(7S)-5-(2-hydroxyethy]}-6-oxo0-TH-pyrido{2,3-d}[ 3 ]benzazepin-7-yljamino}-1-
methyl-2-oxo-cthyl}butanamide, or a pharmaceutically acceptable salt or hydrate thereof;
and a compound 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-
methyl-1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable
salt thereof; for simultaneous, separate, or sequential use in the treatment of ovarian cancer.

A further aspect of the present invention provides: use of 4,4.4-trifluoro-N-[{15)-
2-H{75)-5-(2-hydroxyethyl}-6-0x0-TH-pyrido| 2,3-d|{ 3 |benzazepin-7-yl Jamino]- 1-methyl-2-
oxo-ethyllbutanamide, or a pharmaceuntically acceptable salt or hydrate thereof for the
manufacture of a medicament; and
use of 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-
dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof
for the manufacture of a medicament;
for the simultancous, separate, or sequential treatment of T-cell acute lymphoblastic
leukemia, acute lymphoblastic leukemia, acute myelogenous leukemia, chronic
myelogenous leukemia, breast cancer, ovarian cancer, melanoma, lung cancer, pancreatic
cancer, ghioblastoma, sarcoma, desmoid tumors, adenoid cystic carcinoma (ACC),
colorectal cancer, head and neck cancer, cervical cancer, prostate cancer, liver cancer, ot
skin cancer.

A further aspect of the present invention provides: use of 4,4,4-trifluoro-N-
[(18)-2-{[{75)-5-(2-hydroxyethyl}-6-oxo-TH-pyrido{2,3-d}{ 3}benzazepin-7-yljamino}-1-
methyl-2-oxo-ethyl}butanamide, or a pharmaceutically acceptable salt or hydrate thereof for

the manufacture of a medicament; and
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use of 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-
dihydro-2H-imidazo[4.5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof
for the manufacture of a medicament;

tor the simultaneous, separate, or sequential treatment of ovarian cancer.

Another aspect of the present tnvention is a commercial package comprising a
separate composition of each therapeutic agent, or a single composition comprising a
combination of the therapeutic agents of the present invention, together with instructions for
stmultaneous, separate or sequential adroinistration for use in treating T-cell acuie
Iymphoblastic leukemia, acute lymphoblastic leukemia, acute myelogenous leukemia,
chronic myelogenous leukemia, breast cancer, ovarian cancer, melanoma, lung cancer,
pancreatic cancer, glioblastoma, sarcoma, desmoid tumors, adenoid cystic carcinoma
(AL, colorectal cancer, head and neck cancer, cervical cancer, prostate cancer, liver
cancer, or skin cancer.

A still further aspect of the present invention is a commercial package
comprising a separate composition of each therapeutic agent, or a single composition
comprising a combination of the therapeutic agents of the present invention, together with
instructions for simultaneous, separate or sequential adminisiration for use in treating
ovarian cancer.

The compound 4,4 4-trifluoro-N-[(15)-2-[{(75)-5-(2-hydroxyethyl)-6-oxo-TH-
pyrido{2,3-d{{3ibenzazepin-7-yljaminoj-1-methyl-2-oxo-ethyljbutanamide, or a
pharmaceutically acceptable salt or hydrate thereof, {Compound A) has the CAS registry
number 142138-81-4. Alternativly, the compound may be named: N-{{15)-2-[{(75)-6,7-
dihydro-5-(2-hydroxyethyl}-6-oxo-SH-pyrido|3.2-a}{ 3 Jbenzazepin-7-yllamino]- 1 -methyl-2-
oxoethyli-4.4.4-trifluorobutanamide. Other names may be used to vnambiguously identify
Compound A.

The compound 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(25)-2-
methoxypropyl]-3-methyl-1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a
pharmaceutically acceptable salt thereof, (Compound B) has the CAS registry number
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1386874-06-1. Alternativly, the compound may be named: 1,3-dihydro-8-{S-(1-hydroxy-
1-methylethyl)-3-pyridinyl}-1-[(28)-2-methoxypropyl}-3-methyl-2H-imidazo{4,5-c]guinolin-
2-one. Other names may be used to unambiguously identify Compound B.

As used herein, the term “patient” refers to a mammal, preferably a human.

"Therapeutically effective amount” or "effective amount” means the dosage of
Compound A, or pharmaceutically acceptable salt or hydrate thereof, or pharmaceutical
composition containing Compound A, or pharmaceutically acceptable salt or hydrate thercof,
and the dosage of Compound B, or pharmaceutically acceptable salt thereof, or
pharmaceutical composition containing Compound B, or pharmaccutically acceptable salt
thereof, necessary to inhibit tumor cell growth and eliroinate or slow or arrest the progression
of the cancer in a patient. Anticipated dosages of Compound A, or a pharmaceutically
acceptable salt or hydrate thereof, are in the range of 2.5 mg/patient to 75 mg/patient once
per day every other day over a five day period followed by two days without dosing
(T.LW.). Anticipated dosages of Compound B, or a pharmaccutically acceptable salt thereof,
are in the range of 75 mg to 250 mg twice per day (B.L.D.) dosing. Preferred dosages of
Compound A, or a pharmacecutically acceptable salt or hydrate thereof, are in the range of §
mg to 50 mg T.LW and Compound B, or a pharmaceutically acceptable salt thereof, are
anticipated to be in the range of 100 mg to 200 mg twice daily. The exact dosage required to
treat a patient and the length of treatment time will be determuined by a physician in view of
the stage and severity of the disease as well as the specific needs and response of the
individual patient. The dosing administration may be adjusted to provide a more optimal
therapeutic benefit to a patient and to manage or ameliorate any drug related toxicities.
Alternative dosing schedules such as once per day (QD), twice per day (B.LD.), three times a
day (T.1.I».); dosing once per day every other day (Q2D); once per day every other day overa
five day period followed by two days without dosing (T.LW.}; or every third day (Q3D) may
be appropriate {or each of Compound A and Compound B.

A combination therapy of the present invention is carried out by administering to a

T-cell acute lymphoblastic leukemia, acute lymphoblastic leukemia, acute myelogenous
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leukemia, chronic myelogenous leukernia, breast cancer, ovarian cancer, melanoma, lung
cancer, pancreatic cancer, glioblastoma, sarcoma, desmoid tumors, adenoid cystic
carcinoma {ACC), colorectal cancer, head and neck cancer, cervical cancer, prostate cancer,
liver cancer, or skin cancer, preferably an ovarian cancer, patient requiring treatment, an
effective amount of Compound A, or a pharmaceutically acceptable salt or hydrate thereof,
once per day every other day over five days and two days without dosing each week (7-
days} over a 28 day cycle and Coropound B, or a pharmaceutically acceptable salt thereof,
once per day over a 28 day cycle.

[ZIR1]

The terms "treatment,” "treat,” and "treating,” are meant to include the full spectrum
of intervention for the cancer from which the patient 1s sutfering. such as administration of
Compounds A and B to alleviate, slow, stop, or reverse one or more of the symptoms and to
delay, stop, or reverse progression of the cancer even il the cancer is not actually eliminated.

Compound A or a pharmaceutically acceptable salt or hydrate thereof, is preferably
formulated as a pharmaceutical composition using a pharmaceutically acceptable carrier and
administered by a variety of routes. Preferably, such compositions are for oral
administration. Compound B, or a pharmaceutically acceptable salt thereof, 1s preferably
formulated as a pharmaceutical composition using a pharmaceutically acceptable carrier and
administered by a variety of routes. Preferably, such compositions are for oral
administration. Such pharmaceutical compesitions and processes for preparing them are well
known in the art. See, for example, HANDBOOK OF PHARMACEUTICAL EXCIPIENTS,
5% edition, Rowe et al., Eds., Pharmaceutical Press (2006); and REMINGTON: THE
SCIENCE AND PRACTICE OF PHARMACY (Troy, et al., Eds., 21¥ edition, Lippincott
Williams & Wilkins (2006).

Each of Compound A and Compound B are capable of reaction with a number
of inorganic and organic counterions to form pharmaceutically acceptable salts. Such
pharmaceutically acceptable salts and common methodology for preparing them are well
known in the art. See, jor example, P. Stahl, er ¢f., HANDBOOK OF PHARMACEUTICAL
SALTS: PROPERTIES, SELECTION AND USE, (VCHA/Wiley-VCH, 2002); S.M. Berge,
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et al., “Pharmaceutical Salts, © Journal of Pharmaceutical Sciences, Vol. 66, No. 1, January
1977.

The efficacy of the combination treatment of the invention can be measured by
various endpoints commonly used in evaluating cancer treatments, including but not
limited to, tumor regression, tumor weight or size shrinkage, time to progression, overall
survival, progression free survival, overall response rate, duration of response, inhibition
of metatstatic spread without tumor regression, and PET/CT imaging.

52 K6

The terms “combination,” “therapeutic combination” and “pharmaceutical
combination” refer to either: 1) a fixed dose combination in one dosage unit form; or 2) a
non-fixed dose combination, optionally packaged together with instructions for combined
administration where the individual therapeutic agents, Compound A, or a pharmaceutically
acceptable salt or hydrate thereof, and Compound B, or a pharmaceutically acceptable sait
thereof, may be admuinistered independently at the same time or separately within time
intervals that allow the therapeutic agents to exert a cooperative effect.

The term “simultaneous” adminisiration means the administration of each of
Compound A and Compound B to a patient in a single action such as where the two agents
are incorporated into a single dosage form for administration (fixed dose combination) and
where each of Compound A and Compound B are administered independently at
substantially the same time or separately within time intervals that allows Compounds A and
B to show a cooperative therapeutic effect.

The term “separate” administration means the administration of each of Compound A
and Compound B to a patient from non-fixed dose combination dosage forms
simultaneously, substantially concwrrently, or sequentially in any order. There may, or may
not, be a specified time interval for administration of each Compound.

The term “sequential” administration meaus the administration of each of Compound
A and Compound B to a paticnt from non-fixed (separate) dosage forms in separate actions.
The two administration actions may, or may not, be linked by a specified time interval. For

example, administering Compound A T.LW. and administering Compound B once per day.
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The phrase “in combination with” includes the simultaneous, separate, and
sequential administration of each of Compound A and Compound B to a cancer patient in
need of treatment, particularly an ovarian cancer patient.

The term “co-administration” or “combined administration” encompasses the
administration of the therapeutic agents to a single patient, and include treatment regimens in
which the agents may be administered by different routes of administration or at different
times.

The beneficial action of two therapeutic agents producing an effect in a single patient
which is greater than the simple additive effects of each agent administered alone may be
calculated, for example, using suitable methods known in the art such as the Sigmoid-Emax
equation (Holford and Scheiner, Clin. Pharmacokinet., 1981, 6: 429-453), the equation of
Loewe additivity (Loewe and Muischenk, Arch. Exp. Pathol. Pharmacol., 1926, 114: 313-
326), the median-effect equation (Chou and Talalay, Adv. Enzyme Regul., 1984, 22: 27-55),
and the Bliss Independence method, or known equivalents. Each equation may be applied to
experimental data to generate a corresponding graph to aid in assessing the effects of a drug
combination as additive, within a biologically relevant range of additive, less than additive,
or greater than additive.

Cancer 1s increasingly recognized as a heterogeneous collection of diseases whose
initiation and progression are induced by the aberrant function of one or more genes that
regulate DNA repair, genome stability, cell proliferation, cell death, adhesion, angiogenesis,
invasion, and metastasis in cell and tissue microenviroments. Variant or aberrant function of
the “cancer” genes may result from naturally occurring DNA polymorphism, changes in
genome copy number (through amplification, deletion, chromosome loss, or duplication),
changes in gene and chromosome structure (through chromosomal translocation, inversion,
or other rearrangement that leads to deregulated gene expression), and point mutations.
Cancerous neoplasms may be induced by one aberrant gene function, and maintained by the
sarne aberrant gene {unction, or maintenance and progression exacerbated by additional

aberrant gene functions.
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Beyond the genetic chromosomal aberrations mentioned above, each of the cancers
may also include epigenetic modifications of the genome including DNA methylation,
genomic imprinting, and histone modification by acetylation, methylation, or
phosphorylation. An epigenetic modification may play a role in the induction and/or
maintenance of the malignancy.

The nature of cancer, as noted 1s multifactorial. Under appropriate circumstances,
therapeutic agents with different mechanisms of action may be combined. However, only
cousidering a combination of therapeutic agents having different mmodes of action does not
necessarily lead to combinations with advantageous effects. Specific therapeutic agents
affording demonstrated beneficial effects (therapeutic effect such as enhanced efficacy and/or
lower toxicity) compared with monotherapy of only one of the therapeutic agents 1s
preferred.

The combination of the present invention is believed suitable for the treatment of T-
cell acute lymphoblastic leukemia, acute lymphoblastic leukemia, acute myelogenous
leukemia, chronic myelogenous leukemia, breast cancer, ovarian cancer, melanoma, lung
cancer, pancreatic cancer, glioblastoma, sarcoma, desmoid tumors, adenoid cystic
carcinoma (ACC), colorectal cancer, head and neck cancer, cervical cancer, prostate cancer,
liver cancer, or skin cancer, and particularly suitable for the treatment of ovarian cancer
patients, who have failed standard therapy. This includes patients having cancer showing
resistance to monotherapy or showing resistance to combinations different than the present
invention.

The terms “Complete Response” (CR), “Partial Response” (PR), “Progressive
Disease” (PD), “Stable Disease” (SD), “Objective Response” (OR) are used consistent
with definitions according to RECIST v1.1, Eisenhauer et al., European Journal of
Cancer, 2009, 45, 228-247.

The term “time to disease progression” (TTP) refers to the time, generally
measured in weeks or months, from the time of initial treatment, until the cancer

progresses (see RECIST v1.1 definition for progressive disease) which is at
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least a 20% increase in the sum of diameters of target lesions, taking as reference the
smallest sum on study (this includes the baseline sum if that is the smallest on study). In
addition to the relative increase of 20%, the sum must also demonstrate an absolute
increase of at least 5 mm. The appearance of one or more new lesions is also considered
progression. Such progression is evaluated by a clinician.

The term “extending TTP” refers to increasing the time to disease progression in a
treated patient relative to 1) an untreated patient, or ii) a patient treated with less than both
of Compound A and Compound B.

The term “survival” refers to the patient remaining alive, and includes overall
survival as well as progression free survival.

The term, “overall survival” refers to the patient remaining alive for a defined
period of time, such as 1 year, 5 years, etc. from the time of diagnosis or treatment.

The term, “progression free survival” refers to the patient remaining alive,
without the cancer progressing.

As used herein, the term “extending survival” is meant increasing overall or
progression free survival in a treated patient relative to 1) an untreated patient, ii) a patient
treated with less than both of Compound A and Compound B, or iii) a control treatment
protocol. Survival is monitored for a defined period of time, such as one month, six
months, 1 year, 5 years, or 10 years, etc., following the initiation of treatment or following
the initial diagnosis of cancer.

The term “primary tumor” or “primary lesion” is meant the original cancer and
not a metastatic tumor or lesion located in another tissue, organ, or location in the
patient’s body.

In one embodiment, the dose of Compound A is escalated until the Maximum
Tolerated Dosage is reached, and Compound B of the present invention is administered with
a {ixed dose. Alternatively, Compound A may be administered in a fixed dose and the dose
of Compound B may be escalated. Each patient may receive doses of Compound A and/or

Compound B either daily or intermitiently. The efficacy of the treatment may be determined
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in such studies, e.g., after 12, 18 or 24 weeks by evaluation of symptom scores every 6
weeks.

Compound A may be prepared by the procedures described in WO 2013/016081.

Compound B may be prepared by the procedures described in WO 2012/057039.

The following Example illustrates the activity of each of Compound A alone,

Compound B alone and the combination of Compound A and Compound B.

Biological Example 1

A2780 is a human ovarian cell line (Sigma-Aldrich). The cells are grown in culture
media at 37°C in 5% CO; with humidity in the atmosphere. Cell culture media for AZ780
human ovarian carcinoma is RPMI-1640 (without phenol red) with 2.05 mM L-glutamine,
0.01 mg/ml insulin and 10% fetal bovine serum (FBS) added.

To evaluate in vivo efficacy and effect A2780 (2 x 10% cells in a 1:1 Matrigel® mix
(0.2 mL volume) are implanted by subcutaneous injection in the hind leg of 6-8 weeks of age
athymic nude female mice (Harlan Laboratories). A total of 7 to 10 mice arc used for each
group. Just before implantation , animals are rradiated (450 Total Body Irradiation). Mice
are fed ad libitum on normal chow. Treatment is initiated with oral administration {gavage)
of Compound A or vehicle (1% sodium carboxymethylcelulose (Na-CMC) in 0.25%
Tween®-80) or Compound B in 1% hydroxyethyl cellulose {(HEC)0.25% Tween® S80/0.05%
Antifoam or their vehicle in 0.2 mL volume when tumor size reached to 150 + 50 mm’, in
this case after the tumor measurements were taken on study day 9. Compound A was
administered at 4 or 8 mg/kg on a Monday, Wednesday and Friday schedule for 4 weeks and
Compound B was administered at 15 or 30 mg/kg daily for 28 days. Tumor growth and body
weight are monitored over time to evaluate efficacy and signs of toxicity. Bidimensional
measurements of tumors are performed twice a week and tumor volumes are calculated based

on the following formula: {(Tumor Volume) = [(L) x (W2) x ({¥/6)}] where L is mid-axis
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length and W 1s mid-axis width. Tumor volume data are transformed to a log scale to
equalize variance across time and treatment groups. The log volume data are analyzed with a
two-way repeated measures analysis of variance by time and treatment using the MEXED™
procedure in SAS™ software (version 8.2). The correlation model for the repeated measures
is spatial power. Lcast squarcs means from the repeated measures analysis, anti-logged to
the tumor volume scale, are shown in Table 1. P-values for comparing each pair of groups
on study day 36 are shown in Table 2. Test Groups are:

01: Conirol: 1% HEC/.25% Tween 80/0.05% Antifoam; 1% CMC/0.25% Tween 80/0.05%
Antifoam;

02: Compound A 8 mg/kg;

03: Compound B 30 mg/kg;

04: rapamycin 4 mg/kg;

05: Compound A 8 mg/kg and Compound B 30 mg/kg;

06: Compound A 4 mg/kg and Compound B 30 mg/kg;

07: Compound B 15 mg/kg and Compound A 8 rog/kg;

08: Compound B 15 mg/kg and Compound A 4 mg/kg:

09: Compound A 8 mg/kg and rapamycio 4 mg/kg.
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Table 2 shows combinations of Compound A and Compound B, in this test,
demonstrated statistically significant tumor growth inhibition results over each of Compound
A and Compound B alone (Group 5 vs. either Group 2 or Group 3).

Combination Analysis Method

Using the repeated measures analysis previously described, a contrast statement is
used to test for an interaction effect on study day 36, using the two specific treatments that
were combined.  This test is statistically significant with p = 0.022, demonstrating betler
than additive, or synergistic, activity, since the estimated mean tumor volume in the
combination groap (358 mum”) is less than the expected additive tumor volume per the Bliss

Independence method (1616 x 1664 / 3711 = 725 mm”).
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Clinical Evaluation

A study of 4,4.4-Trifluoro-N-{(18)-2-[[(75)-5-(2-hydroxyethyl)-6-oxo-TH-
pyrido{2,3-d}{3}benzazepin-7-yl{amino}-1-methyl-2-oxo-ethyl}butanamide hydrate,
Compound A in combination with 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-
methoxypropyl]-3-methyl-1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one Compound B in
patients with advanced or metastatic solid tumors.

This study is a multicenter, nonrandomized, open-label study consisting of a dose
escalation phase in patients with advanced/metastatic cancer from a variety of solid tumors
followed by a dose confirmation phase in specific tumor types. In the dose escalation phase,
eligible patients will receive Compound A given orally, TIW in combination with a class 1
phosphatidylinositol 3-kinase (PI3K) and the mammalian target of rapamyein (mTOR)
(PI3K/mTOR) inhibitor Compound B given orally, every 12 hours, on a 28-day cycle. A
single dose of Coropound B will also be given on Day 1 during a 3-day lead-in period (dose-
escalation phase only} for PK evaluation. In the dose-confirmation phase, approximately 10
patients each with advanced or metastatic colon cancer or soft tissue sarcoma will be treated.
Colon cancer patients are required to have mutations, amplification, or gene expression
alterations related to Notch pathway signaling.

Study Obiectives

The primary objective of this study is to determine the recommended Phase 2 dose of
Compound A in individual combination with a PIZK/mTOR inhibitor Compound B
anticancer agent.

The secondary objectives of the study are to characterize the safety and toxicity
profile of Compound A in combination with Compound B as assessed by National Cancer
Institute’s (NCH Common Terminology Criteria for Adverse Events (CTCAE) v4.0; o

estimate the PK parameters of Compound B in combination with Compopund A ; to
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document any antitumeor activity observed with Compound A in combination with
Compound B; and to assess duration of response and progression free survival (PES).

Exploratory objectives are to explore pharmacodynamic (PD) effects of Compound
A on biomarkers indicative of Notch activity or Compound B; to explore the utility of
positron emission tomography (PET) scan to assess treatment effect with Compound A in
combination with Compound B; to explore predictive biomarkers related to induction of
cytochrome P450 (CYP) enzymes, such as cortisol and 6B-hydroxycostisol; and to evaluate
tumor tissue and blood for biomarkers related to the Notch signaling pathway and drug target
pathways, immune functioning, mechanism of action of study drug(s) or disease state, and
their potential association with the objectives of the study.

Trial Brag

4.4 4-Triftuoro-N-[{(158)-2-[{{78)-5-(2-hydroxyethyl}-6-oxo-TH-pyrido{2,3-
dli3}benzazepin-7-yllamino}-1-methyl-2-oxo-ethyljbutanamide hydrate (Compound A), as
25 and 50 mg capsules for oral administration once per day on days of administration, 3
times per week, during a 28-day cycle.

8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(25)-2-methoxypropyl]-3-methyl-
1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one (Compound B), as100 or 200 mg capsules,
or as 50, 100, 150, or 200 mg tablets for oral administration as a chronic/continuous
treatment approximately every 12 hours during a 28-day cycle. For dose escalation, a
single dose of Compound B is administered on Day 1 during a 3-day lead-in period and
administered B.1.D. on Days 1 to 28 of a 28-day cycle.

Planned Duration of Treatment/ Dosing

By nature of being a dose escalation study, data will be evaluated on an ongoing basis
until the maximum tolerated dose (MTD) of the combination is determined. Dose escalation
will be driven by the 343 method.

EHach new dose level will have a minimum of 3 patients enrolled to it. If 1 patient, at
any dose level, experiences a dose-limiting toxicity (BL'T) within the first cyele of
Compound A, then up to 3 additional patients will be cnrolled at that dose level. If a DLT 1s

observed in 2 or more patients at any dose level, dose escalation will cease and either the
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previous dose level will be declared the MTD or, following discussions between the sponsor
and investigators additional patients may be treated at intermediate doses between the
previous and current dose levels.

During dose escalation, the starting dose of Compound A will be 25 mg TIW and the
starting dose of Compound B will be 150 mg BID. Dose escalation is scheduled to proceed

according to Table 3.

Table 3
Dose-Escalation Scheme

Compound A} Compound B
Dose Level | Dose (mg) Dose {mg)
25 150 BiD
2 50 150 BID
3 50 200 BiD

Abbreviation: BID = twice daily.

Criteria for Evaluation

Safety: NCICTCAE, version 4.0, dose-limiting toxicitics (DLT).

Efficacy: Hach patient will be assessed by one or more of the following radiologic
tests for tumor measurement: Computed tomography (CT) scan; Magnetic resonance imaging
(MRI); and PET scan (pre- and postdose). Each patient’s {ull extent of disease will also be
assessed with:

Tumor measurement by RECIST 1.1 (Eisenhauer et al., Eur. J. Cancer, 2009; 45(2):
228-247). For tumor measurement evaluations in patients with soft tissue sarcomas, Chot et
al., J. Clin. Oncol., 2007; 25(13): 1753-1759 response criteria will be used in addition to
RECIST 1.1. Response Assessment in Neuro-Oncology (RANO) criteria will be ased for
glioblastoma patients (Wen ct al., J. Clin. Oncol., 2010; 28(11): 1963-1972);

Evaluation of tumor markers, if indicated;

Evaluation of performance status (Eastern Cooperative Uncology Group (ECOG );

Oken et al., Am. J. Clin, Oncol., 1982; 5: 649-635).
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To confirm objective responses, all lesions should be radiologically assessed, and the
same radiologic method used for the initial response determination should be repeated at
least 4 weeks following the initial observation of an objective response, using the sample
method that was used at baseline. Hf a patient is discontinued from the study, repeat radiology

assessments may be omitted if clear chinical signs of progressive disease are present.
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Claims:

1. A method of treating a cancer, comprising administering to a patient in need of
treatment an effective amount of 4,4,4-trifluoro-N-[(1S)-2-[[(7S)-5-(2-hydroxyethyl)-6-
oxo-7H-pyrido[2,3-d][3]benzazepin-7-yl]amino]-1-methyl-2-oxo-ethyl]butanamide, or a
pharmaceutically acceptable salt or hydrate thereof, and an effective amount of 8-[5-(1-
hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-dihydro-

2H-imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof, wherein
the cancer is selected from the group consisting of T-cell acute lymphoblastic leukemia,
acute lymphoblastic leukemia, acute myelogenous leukemia, chronic myelogenous
leukemia, breast cancer, ovarian cancer, melanoma, lung cancer, pancreatic cancer,
glioblastoma, sarcoma, desmoid tumors, adenoid cystic carcinoma, colorectal cancer, head

and neck cancer, cervical cancer, prostate cancer, liver cancer, and skin cancer.
¥ The method of Claim 1, wherein the cancer is ovarian cancer.

3. The method of claim 1 or claim 2, wherein the administering is by simultaneous,
separate, or sequential administration of 4.4,4-trifluoro-N-[(1S)-2-[[(7S)-5-(2-
hydroxyethyl)-6-oxo-7H-pyrido[2,3-d][3 ]benzazepin-7-ylJamino]-1-methyl-2-oxo-
ethyl]butanamide, or a pharmaceutically acceptable salt or hydrate thereof and 8-[5-(1-
hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-dihydro-

2H-imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof.

4, The method of any one of claims 1 to 3, wherein the amount of 4,4,4-trifluoro-N-
[(1S)-2-[[(7S)-5-(2-hydroxyethyl)-6-oxo0-7H-pyrido[2,3-d][3]benzazepin-7-yl]amino]-1-
methyl-2-oxo-ethyl [butanamide, or a pharmaceutically acceptable salt or hydrate thereof is

between 2.5 mg and 75 mg.

5. The method of any one of claims 1 to 3, wherein the amount of 4,4,4-trifluoro-N-
[(1S)-2-[[(7S)-5-(2-hydroxyethyl)-6-oxo0-7H-pyrido[2,3-d][3]benzazepin-7-yl]amino]-1-
methyl-2-oxo-ethyl [butanamide, or a pharmaceutically acceptable salt or hydrate thereof is

between 5 mg and 50 mg.

6. The method of any one of claims 1 to 3, wherein the amount of 4,4,4-trifluoro-N-
[(1S)-2-[[(7S)-5-(2-hydroxyethyl)-6-oxo0-7H-pyrido[2,3-d][3]benzazepin-7-yl]amino]-1-
methyl-2-oxo-ethyl [butanamide, or a pharmaceutically acceptable salt or hydrate thereof is

25 mg.
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7. The method of any one of claims 1 to 3, wherein the amount of 4,4,4-trifluoro-N-
[(1S)-2-[[(7S)-5-(2-hydroxyethyl)-6-oxo0-7H-pyrido[2,3-d][3]benzazepin-7-yl]amino]-1-
methyl-2-oxo-ethyl [butanamide, or a pharmaceutically acceptable salt or hydrate thereof is

50 mg.

8. The method of any one of claims 1 to 7, wherein the 4,4,4-trifluoro-N-[(1S)-2-
[[(7S)-5-(2-hydroxyethyl)-6-0x0-7H-pyrido[2,3-d][3 ]benzazepin-7-yl]amino]-1-methyl-
2-oxo-ethyl]butanamide, or a pharmaceutically acceptable salt or hydrate thereof is for use

once per day every other day over a five day period followed by two days without dosing
(T.LW.).

9, The method of any one of claims 1 to 8, wherein the amount of 8-[5-(1-hydroxy-
I-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-dihydro-2H-
imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof is between 75

mg and 250 mg.

10. The method of any one of claims 1 to 8, wherein the amount of 8-[5-(1-hydroxy-
I-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-dihydro-2H-
imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof is between 100

mg and 200 mg.

Il 8 The method of any one of claims 1 to 8, wherein the amount of 8-[5-(1-hydroxy-
I-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-dihydro-2H-

imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof is 150 mg.

12. The method of any one of claims 1 to 8, wherein the amount of 8-[5-(1-hydroxy-
I-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-dihydro-2H-

imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof is 200 mg.

13, The method of any one of claims 1 to 12, wherein the 8-[5-(1-hydroxy-1-
methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-dihydro-2H-
imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof is for use twice
per day (B.L.D.).
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14. The method of any one of claims 1 to 13, wherein the 4,4,4-trifluoro-N-[(1S)-2-
[[(7S)-5-(2-hydroxyethyl)-6-0x0-7H-pyrido[2,3-d][3 ]benzazepin-7-yl]amino]-1-methyl-
2-oxo-ethyl]butanamide, or a pharmaceutically acceptable salt or hydrate thereof and the
8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-
dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof

are formulated for oral administration.

15. Use of 4,4,4-trifluoro-N-[(1S)-2-[[(7S)-5-(2-hydroxyethyl)-6-oxo0-7H-pyrido[2,3-
d][3]benzazepin-7-yl]Jamino]-1-methyl-2-oxo-ethyl|butanamide, or a pharmaceutically
acceptable salt or hydrate thereof for the manufacture of a first medicament; and use of 8-
[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-

dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof
for the manufacture of a second medicament; for use in combination for the treatment of a
cancer selected from the group consisting of T-cell acute lymphoblastic leukemia, acute
lymphoblastic leukemia, acute myelogenous leukemia, chronic myelogenous leukemia,
breast cancer, ovarian cancer, melanoma, lung cancer, pancreatic cancer, glioblastoma,
sarcoma, desmoid tumors, adenoid cystic carcinoma, colorectal cancer, head and neck

cancer, cervical cancer, prostate cancer, liver cancer, and skin cancer.
16. The use of Claim 15, wherein the cancer is ovarian cancer.

I The use of claim 15 or claim 16, wherein the use is for treatment of the cancer by
simultaneous, separate, or sequential administration of 4,4,4-trifluoro-N-[(1S)-2-[[(7S)-5-
(2-hydroxyethyl)-6-oxo-7H-pyrido[2,3-d][3 ]benzazepin-7-ylJamino]-1-methyl-2-oxo-
ethyl]butanamide, or a pharmaceutically acceptable salt or hydrate thereof and 8-[5-(1-
hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-methyl-1,3-dihydro-

2H-imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable salt thereof.

18. The use of any one of claims 15 to 17, wherein the first medicament comprises
between 2.5 mg and 75 mg of 4,4,4-trifluoro-N-[(1S)-2-[[(7S)-5-(2-hydroxyethyl)-6-0x0-
7H-pyrido[2,3-d][3]benzazepin-7-ylJamino]-1-methyl-2-oxo-ethyl|butanamide, or a

pharmaceutically acceptable salt or hydrate thereof.

19. The use of any one of claims 15 to 17, wherein the first medicament comprises
between 5 mg and 50 mg of 4,4,4-trifluoro-N-[(1S)-2-[[(7S)-5-(2-hydroxyethyl)-6-ox0-
7H-pyrido[2,3-d][3]benzazepin-7-ylJamino]-1-methyl-2-oxo-ethyl|butanamide, or a

pharmaceutically acceptable salt or hydrate thereof.
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20. The use of any one of claims 15 to 17, wherein the first medicament comprises 25
mg of 4.4, 4-trifluoro-N-[(1S)-2-[[(7S)-5-(2-hydroxyethyl)-6-oxo-7H-pyrido[2,3-
d][3]benzazepin-7-yl]Jamino]-1-methyl-2-oxo-ethyl|butanamide, or a pharmaceutically

acceptable salt or hydrate thereof.

21, The use of any one of claims 15 to 17, wherein the first medicament comprises 50
mg of 4,4, 4-trifluoro-N-[(1S)-2-[[(7S)-5-(2-hydroxyethyl)-6-oxo-7H-pyrido[2,3-
d][3]benzazepin-7-yl]Jamino]-1-methyl-2-oxo-ethyl|butanamide, or a pharmaceutically

acceptable salt or hydrate thereof.

22, The use of any one of claims 15 to 21, wherein the first medicament is formulated
for use once per day every other day over a five day period followed by two days without

dosing (T.LW.).

23. The use of any one of claims 15 to 22, wherein the second medicament comprises
between 75 mg and 250 mg of 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-
methoxypropyl]-3-methyl-1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a

pharmaceutically acceptable salt thereof.

24, The use of any one of claims 15 to 22, wherein the second medicament comprises
between 100 mg and 200 mg of 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-
methoxypropyl]-3-methyl-1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a

pharmaceutically acceptable salt thereof.

23, The use of any one of claims 15 to 22, wherein the second medicament comprises
150 mg of 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-
methyl-1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable

salt thereof.

28, The use of any one of claims 15 to 22, wherein the second medicament comprises
200 mg of 8-[5-(I-hydroxy-1-methylethyl)pyridin-3-yl]-1-[(2S)-2-methoxypropyl]-3-
methyl-1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a pharmaceutically acceptable
salt thereof.

217. The use of any one of claims 15 to 26, wherein the second medicament is

formulated for use twice per day (B.L.D.).
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28. The use of any one of claims 15 to 27, wherein the first medicament and the second

medicament are manufactured for oral administration.

29. A commercial package when used in treatment of a cancer, comprising:

two separate compositions, wherein one composition comprises 4,4,4-trifluoro-N-
[(1S)-2-[[(7S)-5-(2-hydroxyethyl)-6-oxo0-7H-pyrido[2,3-d][3]benzazepin-7-yl]amino]-1-
methyl-2-oxo-ethyl]butanamide, or a pharmaceutically acceptable salt or hydrate thereof,
and the other composition comprises 8-[5-(1-hydroxy-1-methylethyl)pyridin-3-yl]-1-
[(2S)-2-methoxypropyl]-3-methyl-1,3-dihydro-2H-imidazo[4,5-c]quinolin-2-one, or a
pharmaceutically acceptable salt thereof, and

instructions for use in treating the cancer, wherein the cancer is selected from the
group consisting of T-cell acute lymphoblastic leukemia, acute lymphoblastic leukemia,
acute myelogenous leukemia, chronic myelogenous leukemia, breast cancer, ovarian
cancer, melanoma, lung cancer, pancreatic cancer, glioblastoma, sarcoma, desmoid tumors,
adenoid cystic carcinoma, colorectal cancer, head and neck cancer, cervical cancer, prostate

cancer, liver cancer, and skin cancer.
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