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COMBINATIONS OF HISTONE DEACETYLASE INHIBITOR AND PAZOPANIB
AND USES THEREOF

CROSS-REFERENCE
[0001] This application claims the benefit of U.S. Provisional Patent Application Serial No.
61/600,491, filed February 17, 2012, and U.S. Provisional Patent Application Serial No.
61/602,544, filed February 23, 2012, both of which are incorporated herein in their entirety by

reference.

BACKGROUND OF THE INVENTION
[0002] The acetylation state of nucleosomal histones regulates gene expression. Deacetylation
of nucleosomal histones is catalyzed by a group of enzymes known as histone deacetylases
(HDAC:S), of which there are eleven known isoforms. Histone deacetylation leads to chromatin
condensation resulting on transcriptional repression, whereas acetylation induces localized
relaxation within specific chromosomal regions to allow better access to transcriptional
machinery to facilitate transcription.
[0003] In tumor cells, use of selective inhibitors of HDAC enzymes has been reported to result
in histone hyperacetylation. This alters the transcriptional regulation of a subset of genes,
including many tumor suppressors, genes involved in cell cycle control, cell division and
apoptosis. Further, HDAC inhibitors have been reported to inhibit tumor growth in vivo. The
inhibition of tumor growth is accompanied by histone and tubulin hyperacetylation and may
involve multiple mechanisms.
[0004] HDAC inhibitors block cancer cell proliferation both in vitro and in vivo. N-hydroxy-4-
{2-[3-(N,N-dimethylaminomethyl)benzofuran-2-ylcarbonylamino]ethoxy}-benzamide (also
known as PCI-24781 or abexinostat) is a hydroxamate-based HDAC inhibitor for use in the

treatment of cancer in a human.

SUMMARY OF THE INVENTION
[0005] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness
of an antiangiogenic agent in an individual in need thereof, comprising co-administering to the
individual (a) a cycle of abexinostat or a salt thereof, and (b) an antiangiogenic agent. In some
embodiments, the antiangiogenic agent is pazopanib or a salt thereof. In some embodiments, the
method reduces resistance to the antiangiogenic agent; delays the development of resistance to
the antiangiogenic agent; delays the onset of the cancer becoming refractory to the
antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent; allows use of the

antiangiogenic agent in the treatment of cancers that generally develop, or have developed,
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resistance to the antiangiogenic agent; increases patient response to the antiangiogenic agent;
increases cellular response to the antiangiogenic agent; decreases the effective dosage of the
antiangiogenic agent; or any combination thereof. In some embodiments, the salt of abexinostat
is abexinostat HCI. In some embodiments, abexinostat, or a salt thercof, and the antiangiogenic
agent are administered separately, concurrently or sequentially. In some embodiments, the
subject is in an interdigestive state. In some embodiments, the abexinostat, or a salt thereof, and
the antiangiogenic agent, are administered one hour before a meal or 2 hours after a meal. In
some embodiments, the cycle of abexinostat, or a salt thereof, is 5 days. In some embodiments,
at least one dose of abexinostat, or a salt thereof, is administered each day of the abexinostat
cycle. In some embodiments, the dose of abexinostat, or a salt thereof, is sufficient to maintain
an effective plasma concentration of abexinostat, or the salt thereof, in the individual for at least
about 6 consecutive hours to about 8 consecutive hours. The method of claim 2, comprising
administering a first dose of abexinostat, or a salt thereof, and a second dose of abexinostat, or a
salt thereof, 4 to 8 hours apart. In some embodiments, the cancer is a hematological cancer, solid
tumor or a sarcoma. In some embodiments, the cancer is a solid tumor. In some embodiments,
the cancer is a metastatic solid tumor or an advanced solid tumor. In some embodiments, the
cancer is a sarcoma. In some embodiments, the cancer is soft tissue sarcoma. In some
embodiments, the cancer is renal cell carcinoma or ovarian cancer. In some embodiments, the
method further comprises administering at least one additional therapy selected from anti-cancer
agents, anti-emetic agents, radiation therapy, or combinations thereof.

[0006] Disclosed herein, in certain embodiments, are methods of treating a cancer in an
individual in need thereof, comprising co-administering to the individual (a) a cycle of
abexinostat or a salt thereof, and (b) an antiangiogenic agent. In some embodiments, the
antiangiogenic agent is pazopanib or a salt thercof. In some embodiments, the method reduces
resistance to the antiangiogenic agent; delays the development of resistance to the
antiangiogenic agent; delays the onset of the cancer becoming refractory to the antiangiogenic
agent; prolongs the usefulness of the antiangiogenic agent; allows use of the antiangiogenic
agent in the treatment of cancers that generally develop, or have developed, resistance to the
antiangiogenic agent; increases patient response to the antiangiogenic agent; increases cellular
response to the antiangiogenic agent; decreases the effective dosage of the antiangiogenic agent;
or any combination thereof. In some embodiments, the salt of abexinostat is abexinostat HCI. In
some embodiments, abexinostat, or a salt thereof, and the antiangiogenic agent are administered
separately, concurrently or sequentially. In some embodiments, the subject is in an interdigestive
state. In some embodiments, the abexinostat, or a salt thereof, and the antiangiogenic agent, are

administered one hour before a meal or 2 hours after a meal. In some embodiments, the cycle of
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abexinostat, or a salt thereof, is 5 days. In some embodiments, at least one dose of abexinostat,
or a salt thereof, is administered each day of the abexinostat cycle. In some embodiments, the
dose of abexinostat, or a salt thereof, is sufficient to maintain an effective plasma concentration
of abexinostat, or the salt thereof, in the individual for at least about 6 consecutive hours to
about 8 consecutive hours. In some embodiments, the method further comprises a first dose of
abexinostat, or a salt thereof, and a second dose of abexinostat, or a salt thercof, 4 to 8 hours
apart. In some embodiments, the cancer is a hematological cancer, solid tumor or a sarcoma. In
some embodiments, the cancer is a solid tumor. In some embodiments, the cancer is a metastatic
solid tumor or an advanced solid tumor. In some embodiments, the cancer is a sarcoma. In some
embodiments, the cancer is soft tissue sarcoma. In some embodiments, the cancer is renal cell
carcinoma or ovarian cancer. In some embodiments, the cancer is resistant to the antiangiogenic
agent; partially resistant to the antiangiogenic agent; or refractory to the antiangiogenic agent. In
some embodiments, the method further comprises administering at least one additional therapy
selected from anti-cancer agents, anti-emetic agents, radiation therapy, or combinations thereof.
[0007] Disclosed herein, in certain embodiments, are methods of treating a cancer in an
individual in need thereof, comprising: administering (a) a cycle of abexinostat (or a salt
thereof), and (b) pazopanib (or a salt thereof). In some embodiments, abexinostat (or a salt
thereof) and pazopanib (or a salt thereof) are administered separately. In some embodiments,
abexinostat (or a salt thereof) and pazopanib (or a salt thereof) are administered concurrently or
sequentially. In some embodiments, the cycle of abexinostat (or a salt thereof) is 1 to 14
consecutive days, 2 to 14 consecutive days, 3 to 14 consecutive days, 4 to 14 consecutive days, 5
to 14 consecutive days, 6 to 14 consecutive days, 7 to 14 consecutive days, 8 to 14 consecutive
days, 9 to 14 consecutive days, 10 to 14 consecutive days, 11 to 14 consecutive days, 12 to 14
consecutive days, or 13 to 14 consecutive days. In some embodiments, the cycle of abexinostat
(or a salt thereof) is 2 consecutive days, 3 consecutive days, 4 consecutive days, 5 consecutive
days, 6 consecutive days, 7 consecutive days, 8 consecutive days, 9 consecutive days, 10
consecutive days, 11 consecutive days, 12 consecutive days, 13 consecutive days, or 14
consecutive days. In some embodiments, the methods further comprise an abexinostat (or a salt
thereof) drug holiday following an abexinostat (or a salt thereof) cycle. In some embodiments,
the abexinostat (or a salt thereof) drug holiday is 1 to 14 consecutive days, 2 to 14 consecutive
days, 3 to 14 consecutive days, 4 to 14 consecutive days, 5 to 14 consecutive days, 6 to 14
consecutive days, 7 to 14 consecutive days, 8 to 14 consecutive days, 9 to 14 consecutive days,
10 to 14 consecutive days, 11 to 14 consecutive days, 12 to 14 consecutive days, or 13 to 14
consecutive days. In some embodiments, the abexinostat (or a salt thereof) drug holiday is 2

consecutive days, 3 consecutive days, 4 consecutive days, 5 consecutive days, 6 consecutive
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days, 7 consecutive days, 8 consecutive days, 9 consecutive days, 10 consecutive days, 11
consecutive days, 12 consecutive days, 13 consecutive days, or 14 consecutive days. In some
embodiments, at least one dose of abexinostat (or a salt thereof) is administered each day of the
abexinostat cycle. In some embodiments, the dose of abexinostate is sufficient to maintain an
effective plasma concentration of abexinostat (or a salt thereof) in the individual for at least
about 6 consecutive hours. In some embodiments, the dose of abexinostat (or a salt thereof) is
sufficient to maintain an effective plasma concentration of abexinostat (or a salt thereof) in the
individual for at least about 8 consecutive hours. In some embodiments, the dose of abexinostat
(or a salt thereof) is sufficient to maintain an effective plasma concentrations of abexinostat (or a
salt thereof) in the individual for about 6 consecutive hours to about 8 consecutive hours. In
some embodiments, the methods comprise administering a first dose of abexinostat (or a salt
thereof) and a second dose of abexinostat (or a salt thereof), wherein the first dose and the
second dose are administered 4 to 8 hours apart. In some embodiments, the methods comprise
administering a first dose of abexinostat (or a salt thereof), a second dose of abexinostat (or a
salt thereof) and a third dose of abexinostat (or a salt thereof), wherein the first dose, the second
dose and the third dose are administered 4 to 8 hours apart. In some embodiments, abexinostate
(or a salt theorof) is formulated as an oral dosage form. In some embodiments, abexinostate (or a
salt theorof) is formulated as an immediate release oral dosage form or a controlled release oral
dosage form. In some embodiments, the methods comprise administering a first immediate
release oral dosage form comprising abexinostat (or a salt thereof) and a second immediate
release oral dosage form comprising abexinostat (or a salt thereof), wherein the second
immediate release oral dosage form is administered about 4 to about 8 hours form the first
immediate release oral dosage form. In some embodiments, the oral dosage form completely
releases abexinostat (or a salt thereof) over a period of about 2 hours to about 10 hours after
administration. In some embodiments, the methods comprise administering abexinostat (or a salt
thereof) in fast mode. In some embodiments, the methods comprise administering pazopanib (or
a salt thereof) in fast mode. In some embodiments, the methods comprise administering
abexinostat (or a salt thereof) one hour before a meal or 2 hours after a meal. In some
embodiments, the methods comprise administering pazopanib (or a salt thereof) one hour before
a meal or 2 hours after a meal. In some embodiments, the methods comprise administering
between about 30mg/m” and about 75mg/m? of abexinostat (or a salt thereof) BID. In some
embodiments, a daily dose of abexinostat (or a salt thereof) is between about 60mg/m” and about
150 mg/m”. In some embodiments, the methods comprise administering between about 400 mg
and about 800 mg of pazopanib. In some embodiments, the salt of abexinostat is abexinostat

HCI. In some embodiments, the salt of pazopanib is pazopanib HCI. In some embodiments, the
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methods comprise administering between about 433.4 mg and about 866.8 mg of pazopanib
HCI. In some embodiments, the cancer is a hematological cancer, solid tumor or a sarcoma. In
some embodiments, the cancer is a sarcoma. In some embodiments, the cancer is soft tissue
sarcoma. In some embodiments, the cancer is selected from a: breast cancer, colon cancer,
colorectal cancer, non-small cell lung cancer, small-cell lung cancer, liver cancer, ovarian
cancer, prostate cancer, uterine cervix cancer, urinary bladder cancer, gastric cancer,
gastrointestinal stromal tumor, pancreatic cancer, germ cell tumor, mast cell tumor,
neuroblastoma, mastocytosis, testicular cancer, glioblastoma, astrocytoma, B cell lymphoma, T
cell lymphoma, Hodgkin's lymphoma, non-Hodgkin's lymphoma, melanoma, myeloma, acute
myelocytic leukemia (AML), acute lymphocytic leukemia (ALL), myelodysplastic syndrome,
chronic myelogenous leukemia, and renal cell carcinoma. In some embodiments, the cancer is
selected from: breast cancer, colon cancer, colorectal carcinomas, non-small cell lung cancer,
liver cancer, ovarian cancer, uterine cervix cancer, gastric carcinoma, pancreatic cancer,
glioblastomas, B cell lymphoma, T cell lymphoma, Hodgkin's lymphoma, non-Hodgkin's
lymphoma, myeloma, myelodysplastic syndrome (MDS), and renal cell carcinoma. In some
embodiments, the cancer is renal cell carcinoma or ovarian cancer. In some embodiments, the
method further comprises administering at least one additional therapy selected from anti-cancer
agents, anti-emetic agents, radiation therapy, or combinations thereof. In some embodiments, the
method further comprises administering at least one additional therapeutic agent selected from
among DNA-damaging agents; topoisomerase I or II inhibitors; alkylating agents; PARP
inhibitors; proteasome inhibitors; RNA/DNA antimetabolites; antimitotics; immunomodulatory
agents; antiangiogenics; aromatase inhibitors; hormone-modulating agents; apoptosis inducing
agents; kinase inhibitors; monoclonal antibodies; abarelix; ABT-888; aldesleukin; aldesleukin;
alemtuzumab; alitretinoin; allopurinol; altretamine; amifostine anastrozole; arsenic trioxide;
asparaginase; azacitidine; AZD-2281; bendamustine; bevacizumab; bexarotene; bleomycin;
bortezomib; BSI-201; busulfan; busulfan; calusterone; capecitabine; carboplatin; carfilozib;
carmustine; carmustine; celecoxib; cetuximab; chlorambucil; cisplatin; cladribine; clofarabine;
cyclophosphamide; cytarabine; cytarabine liposomal; dacarbazine; dactinomycin; darbepoetin
alfa; dasatinib; daunorubicin liposomal; daunorubicin; decitabine; denileukin; dexrazoxane;
docetaxel; doxorubicin; doxorubicin liposomal; dromostanolone propionate; epirubicin; epoetin
alfa; erlotinib; estramustine; etoposide phosphate; etoposide; exemestane; filgrastim;
floxuridine; fludarabine; fluorouracil; fulvestrant; gefitinib; gemcitabine; gemtuzumab
ozogamicin; goserelin acetate; histrelin acetate; hydroxyurea; Ibritumomab tiuxetan; idarubicin;
ifosfamide; imatinib mesylate; interferon alfa 2a; Interferon alfa-2b; irinotecan; lenalidomide;

letrozole; leucovorin; leuprolide Acetate; levamisole; lomustine; meclorethamine; megestrol
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acetate; melphalan; mercaptopurine; methotrexate; methoxsalen; mitomycin C; mitomycin C;
mitotane; mitoxantrone; nandrolone phenpropionate; nelarabine; NPI-0052; nofetumomab;
oprelvekin; oxaliplatin; paclitaxel; paclitaxel protein-bound particles; palifermin; pamidronate;
panitumumab; pegademase; pegaspargase; pegfilgrastim; pemetrexed disodium; pentostatin;
pipobroman; plicamycin, mithramycin; porfimer sodium; procarbazine; quinacrine; RAD0O01;
rasburicase; rituximab; sargramostim; Sargramostim; sorafenib; streptozocin; sunitinib malate;
tamoxifen; temozolomide; teniposide; testolactone; thalidomide; thioguanine; thiotepa;
topotecan; toremifene; tositumomab; tositumomab/I-131 tositumomab; trastuzumab; tretinoin;
uracil Mustard; valrubicin; vinblastine; vincristine; vinorelbine; vorinostat; zoledronate; and

zoledronic acid.

FIGURES
[0008] FIG. 1 exemplifies effects of administering a combination of pazopanib + abexinostat
(PCI-24781 to 786-O human kidney carcinoma cells. Effects of the combination were visualized
by measuring alamarBlue.
[0009] FIG. 2 exemplifies effects of administering a combination of pazopanib + abexinostat
(PCI-24781 to U2-OS osteosarcoma cells. Effects of the combination were visualized by

measuring alamarBlue.

DETAILED DESCRIPTION
[0010] Antiangiogenic agents are commonly used in the treatment of various cancers. A
common problem associated with antiangiogenic agents is increasing resistence to the agents by
tumor cells during treatment. Pazopanib, an antiangiogenic agent, is a tyrosine kinase inhibitor.
Resistance to pazopanib often develops during cancer treatment, decreasing the efficacy of
pazopanib and ultimately denying patients use of a potentially life-saving medication. There
exists a need for new treatment paradigms that decrease or reduce the effects of resistence to
antiangiogenic agents such as pazopanib.
[0011] HDAC inhibitors produce various epigenetic modifications to the tumor cell genome.
These modification may result in increased efficacy of any chemotherapeutic agents co-
administered with an HDAC inhibitor. For example, HDAC inhibitors increase accessibility of
DNA to various chemotherapeutic agents and therefore increase the cytotoxicity of the
chemotherapeutics. N-hydroxy-4-{2-[3-(N,N-dimethylaminomethyl)benzofuran-2-
ylcarbonylamino]ethoxy}-benzamide (also known as PCI-24781 or abexinostat) is a
hydroxamate-based HDAC inhibitor for use in the treatment of cancer in a human.
[0012] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness of

an antiangiogenic agent in an individual in need thereof, comprising co-administering to the
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individual (a) a cycle of abexinostat, or a salt thereof; and (b) an antiangiogenic agent. In some
embodiments, the antiangiogenic agent is pazopanib or a salt thereof. In some embodiments, the
method reduces resistance to the antiangiogenic agent; delays the development of resistance to
the antiangiogenic agent; delays the onset of the cancer becoming refractory to the
antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent; allows use of the
antiangiogenic agent in the treatment of cancers that generally develop, or have developed,
resistance to the antiangiogenic agent; increases patient response to the antiangiogenic agent;
increases cellular response to the antiangiogenic agent; decreases the effective dosage of the
antiangiogenic agent; or any combination thereof.

[0013] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness of
pazopanib, or a salt thereof, in an individual in need thereof, comprising co-administering to the
individual (a) a cycle of abexinostat, or a salt thereof; and (b) pazopanib, or a salt thereof. In
some embodiments, the method reduces resistance to pazopanib, or a salt thereof; delays the
development of resistance to pazopanib, or a salt thereof; delays the onset of the cancer
becoming refractory to pazopanib, or a salt thereof; prolongs the usefulness of pazopanib, or a
salt thereof; allows use of pazopanib, or a salt thereof, in the treatment of cancers that generally
develop, or have developed, resistance to pazopanib, or a salt thereof; increases patient response
to pazopanib, or a salt thereof; increases cellular response to pazopanib, or a salt thereof;
decreases the effective dosage of pazopanib, or a salt thereof; or any combination thereof.
[0014] Additionally disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of abexinostate, or a salt thereof; and (b) an antiangiogenic
agent. In some embodiments, the antiangiogenic agent is pazopanib, or a salt thereof. In some
embodiments, the method reduces resistance to the antiangiogenic agent; delays the
development of resistance to the antiangiogenic agent; delays the onset of the cancer becoming
refractory to the antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent;
allows use of the antiangiogenic agent in the treatment of cancers that generally develop, or have
developed, resistance to the antiangiogenic agent; increases patient response to the
antiangiogenic agent; increases cellular response to the antiangiogenic agent; decreases the
effective dosage of the antiangiogenic agent; or any combination thereof.

[0015] Further disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of abexinostate, or a salt thereof; and (b) pazopanib, or a
salt thereof. In some embodiments, the method reduces resistance to pazopanib, or a salt thereof;
delays the development of resistance to pazopanib, or a salt thereof; delays the onset of the
cancer becoming refractory to pazopanib, or a salt thereof; prolongs the usefulness of pazopanib,

or a salt thereof; allows use of pazopanib, or a salt thereof, in the treatment of cancers that
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generally develop, or have developed, resistance to pazopanib, or a salt thereof; increases patient
response to pazopanib, or a salt thereof; increases cellular response to pazopanib, or a salt
thereof; decreases the effective dosage of pazopanib, or a salt thereof; or any combination
thereof.

Certain Terminology

[0016] The term “pharmaceutical composition” refers to a mixture of an active agent (or
ingredient) with other inactive chemical components, such as carriers, stabilizers, diluents,
dispersing agents, suspending agents, thickening agents, coatings and/or excipients. The
pharmaceutical composition facilitates administration of the compound to a human. In one
aspect, the active agent is an HDAC inhibitor (e.g. abexinostat). In one aspect, the active agent is
the HCI salt of abexinostat.

[0017] “Controlled release” as used herein refers to any release profile that is not entirely
immediate release.

[0018] “Bioavailability” refers to the percentage of the weight of an HDAC inhibitor (e.g.
abexinostat), or a pharmaceutically acceptable salt, dosed that is delivered into the general
circulation of the animal or human being studied. The total exposure (AUCo..)) of a drug when
administered intravenously is usually defined as 100% Bioavailable (F%). “Oral bioavailability”
refers to the extent to which an HDAC inhibitor (e.g. abexinostat), or a pharmaceutically
acceptable salt, is absorbed into the general circulation when the pharmaceutical composition is
taken orally as compared to intravenous injection.

[0019] “Blood plasma concentration” refers to the concentration an HDAC inhibitor (e.g.
abexinostat), or a pharmaceutically acceptable salt, in the plasma component of blood of a
subject. It is understood that the plasma concentration of an HDAC inhibitor (e.g. abexinostat),
or a pharmaceutically acceptable salt, may vary significantly between subjects, due to variability
with respect to metabolism and/or interactions with other therapeutic agents. In one aspect, the
blood plasma concentration of an HDAC inhibitor (e.g. abexinostat), or a pharmaceutically
acceptable salt, varies from subject to subject. Likewise, values such as maximum plasma
concentration (Cy,.x) or time to reach maximum plasma concentration (Ty,y), or total area under
the plasma concentration time curve (AUC o)) vary from subject to subject. Due to this
variability, in one embodiment, the amount necessary to constitute “a therapeutically effective
amount” of an HDAC inhibitor (e.g. abexinostat), or a pharmaceutically acceptable salt, varies
from subject to subject.

[0020] “Effective plasma concentrations” of an HDAC inhibitor refers to amounts of the
HDAC inhibitor in the plasma that result in exposure levels that are effective for treating a

cancer.
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[0021] “Drug absorption” or “absorption” typically refers to the process of movement of drug
from site of administration of a drug across a barrier into a blood vessel or the site of action, ¢.g.,
a drug moving from the gastrointestinal tract into the portal vein or lymphatic system.

[0022] A “measurable serum concentration” or “measurable plasma concentration” describes
the blood serum or blood plasma concentration, typically measured in mg, ug, or ng of
therapeutic agent per ml, dl, or | of blood serum, absorbed into the bloodstream after
administration. As used herein, measurable plasma concentrations are typically measured in
ng/ml or pug/ml.

[0023] “Pharmacodynamics” refers to the factors which determine the biologic response
observed relative to the concentration of drug at a site of action.

[0024] ‘“Pharmacokinetics” refers to the factors which determine the attainment and
maintenance of the appropriate concentration of drug at a site of action.

[0025] “Drug holiday” means temporarily reducing or temporarily suspending administration of
a drug for a certain length of time. The length of the drug holiday varies between 2 days and 1
year, including by way of example only, 2 days, 3 days, 4 days, 5 days, 6 days, 7 days, 10 days,
12 days, 15 days, 20 days, 28 days, 35 days, 50 days, 70 days, 100 days, 120 days, 150 days,
180 days, 200 days, 250 days, 280 days, 300 days, 320 days, 350 days, and 365 days. In other
embodiments, the dose reduction during a drug holiday is from about 10% to about 100%,
including by way of example only about 10%, about 15%, about 20%, about 25%, about 30%,
about 35%, about 40%, about 45%, about 50%, about 55%, about 60%, about 65%, about 70%,
about 75%, about 80%, about 85%, about 90%, about 95%, and about 100%.

[0026] “Fast mode” or “intergestive” is a physiological state where the stomach exhibits a cyclic
activity called the interdigestive migrating motor complex (IMMC). The cyclic activity occurs in
four phases: Phase I is the most quiescent, lasts 45 to 60 minutes, and develops few or no
contractions; Phase II is marked by the incidence of irregular intermittent sweeping contractions
that gradually increase in magnitude; Phase I1I, which lasts 5 to 15 minutes, is marked by the
appearance of intense bursts of peristaltic waves involving both the stomach and the small
bowel; and Phase IV is a transition period of decreasing activity which lasts until the next cycle
begins. The total cycle time is approximately 90 minutes, and thus, powerful peristaltic waves
sweep out the contents of the stomach every 90 minutes during the interdigestive mode. The
IMMC may function as an intestinal housekeeper, sweeping swallowed saliva, gastric
secretions, and debris to the small intestine and colon, preparing the upper tract for the next meal
while preventing bacterial overgrowth. Pancreatic exocrine secretion of pancreatic peptide and

motilin also cycle in synchrony with these motor patterns.
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[0027] “Fed mode” or “postprandial” is a physiological state induced by food ingestion. It
begins with changes to the motor pattern of the upper GI tract, the change occurring over a
period of 30 seconds to one minute. The stomach generates 3-4 continuous and regular
contractions per minute, similar to those of the interdigestive mode but of about half the
amplitude. The change occurs almost simultancously at all sites of the GI tract, before the
stomach contents have reached the distal small intestine. Liquids and small particles flow
continuously from the stomach into the intestine. Contractions of the stomach result in a sieving
process that allows liquids and small particles to pass through a partially open pylorus.
Indigestible particles greater than the size of the pylorus are retropelled and retained in the
stomach. Particles exceeding about 1 cm in size are thus retained in the stomach for
approximately 4 to 6 hours.

[0028] As used herein, increasing the effectiveness of an active agent (for example, an
antiangiogenic agent, more specifically, pazopanib) includes reducing resistance to the active
agent, delaying the development of resistance to the active agent, delaying the onset of the
cancer becoming refractory to the active agent, prolonging the usefulness of the active agent,
allowing use of the active agent in the treatment of cancers that generally develop, or have
developed, resistance to the active agent, increasing patient response to the active agent,
increasing cellular response to the active agent, decreasing the effective dosage of the active
agent, or any combination thereof.

Abexinostat

[0029] Abexinostat (or, PCI-24781) is a hydroxamate-based HDAC inhibitor. Abexinostat has
the chemical name 3-[(dimethylamino)methyl]-N-{2-[4-(hydroxycarbamoyl)phenoxy]ethyl}-1-
benzofuran-2- carboxamide.

[0030] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness of
an antiangiogenic agent in an individual in need thereof, comprising co-administering to the
individual (a) a cycle of abexinostat, or a salt thereof; and (b) an antiangiogenic agent. In some
embodiments, the antiangiogenic agent is pazopanib or a salt thereof. In some embodiments, the
method reduces resistance to the antiangiogenic agent; delays the development of resistance to
the antiangiogenic agent; delays the onset of the cancer becoming refractory to the
antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent; allows use of the
antiangiogenic agent in the treatment of cancers that generally develop, or have developed,
resistance to the antiangiogenic agent; increases patient response to the antiangiogenic agent;
increases cellular response to the antiangiogenic agent; decreases the effective dosage of the

antiangiogenic agent; or any combination thereof.
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[0031] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness of
pazopanib, or a salt thereof, in an individual in need thereof, comprising co-administering to the
individual (a) a cycle of abexinostat, or a salt thereof; and (b) pazopanib, or a salt thereof. In
some embodiments, the method reduces resistance to pazopanib, or a salt thereof; delays the
development of resistance to pazopanib, or a salt thereof; delays the onset of the cancer
becoming refractory to pazopanib, or a salt thereof; prolongs the usefulness of pazopanib, or a
salt thereof; allows use of pazopanib, or a salt thereof, in the treatment of cancers that generally
develop, or have developed, resistance to pazopanib, or a salt thercof; increases patient response
to pazopanib, or a salt thereof; increases cellular response to pazopanib, or a salt thereof;
decreases the effective dosage of pazopanib, or a salt thereof; or any combination thereof.

[0032] Additionally disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of abexinostate, or a salt thereof; and (b) an antiangiogenic
agent. In some embodiments, the antiangiogenic agent is pazopanib, or a salt thereof. In some
embodiments, the method reduces resistance to the antiangiogenic agent; delays the
development of resistance to the antiangiogenic agent; delays the onset of the cancer becoming
refractory to the antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent;
allows use of the antiangiogenic agent in the treatment of cancers that generally develop, or have
developed, resistance to the antiangiogenic agent; increases patient response to the
antiangiogenic agent; increases cellular response to the antiangiogenic agent; decreases the
effective dosage of the antiangiogenic agent; or any combination thereof.

[0033] Further disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of abexinostate, or a salt thereof; and (b) pazopanib, or a
salt thereof. In some embodiments, the method reduces resistance to pazopanib, or a salt thereof;
delays the development of resistance to pazopanib, or a salt thereof; delays the onset of the
cancer becoming refractory to pazopanib, or a salt thereof; prolongs the usefulness of pazopanib,
or a salt thereof; allows use of pazopanib, or a salt thereof, in the treatment of cancers that
generally develop, or have developed, resistance to pazopanib, or a salt thereof; increases patient
response to pazopanib, or a salt thereof; increases cellular response to pazopanib, or a salt
thereof; decreases the effective dosage of pazopanib, or a salt thereof; or any combination
thereof.

[0034] Cancers may result fromgenetic defects, such as a gene mutations and deletions and
chromosomal abnormalities, that result in the loss of function of tumor suppressor genes and/or
gain of function or hyperactivation of oncogenes.

[0035] Cancers are often characterized by genome-wide changes in gene expression within the

tumor. These changes enhance the ability of a tumor to progress through the cell cycle, avoid
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apoptosis, or become resistant to chemotherapy. HDAC inhibitors have been shown to reverse
several of these changes, and restore a pattern more like that of a normal cell.

[0036] The human genome consists of a complex network of genes which are turned on or off
depending on the needs of the cell. One of the ways in which genes are turned on or off is by
means of chemical modification of histone proteins. Histone proteins are structural components
of chromosomes, and form a scaffold upon which DNA, the genetic material, is arranged. A well
studied histone modification is acetylation and deacetylation, modifications that are catalyzed by
a family of enzymes known as histone acetyl transferases and histone deacetylases.

[0037] Inhibition of HDAC enzymes by abexinostat tips the balance in favor of the acetylated
state, a state that allows transcription to occur, which can be thought of as turning a gene “on”.
When a cell is treated with abexinostat, waves of previously silenced genes are initially turned
on. Some of these genes are regulators themselves, and will activate or repress the expression of
still other genes. The result is an orchestra of changes to gene expression: some genes being
turned on, while others are kept in the off state.

[0038] Following chemotherapy and/or radiation treatment, some patient’s tumors may turn
on certain genes as a strategy by the tumor to adapt to the therapy and become resistant to cell
death. One example of a genetic change that occurs in many cancers is the activation of the
DNA repair gene RADS51. In response to treatment with DNA-damaging chemotherapy or
radiation, tumors will often turn on DNA repair genes (including RADS51) as an adaptive
strategy to help the tumor repair the DNA damage done by these agents. In pre-clinical models,
abexinostat was able to turn off RADS51 (and other DNA repair genes), effectively blocking the
ability of the tumor to repair its damaged DNA, sensitizing the tumor to chemotherapy and
radiation.

[0039] In preclinical studies abexinostat and salts thereof (e.g., abexinostat HCI) have been
found to have anticancer activities with remarkable tumor specificity. These early studies
provided important information about the in vitro and in vivo activities of abexinostat and salts
thereof (e.g., abexinostat HCI) and determined the molecular mechanism underlying the
anticancer effects.

[0040] In vitro: abexinostat and salts thereof (e.g., abexinostat (or a salt thereof; e.g.,
abexinostat HCI) HCI) are active against many tumor cell lines and is efficacious in mouse
models of lung, colon, prostate, pancreatic and brain tumors.

[0041] EXx vivo: abexinostat and salts thereof (e.g., abexinostat HCI) are active in primary
human tumors from patients with colon, ovarian, lung and many hematological cancers.

[0042] Extensive safety and toxicology studies have been completed in multiple animal

species. The mechanism of action of abexinostat and salts thereof (e.g., abexinostat HCl) have
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been studied, and involves a multi-pronged attack on tumor cells: upregulation of p21 and other
tumor suppressors and cell cycle genes; induction of reactive oxygen species and attenuation of
anti-oxidant pathways; alterations in calcium homeostasis and increased ER stress;
downregulation of DNA repair pathways and increased DNA damage; direct induction of
apoptosis via death receptors and activation of caspases.

[0043] In clinical trials involving humans with cancer, abexinostat in solution form was
administered at 2 mg/kg as a single oral dose and as multiple 2-hour IV infusion doses. Systemic
exposure measured as AUCy, for IV and oral dosing was 5.9 uM*hr and 1.45 uM*hr,
respectively, indicating an oral bioavailability of about 27% in humans.

Treatment Regimen

[0044] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness of
an antiangiogenic agent in an individual in need thereof, comprising co-administering to the
individual (a) a cycle of abexinostat, or a salt thereof; and (b) an antiangiogenic agent. In some
embodiments, the antiangiogenic agent is pazopanib or a salt thereof. In some embodiments, the
method reduces resistance to the antiangiogenic agent; delays the development of resistance to
the antiangiogenic agent; delays the onset of the cancer becoming refractory to the
antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent; allows use of the
antiangiogenic agent in the treatment of cancers that generally develop, or have developed,
resistance to the antiangiogenic agent; increases patient response to the antiangiogenic agent;
increases cellular response to the antiangiogenic agent; decreases the effective dosage of the
antiangiogenic agent; or any combination thereof.

[0045] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness of
pazopanib, or a salt thereof, in an individual in need thereof, comprising co-administering to the
individual (a) a cycle of abexinostat, or a salt thereof; and (b) pazopanib, or a salt thereof. In
some embodiments, the method reduces resistance to pazopanib, or a salt thereof; delays the
development of resistance to pazopanib, or a salt thereof; delays the onset of the cancer
becoming refractory to pazopanib, or a salt thereof; prolongs the usefulness of pazopanib, or a
salt thereof; allows use of pazopanib, or a salt thereof, in the treatment of cancers that generally
develop, or have developed, resistance to pazopanib, or a salt thereof; increases patient response
to pazopanib, or a salt thereof; increases cellular response to pazopanib, or a salt thereof;
decreases the effective dosage of pazopanib, or a salt thereof; or any combination thereof.
[0046] Additionally disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of abexinostate, or a salt thereof; and (b) an antiangiogenic
agent. In some embodiments, the antiangiogenic agent is pazopanib, or a salt thereof. In some

embodiments, the method reduces resistance to the antiangiogenic agent; delays the
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development of resistance to the antiangiogenic agent; delays the onset of the cancer becoming
refractory to the antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent;
allows use of the antiangiogenic agent in the treatment of cancers that generally develop, or have
developed, resistance to the antiangiogenic agent; increases patient response to the
antiangiogenic agent; increases cellular response to the antiangiogenic agent; decreases the
effective dosage of the antiangiogenic agent; or any combination thereof.

[0047] Further disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of abexinostate, or a salt thereof; and (b) pazopanib, or a
salt thereof. In some embodiments, the method reduces resistance to pazopanib, or a salt thereof;
delays the development of resistance to pazopanib, or a salt thereof; delays the onset of the
cancer becoming refractory to pazopanib, or a salt thereof; prolongs the usefulness of pazopanib,
or a salt thereof; allows use of pazopanib, or a salt thereof, in the treatment of cancers that
generally develop, or have developed, resistance to pazopanib, or a salt thereof; increases patient
response to pazopanib, or a salt thereof; increases cellular response to pazopanib, or a salt
thereof; decreases the effective dosage of pazopanib, or a salt thereof; or any combination
thereof.

[0048] In some embodiments, the cancer is a hematological cancer, solid tumor or a sarcoma.
[0049] In some embodiments, the cancer is a sarcoma. In some embodiments, the cancer is soft
tissue sarcoma.

[0050] In some embodiments, the cancer is selected from a: breast cancer, colon cancer,
colorectal cancer, non-small cell lung cancer, small-cell lung cancer, liver cancer, ovarian
cancer, prostate cancer, uterine cervix cancer, urinary bladder cancer, gastric cancer,
gastrointestinal stromal tumor, pancreatic cancer, germ cell tumor, mast cell tumor,
neuroblastoma, mastocytosis, testicular cancer, glioblastoma, astrocytoma, B cell lymphoma, T
cell lymphoma, Hodgkin's lymphoma, non-Hodgkin's lymphoma, melanoma, myeloma, acute
myelocytic leukemia (AML), acute lymphocytic leukemia (ALL), myelodysplastic syndrome,
chronic myelogenous leukemia, and renal cell carcinoma.

[0051] In some embodiments, the cancer is selected from: breast cancer, colon cancer, colorectal
carcinomas, non-small cell lung cancer, liver cancer, ovarian cancer, uterine cervix cancer,
gastric carcinoma, pancreatic cancer, glioblastomas, B cell lymphoma, T cell lymphoma,
Hodgkin's lymphoma, non-Hodgkin's lymphoma, myeloma, myelodysplastic syndrome (MDS),
and renal cell carcinoma. In some embodiments, the cancer is renal cell carcinoma or ovarian
cancer.

[0052] In some embodiments of the methods disclosed herein, an HDAC inhibitor (e.g.,

abexinostat or a salt thereof such as abexinostat HCI) and pazopanib (or a salt thereof; e.g.,
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pazopanib HCl) are administered in one dosage form (e.g., one oral dosage form). In some
embodiments of the methods disclosed herein, an HDAC inhibitor (e.g., abexinostat or a salt
thereof such as abexinostat HCl) and pazopanib (or a salt thereof; e.g., pazopanib HCI) are
administered separately (i.e., in separate oral dosage forms). Where an HDAC inhibitor (e.g.,
abexinostat or a salt thereof such as abexinostat HCI) and pazopanib (or a salt thereof; ¢.g.,
pazopanib HCl) are administered separately, they are administered concurrently or sequentially.
In some embodiments, an HDAC inhibitor (e.g., abexinostat or a salt thereof such as abexinostat
HCI) and pazopanib (or a salt thereof; e.g., pazopanib HC), are administered separately and
sequentially. In some embodiments, an HDAC inhibitor (e.g., abexinostat or a salt thereof such
as abexinostat HCI) and pazopanib (or a salt thereof; ¢.g., pazopanib HCl) are administered
separately and concurrently.

[0053] In some embodiments of the methods disclosed herein, abexinostat (or a salt thereof;
e.g., abexinostat HCI), and pazopanib (or a salt thereof; e.g., pazopanib HCl) are administered in
one dosage form (e.g., one oral dosage form). In some embodiments of the methods disclosed
herein, abexinostat (or a salt thereof; e.g., abexinostat HCI), and pazopanib (or a salt thereof;
e.g., pazopanib HCI) are administered separately (i.e., in separate oral dosage forms). Where
abexinostat (or a salt thereof; e.g., abexinostat HCI), and pazopanib (or a salt thereof; e.g.,
pazopanib HCl) are administered separately, they are administered concurrently or sequentially.
In some embodiments, abexinostat (or a salt thereof; ¢.g., abexinostat HCI), and pazopanib (or a
salt thereof; e.g., pazopanib HCI), are administered separately and sequentially. In some
embodiments, abexinostat (or a salt thereof; e.g., abexinostat HCl), and pazopanib (or a salt
thereof; e.g., pazopanib HCI) are administered separately and concurrently.

[0054] In some embodiments of the methods disclosed herein, the HDAC inhibitor (e.g.,
abexinostat or a salt thereof such as abexinostat HCI) and/or pazopanib (or a salt thereof; e.g.,
pazopanib HCl) are administered by immediate release dosage forms. In some embodiments of
the methods disclosed herein, the HDAC inhibitor (e.g., abexinostat or a salt thereof such as
abexinostat HCI) and/or pazopanib (or a salt thereof; e.g., pazopanib HCI), are administered by
controlled release dosage forms. In some embodiments, the HDAC inhibitor (e.g., abexinostat or
a salt thereof such as abexinostat HCl) is administered by a controlled release dosage form and
pazopanib, or a salt of pazopanib (e.g., pazopanib HCI), is administered by an immediate release
dosage form.

[0055] In some embodiments of the methods disclosed herein, abexinostat (or a salt thereof;
e.g., abexinostat HCI), and/or pazopanib (or a salt thereof; e.g., pazopanib HCl) are administered
by immediate release dosage forms. In some embodiments of the methods disclosed herein,

abexinostat (or a salt thereof; ¢.g., abexinostat HCI), and/or pazopanib (or a salt thereof; e.g.,
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pazopanib HCl), are administered by controlled release dosage forms. In some embodiments,
abexinostat (or a salt thereof; e.g., abexinostat HCI) is administered by a controlled release
dosage form and pazopanib, or a salt of pazopanib (e.g., pazopanib HCI), is administered by an
immediate release dosage form.

[0056] In some embodiments, the HDAC inhibitor (e.g., abexinostat or a salt thereof such as
abexinostat HCI) and/or pazopanib (or a salt thereof; e.g., pazopanib HCl) are administered
orally (e.g., by capsules or tablets). In some embodiments, the HDAC inhibitor (e.g., abexinostat
or a salt thereof such as abexinostat HCI) is administered orally (e.g., by capsules or tablets). In
some embodiments, pazopanib (or a salt thereof; e.g., pazopanib HCI) is administered orally
(e.g., by capsules or tablets).

[0057] In some embodiments, abexinostat (or a salt thereof; ¢.g., abexinostat HCI), and/or
pazopanib (or a salt thereof; e.g., pazopanib HCI) are administered orally (e.g., by capsules or
tablets). In some embodiments, abexinostat (or a salt thereof; e.g., abexinostat HCI) is
administered orally (e.g., by capsules or tablets). In some embodiments, pazopanib (or a salt
thereof; e.g., pazopanib HCl) is administered orally (e.g., by capsules or tablets).

[0058] In some embodiments, the HDAC inhibitor (e.g., abexinostat or a salt thercof such as
abexinostat HCI) and/or pazopanib (or a salt thereof; e.g., pazopanib HCl) are administered
intravenously. In some embodiments, the HDAC inhibitor (e.g., abexinostat or a salt thereof
such as abexinostat HCl) is administered intravenously. In some embodiments, pazopanib (or a
salt thereof; e.g., pazopanib HCI) is administered intravenously

[0059] In some embodiments, abexinostat (or a salt thereof; ¢.g., abexinostat HCI), and/or
pazopanib (or a salt thereof; e.g., pazopanib HCI) are administered intravenously. In some
embodiments, abexinostat (or a salt thereof; e.g., abexinostat HCI) is administered
intravenously. In some embodiments, pazopanib (or a salt thereof; e.g., pazopanib HCI) is
administered intravenously.

[0060] In some embodiments of the methods disclosed herein, the HDAC inhibitor (e.g.,
abexinostat or a salt thereof such as abexinostat HCI) in fast mode. In some embodiments of the
methods disclosed herein, pazopanib (or a salt thereof) is administered in fast mode. In some
embodiments, the HDAC inhibitor (e.g., abexinostat or a salt thereof such as abexinostat HCI)
and pazopanib (or a salt thereof) are administered in fast mode.

[0061] In some embodiments of the methods disclosed herein, abexinostat (or a salt thereof) is
administered in fast mode. In some embodiments of the methods disclosed herein, pazopanib (or
a salt thereof) is administered in fast mode. In some embodiments, abexinostat (or a salt

thereof), and pazopanib (or a salt thereof) are administered in fast mode.
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[0062] In some embodiments of the methods disclosed herein, the HDAC inhibitor (e.g.,
abexinostat or a salt thereof such as abexinostat HCI) is administered at least about one hour
before a meal or at least about 2 hours after a meal. In some embodiments of the methods
disclosed herein, pazopanib (or a salt thereof) is administered at least about one hour before a
meal or at least about 2 hours after a meal. In some embodiments, the HDAC inhibitor (e.g.,
abexinostat or a salt thereof such as abexinostat HCI) and pazopanib (or a salt thereof) are
administered at least about one hour before a meal or at least about 2 hours after a meal

[0063] In some embodiments of the methods disclosed herein, abexinostat (or a salt thereof) is
administered at least about one hour before a meal or at least about 2 hours after a meal. In some
embodiments of the methods disclosed herein, pazopanib (or a salt thereof) is administered at
least about one hour before a meal or at least about 2 hours after a meal. In some embodiments,
abexinostat (or a salt thereof), and pazopanib (or a salt thereof) are administered at least about
one hour before a meal or at least about 2 hours after a meal

[0064] In some embodiments, the methods disclosed herein comprise administering between
about 30mg/m2 and about 75mg/m2 of the HDAC inhibitor (e.g., abexinostat or a salt thereof
such as abexinostat HC1) BID. In some embodiments, the methods disclosed herein comprise
administering between about 400 mg and about 800 mg of pazopanib (or a salt thereof). In some
embodiments, the methods disclosed herein comprise administering between about 30mg/m?2
and about 75mg/m2 of the HDAC inhibitor (e.g., abexinostat or a salt thercof such as
abexinostat HCI) BID, and about 200 mg to about 800 mg of pazopanib (or a salt thereof). In
some embodiments, the methods disclosed herein comprise administering between about
30mg/m2 and about 75mg/m2 of the HDAC inhibitor (e.g., abexinostat or a salt thereof such as
abexinostat HC1) BID, and about 216.7 mg to about 866.8 mg of pazopanib HCI.

[0065] In some embodiments, the methods disclosed herein comprise administering between
about 30mg/m2 and about 75mg/m?2 of abexinostat (or a salt thereof) BID. In some
embodiments, the methods disclosed herein comprise administering between about 400 mg and
about 800 mg of pazopanib (or a salt thereof). In some embodiments, the methods disclosed
herein comprise administering between about 30mg/m2 and about 75mg/m?2 of abexinostat (or a
salt thereof) BID, and about 200 mg to about 800 mg of pazopanib (or a salt thereof). In some
embodiments, the methods disclosed herein comprise administering between about 30mg/m?2
and about 75mg/m2 of abexinostat (or a salt thereof) BID, and about 216.7 mg to about 866.8
mg of pazopanib HCL

[0066] In some embodiments, the methods disclosed herein comprise administering between
about 30mg/m2 and about 75mg/m?2 of abexinostat (or a salt thereof) BID for 5 days, followed

by 2 days without administration of abexinostat (or a salt thereof). In some embodiments, the



WO 2013/123413 PCT/US2013/026462
18

methods disclosed herein comprise administering between about 400 mg and about 800 mg of
pazopanib (or a salt thereof). In some embodiments, the methods disclosed herein comprise
administering (a) between about 30mg/m?2 and about 75mg/m?2 of abexinostat (or a salt thereof)
BID for 5 days, followed by 2 days without administration of abexinostat (or a salt thereof), and
(b) about 200 mg to about 800 mg of pazopanib (or a salt thereof). In some embodiments, the
methods disclosed herein comprise administering (a) between about 30mg/m?2 and about
75mg/m2 of abexinostat (or a salt thereof) BID for 5 days, followed by 2 days without
administration of abexinostat (or a salt thereof), and (b) about 216.7 mg to about 866.8 mg of
pazopanib HCI.

[0067] In some embodiments, the methods disclosed herein are continued until the cancer is in
remission. In some embodiments, the methods disclosed herein are continued until disease
progression, unacceptable toxicity, or individual choice. In some embodiments, the methods
disclosed herein are continued chronically.

Abexinostat

[0068] In some embodiments, the cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI)
is 1 to 14 consecutive days, 2 to 14 consecutive days, 3 to 14 consecutive days, 4 to 14
consecutive days, 5 to 14 consecutive days, 6 to 14 consecutive days, 7 to 14 consecutive days, 8
to 14 consecutive days, 9 to 14 consecutive days, 10 to 14 consecutive days, 11 to 14
consecutive days, 12 to 14 consecutive days, or 13 to 14 consecutive days. In some
embodiments, the cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI) is 1 to 14
consecutive days. In some embodiments, the cycle of abexinostat (or a salt thereof; e.g.,
abexinostat HCI) is 2 to 14 consecutive days. In some embodiments, the cycle of abexinostat (or
a salt thereof; e.g., abexinostat HCI) is 3 to 14 consecutive days. In some embodiments, the
cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI) is 4 to 14 consecutive days. In some
embodiments, the cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI) is 5 to 14
consecutive days. In some embodiments, the cycle of abexinostat (or a salt thereof; e.g.,
abexinostat HCI) is 6 to 14 consecutive days. In some embodiments, the cycle of abexinostat (or
a salt thereof; e.g., abexinostat HCI) is 7 to 14 consecutive days. In some embodiments, the
cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI) is 8 to 14 consecutive days. In some
embodiments, the cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI) is 9 to 14
consecutive days. In some embodiments, the cycle of abexinostat (or a salt thereof; e.g.,
abexinostat HCI) is 10 to 14 consecutive days. In some embodiments, the cycle of abexinostat
(or a salt thereof; e.g., abexinostat HCl) is 11 to 14 consecutive days. In some embodiments, the
cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI) is 12 to 14 consecutive days. In

some embodiments, the cycle of abexinostat (or a salt thereof; e.g., abexinostat HCl) is 13 to 14
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consecutive days. In some embodiments, the cycle of abexinostat (or a salt thereof; e.g.,
abexinostat HCI) is 5 to 9 days. In some embodiments, the cycle of abexinostat (or a salt thereof;
¢.g., abexinostat HCI) is 6 to 8 days.

[0069] In some embodiments, the cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI)
is 2 consecutive days, 3 consecutive days, 4 consecutive days, 5 consecutive days, 6 consecutive
days, 7 consecutive days, 8 consecutive days, 9 consecutive days, 10 consecutive days, 11
consecutive days, 12 consecutive days, 13 consecutive days, or 14 consecutive days. In some
embodiments, the cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI) is 2 consecutive
days. In some embodiments, the cycle of abexinostat (or a salt thereof; e.g., abexinostat HC) is
3 consecutive days. In some embodiments, the cycle of abexinostat (or a salt thereof; e.g.,
abexinostat HCI) is 4 consecutive days. In some embodiments, the cycle of abexinostat (or a salt
thereof; e.g., abexinostat HCI) is 5 consecutive days. In some embodiments, the cycle of
abexinostat (or a salt thereof; ¢.g., abexinostat HCI) is 6 consecutive days. In some
embodiments, the cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI) is 7 consecutive
days. In some embodiments, the cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI) is
8 consecutive days. In some embodiments, the cycle of abexinostat (or a salt thereof; e.g.,
abexinostat HCI) is 9 consecutive days. In some embodiments, the cycle of abexinostat (or a salt
thereof; e.g., abexinostat HCl) is 10 consecutive days. In some embodiments, the cycle of
abexinostat (or a salt thereof; e.g., abexinostat HCI) is 11 consecutive days. In some
embodiments, the cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI) is 12 consecutive
days. In some embodiments, the cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI) is
13 consecutive days. In some embodiments, the cycle of abexinostat (or a salt thereof; e.g.,
abexinostat HCI) is 14 consecutive days.

[0070] In some embodiments, abexinostat (or a salt therecof; ¢.g., abexinostat HCI) is
administered once per day during a cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI).
In some embodiments, abexinostat (or a salt thereof; e.g., abexinostat HCI) is administered twice
per day during a cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI). In some
embodiments, abexinostat (or a salt thereof; ¢.g., abexinostat HCI) is administered three times
per day during a cycle of abexinostat (or a salt thereof; e.g., abexinostat HCI). In certain
instances, twice a day dosing reduces the incidences of thrombocytopenia as compared to three
times a day dosing.

[0071] In some embodiments, abexinostat (or a salt thereof; e.g., abexinostat HCI) is
administered twice per day during a cycle of abexinostat (or a salt thereof; e.g., abexinostat
HCI). In some embodiments, each dose of abexinostat (or a salt thereof; e.g., abexinostat HCl) is

administered 4 to 8 hours apart. In some embodiments, any of the methods disclosed herein
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comprise administering a first dose of abexinostat (or a salt thereof; e.g., abexinostat HCI) and a
second dose of abexinostat (or a salt thereof; e.g., abexinostat HCI), wherein the first dose and
the second dose are administered 4 to 8 hours apart.

[0072] In some embodiments, abexinostat (or a salt thercof; ¢.g., abexinostat HCI) is
administered three times per day during a cycle of abexinostat (or a salt thereof; e.g., abexinostat
HCI). In some embodiments, each dose of abexinostat (or a salt thereof; e.g., abexinostat HCl) is
administered 4 to 8 hours apart. In some embodiments, any of the methods disclosed herein
comprise administering a first dose of abexinostat (or a salt thereof; e.g., abexinostat HCl), a
second dose of abexinostat (or a salt thereof; e.g., abexinostat HCI) and a third dose of
abexinostat (or a salt thereof; e.g., abexinostat HCI), wherein the first dose, the second dose and
the third dose are administered 4 to 8 hours apart.

[0073] For therapeutic effect, the effective plasma concentration of abexinostat in humans
should be maintained for at least 6 consecutive hours, at least 7 consecutive hours, or at least 8
consecutive hours each day on days of dosing. Maintaining the effective plasma concentrations
for about 6 consecutive hours to about 8 consecutive hours of abexinostat on days of dosing
increases the efficacy of tumor cell growth inhibition and minimizes the incidences of
thrombocytopenia.

[0074] In some embodiments, the effective plasma concentration of abexinostat in humans is
maintained for at least 6 consecutive hours each day on days of dosing. In some embodiments, a
dose of abexinostat (or a salt thereof; e.g., abexinostat HCI) is sufficient to maintain an effective
plasma concentration of the HDAC inhibitor in the individual for at least about 6 consecutive
hours.

[0075] In some embodiments, the effective plasma concentration of abexinostat in humans is
maintained for at least 7 consecutive hours each day on days of dosing. In some embodiments, a
dose of abexinostat (or a salt thereof; e.g., abexinostat HCI) is sufficient to maintain an effective
plasma concentration of the HDAC inhibitor in the individual for at least about 7 consecutive
hours.

[0076] In some embodiments, the effective plasma concentration of abexinostat in humans is
maintained for at least 8 consecutive hours each day on days of dosing. In some embodiments, a
dose of abexinostat (or a salt thereof; e.g., abexinostat HCI) is sufficient to maintain an effective
plasma concentration of the HDAC inhibitor in the individual for at least about 8 consecutive
hours.

[0077] In some embodiments, the effective plasma concentration of abexinostat in humans is
maintained for at least 6 consecutive hours but not exceeding 12, 13, or 14 consecutive hours on

days of dosing. Maintaining the effective plasma concentrations for at least 6 consecutive hours
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but not exceeding 14 consecutive hours of abexinostat on days of dosing increases the efficacy
of tumor cell growth inhibition and minimizes the incidences of thrombocytopenia.

[0078] The oral bioavailability of abexinostat in humans, administered as immediate release
capsules or an oral solution, was determined to be about 27 %. A difference in pharmacokinetics
was observed in laboratory animals between the fasted state the fed state. Abexinostat appears to
be preferentially absorbed in the intestines.

[0079] Daily amounts of abexinostat which are administered to humans range from about 10
mg/mm? to about 200 mg/mm?. In some embodiments, the daily dose of abexinostat is between
about 30 mg/mm? to about 90 mg/mm?. In some embodiments, the daily dose of abexinostat is
between about 60 mg/mm? to about 150 mg/mm?®. In some embodiments, the daily dose of
abexinostat is about 20 rng/rnrnz, about 30 rng/rnrnz, about 40 rng/rnrnz, about 50 rng/rnrnz, about
60 mg/mm?, about 70 mg/mm?, about 80 mg/mm?, about 90 mg/mm?, about 100 mg/mm?, about
110 mg/mm?, about 120 mg/mm?, about 130 mg/mm?, about 140 mg/mm?, or about 150
mg/mm”. In some embodiments, the daily dose of abexinostat is about 20 mg/mm?. In some
embodiments, the daily dose of abexinostat is about 30 mg/mm?. In some embodiments, the
daily dose of abexinostat is about 40 mg/mm?. In some embodiments, the daily dose of
abexinostat is about 50 mg/mm?. In some embodiments, the daily dose of abexinostat is about 60
mg/mm?. In some embodiments, the daily dose of abexinostat is about 70 mg/mm?. In some
embodiments, the daily dose of abexinostat is about 80 mg/mm?. In some embodiments, the
daily dose of abexinostat is about 90 mg/mm?. In some embodiments, the daily dose of
abexinostat is about 100 mg/mm?. In some embodiments, the daily dose of abexinostat is about
110 mg/mm?®. In some embodiments, the daily dose of abexinostat is about 120 mg/mm?. In
some embodiments, the daily dose of abexinostat is about 130 mg/mm?. In some embodiments,
the daily dose of abexinostat is about 140 mg/mm?®. In some embodiments, the daily dose of
abexinostat is about 150 rng/rnrnz.

[0080] In some embodiments, the daily dose of abexinostat is between about 40 mg to about
600 mg of abexinostat.

[0081] The daily dose of abexinostat (or a salt thereof; e.g., abexinostat HCI) that is
administered varies depending upon factors including, by way of non-limiting example, the type
of formulation utilized, the type of cancer and its severity, the identity (e.g., weight, age) of the
human, and/or the route of administration.

[0082] In some embodiments of the methods disclosed herein, abexinostat (or a salt thereof;
e.g., abexinostat HCI) is administered by immediate release dosage forms. In some embodiments
of the methods disclosed herein, abexinostat (or a salt thereof; e.g., abexinostat HCl) is

administered by controlled release dosage forms.
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[0083] In some embodiments, the dosage form completely releases abexinostat (or a salt
thereof) over a period of about 2 hours to about 10 hours after administration.

[0084] In some embodiments, abexinostat (or a salt thereof; ¢.g., abexinostat HCI) is
administered orally (e.g., by capsules or tablets). In some embodiments, abexinostat (or a salt
thereof; e.g., abexinostat HCl) is administered by an immediate release oral dosage form (e.g.,
by capsules or tablets). In some embodiments, abexinostat (or a salt thereof; e.g., abexinostat
HCI) is administered by a controlled release oral dosage form (e.g., by capsules or tablets).
[0085] In some embodiments of the methods disclosed herein, the methods comprise
administering a first immediate release oral dosage form comprising abexinostat (or a salt
thereof) and a second immediate release oral dosage form comprising abexinostat (or a salt
thereof) , wherein the second immediate release oral dosage form is administered about 4 to
about 8 hours form the first immediate release oral dosage form.

[0086] In some embodiments, abexinostat (or a salt thereof; ¢.g., abexinostat HCI) is
administered intravenously.

[0087] In some embodiments, abexinostat (or a salt thereof; e.g., abexinostat HCI) is
administered when the individual is in fast mode. In some embodiments, abexinostat (or a salt
thereof; e.g., abexinostat HCl) is administered at least about 1 hour before a meal. In some
embodiments, abexinostat (or a salt thereof; ¢.g., abexinostat HCI) is administered at least about
2 hours after a meal.

[0088] In some embodiments, abexinostat (or a salt thereof) is administered until the cancer is
in remission. In some embodiments, abexinostat (or a salt thereof) is administered until disease
progression, unacceptable toxicity, or individual choice. In some embodiments, abexinostat (or a
salt thereof) is administered chronically.

Abexinostat Drug Holiday

[0089] In certain instances, thrombocytopenia is a side effect observed in humans that receive
treatment with HDAC inhibitor compounds. Grade 4 thrombocytopenia typically includes
instances when the human has a platelet count less than 25,000 per mm?. Thrombocytopenia
may be ameliorated or avoided by lowering the daily dose of abexinostat. In some embodiment,
a method disclosed herein further comprises an abexinostat (or a salt thereof; e.g., abexinostat
HCI) drug holiday following an abexinostat (or a salt thereof; e.g., abexinostat HCI) cycle. In
some embodiments, the abexinostat (or a salt thereof; e.g., abexinostat HCI) drug holiday does
not compromise the efficacy of an abexinostat (or a salt thereof; e.g., abexinostat HC) treatment
regimen.

[0090] In some embodiments, the abexinostat (or a salt thereof; e.g., abexinostat HCI)

abexinostat (or a salt thereof; e.g., abexinostat HCI) drug holiday is 1 to 14 consecutive days, 2
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to 14 consecutive days, 3 to 14 consecutive days, 4 to 14 consecutive days, 5 to 14 consecutive
days, 6 to 14 consecutive days, 7 to 14 consecutive days, 8 to 14 consecutive days, 9 to 14
consecutive days, 10 to 14 consecutive days, 11 to 14 consecutive days, 12 to 14 consecutive
days, or 13 to 14 consecutive days. In some embodiments, the abexinostat (or a salt thereof; e.g.,
abexinostat HCI) abexinostat (or a salt thereof; e.g., abexinostat HCI) drug holiday is 1 to 14
consecutive days. In some embodiments, the abexinostat (or a salt thereof; e.g., abexinostat HCI)
abexinostat (or a salt thereof; ¢.g., abexinostat HCI) drug holiday 2 to 14 consecutive days. In
some embodiments, the abexinostat (or a salt thereof; e.g., abexinostat HCl) abexinostat (or a
salt thereof; e.g., abexinostat HCI) drug holiday 3 to 14 consecutive days. In some embodiments,
the abexinostat (or a salt thereof; e.g., abexinostat HCl) abexinostat (or a salt thereof; e.g.,
abexinostat HCI) drug holiday 4 to 14 consecutive days. In some embodiments, the abexinostat
(or a salt thereof; e.g., abexinostat HCl) abexinostat (or a salt thereof; e.g., abexinostat HCI)
drug holiday 5 to 14 consecutive days. In some embodiments, the abexinostat (or a salt thereof;
¢.g., abexinostat HCI) abexinostat (or a salt thereof; e.g., abexinostat HCI) drug holiday 6 to 14
consecutive days. In some embodiments, the abexinostat (or a salt thereof; e.g., abexinostat HCI)
abexinostat (or a salt thereof; e.g., abexinostat HCI) drug holiday 7 to 14 consecutive days. In
some embodiments, the abexinostat (or a salt thereof; e.g., abexinostat HCI) abexinostat (or a
salt thereof; e.g., abexinostat HCI) drug holiday 8 to 14 consecutive days. In some embodiments,
the abexinostat (or a salt thereof; e.g., abexinostat HCl) abexinostat (or a salt thereof; e.g.,
abexinostat HCI) drug holiday 9 to 14 consecutive days. In some embodiments, the abexinostat
(or a salt thereof; e.g., abexinostat HCl) abexinostat (or a salt thereof; e.g., abexinostat HCI)
drug holiday 10 to 14 consecutive days. In some embodiments, the abexinostat (or a salt thereof;
e.g., abexinostat HCI) abexinostat (or a salt thereof; ¢.g., abexinostat HCI) drug holiday 11 to 14
consecutive days. In some embodiments, the abexinostat (or a salt thereof; e.g., abexinostat HCI)
abexinostat (or a salt thereof; e.g., abexinostat HCI) drug holiday 12 to 14 consecutive days. In
some embodiments, the abexinostat (or a salt thereof; e.g., abexinostat HCI) abexinostat (or a
salt thereof; e.g., abexinostat HCl) drug holiday 13 to 14 consecutive days.

[0091] In some embodiments, the abexinostat (or a salt thereof; e.g., abexinostat HCI)
abexinostat (or a salt thereof; ¢.g., abexinostat HCI) drug holiday is 2 consecutive days, 3
consecutive days, 4 consecutive days, 5 consecutive days, 6 consecutive days, 7 consecutive
days, 8 consecutive days, 9 consecutive days, 10 consecutive days, 11 consecutive days, 12
consecutive days, 13 consecutive days, or 14 consecutive days. In some embodiments, the
abexinostat (or a salt thereof; e.g., abexinostat HCI) abexinostat (or a salt thereof; e.g.,
abexinostat HCI1) drug holiday is 2 consecutive days. In some embodiments, the abexinostat (or

a salt thereof; e.g., abexinostat HCIl) abexinostat (or a salt thereof; ¢.g., abexinostat HCI) drug
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holiday is 3 consecutive days. In some embodiments, the abexinostat (or a salt thereof; e.g.,
abexinostat HCI) abexinostat (or a salt thereof; e.g., abexinostat HCI) drug holiday is 4
consecutive days. In some embodiments, the abexinostat (or a salt thereof; e.g., abexinostat HCI)
abexinostat (or a salt thereof; e.g., abexinostat HCI) drug holiday is 5 consecutive days. In some
embodiments, the abexinostat (or a salt thereof; ¢.g., abexinostat HCI) abexinostat (or a salt
thereof; e.g., abexinostat HCl) drug holiday is 6 consecutive days. In some embodiments, the
abexinostat (or a salt thereof; e.g., abexinostat HCI) abexinostat (or a salt thereof; e.g.,
abexinostat HCI) drug holiday is 7 consecutive days. In some embodiments, the abexinostat (or
a salt thereof; e.g., abexinostat HCI) abexinostat (or a salt thereof; ¢.g., abexinostat HCl) drug
holiday is 8 consecutive days. In some embodiments, the abexinostat (or a salt thereof; e.g.,
abexinostat HCI) abexinostat (or a salt thereof; e.g., abexinostat HCI) drug holiday is 9
consecutive days. In some embodiments, the abexinostat (or a salt thereof; e.g., abexinostat HCI)
abexinostat (or a salt thereof; e.g., abexinostat HCI) drug holiday is 10 consecutive days. In
some embodiments, the abexinostat (or a salt thereof; e.g., abexinostat HCl) abexinostat (or a
salt thereof; e.g., abexinostat HCl) drug holiday is 11 consecutive days. In some embodiments,
the abexinostat (or a salt thereof; e.g., abexinostat HCl) abexinostat (or a salt thereof; e.g.,
abexinostat HCI) drug holiday is 12 consecutive days. In some embodiments, the abexinostat (or
a salt thereof; e.g., abexinostat HCI) abexinostat (or a salt thereof; ¢.g., abexinostat HCl) drug
holiday is 13 consecutive days. In some embodiments, the abexinostat (or a salt thereof; e.g.,
abexinostat HCI) abexinostat (or a salt thereof; e.g., abexinostat HCI) drug holiday is 14
consecutive days.

[0092] In some embodiments, the methods disclosed herein comprise 5-9 consecutive days of
daily dosing of abexinostat (or a salt thereof; e.g., abexinostat HCI), followed by 5-9 consecutive
days without dosing abexinostat (or a salt thereof; e.g., abexinostat HCl). In some embodiments,
the methods disclosed herein comprise 5-9 consecutive days of daily dosing of abexinostat (or a
salt thereof; e.g., abexinostat HCl), followed by 2-9 consecutive days without dosing abexinostat
(or a salt thereof; e.g., abexinostat HCl). In some embodiments, the methods disclosed herein
comprise 6-8 consecutive days of daily dosing of abexinostat (or a salt thereof; e.g., abexinostat
HCI), followed by 6-8 consecutive days without dosing abexinostat (or a salt thereof; e.g.,
abexinostat HCI). In some embodiments, the methods disclosed herein comprise 6-8 consecutive
days of daily dosing of abexinostat (or a salt thereof; e.g., abexinostat HCI), followed by 2-8
consecutive days without dosing abexinostat (or a salt thereof; e.g., abexinostat HCI).

[0093] In some embodiments, the methods disclosed herein comprise 7 consecutive days of
daily dosing of abexinostat (or a salt thereof; e.g., abexinostat HCI), followed by 7 consecutive

days without dosing abexinostat (or a salt thereof; e.g., abexinostat HCI).
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[0094] In some embodiments, the methods disclosed herein comprise 5 consecutive days of
daily dosing of abexinostat (or a salt thereof; ¢.g., abexinostat HCI), followed by 2 consecutive
days without dosing abexinostat (or a salt thereof; e.g., abexinostat HCI).

Pazopanib

[0095] Pazopanib, 5-[[4-[(2,3-Dimethyl-2H-indazol-6-yl)(methyl)amino]pyrimidin-2-ylJamino]-
2-methylbenzenesulfonamide monohydrochloride, is an oral angiogenesis inhibitor targeting the
tyrosine kinase activity associated with vascular endothelial growth factor receptor (VEGFR)-1,
-2 and -3, platelet-derived growth factor receptor (PDGFR)-a, and PDGFR—f, and stem cell
factor receptor (c-KIT).

[0096] In some embodiments, pazopanib (or a salt thereof; e.g., pazopanib HCl), is administered
to an individual in combination with abexinostat (or a salt thereof; e.g., abexinostat HCI). In
some embodiments, pazopanib is administered to an individual in combination with abexinostat
(or a salt thereof; e.g., abexinostat HCl). In some embodiments, pazopanib HCI is administered
to an individual in combination with abexinostat (or a salt thereof; ¢.g., abexinostat HCI). In
some embodiments, pazopanib HCI is administered to an individual in combination with a salt
of abexinostat (e.g., abexinostat HCI).

[0097] In some embodiments, pazopanib (or a salt thereof; e.g., pazopanib HCI) is administered
to the individual continuously, e.g., without drug holidays. In some embodiments, administration
of pazopanib (or a salt thereof; ¢.g., pazopanib HCl), is not halted on the days that abexinostat is
not administered (i.e., during an abexinostat drug holiday). In some embodiments,
administration of pazopanib (or a salt thereof; e.g., pazopanib HCI) is halted on the days that
abexinostat is not administered (i.e., during an abexinostat drug holiday).

[0098] In some embodiments, pazopanib (or a salt thereof; ¢.g., pazopanib HCl) is
administered by an immediate release dosage form. In some embodiments, pazopanib (or a salt
thereof; e.g., pazopanib HCl) is administered by a controlled release dosage form.

[0099] In some embodiments, pazopanib (or a salt thereof; ¢.g., pazopanib HCI) is
administered orally (e.g., by capsules or tablets). In some embodiments, pazopanib (or a salt
thereof; e.g., pazopanib HCI) is administered by an immediate release oral dosage form (e.g., by
capsules or tablets). In some embodiments, pazopanib (or a salt thereof; ¢.g., pazopanib HCI) is
administered by a controlled release oral dosage form (e.g., by capsules or tablets).

[00100] In some embodiments, pazopanib (or a salt thereof; ¢.g., pazopanib HCI) is
administered intravenously.

[00101] In some embodiments, abexinostat (or a salt thereof) is administered until the cancer is

in remission. In some embodiments, abexinostat (or a salt thereof) is administered until disease
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progression, unacceptable toxicity, or individual choice. In some embodiments, abexinostat (or a
salt thereof) is administered chronically.

[00102] In some embodiments, pazopanib (or a salt thereof; ¢.g., pazopanib HC) is
administered when the individual is in fast mode. In some embodiments, pazopanib (or a salt
thereof; e.g., pazopanib HCl) is administered at least about 1 hour before a meal. In some
embodiments, pazopanib (or a salt thereof; ¢.g., pazopanib HCl) is administered at least about 2
hours after a meal.

[00103] In some embodiments, pazopanib (or a salt thereof) is administered once per day, twice
per day, three times per day, or four times per day. In some embodiments, pazopanib (or a salt
thereof) is administered once per day. In some embodiments, pazopanib (or a salt thereof) is
administered twice per day. In some embodiments, pazopanib (or a salt thereof) is administered
three times per day. In some embodiments, pazopanib (or a salt thereof) is administered four
times per day.

[00104] In some embodiments, pazopanib (or a salt thereof) is administered twice per day. In
some embodiments, each dose of pazopanib (or a salt thereof) is administered 4 to 8 hours apart.
In some embodiments, any of the methods disclosed herein comprise administering a first dose
of pazopanib (or a salt thereof) and a second dose of pazopanib (or a salt thereof), wherein the
first dose and the second dose are administered 4 to 8 hours apart.

[00105] In some embodiments, pazopanib (or a salt thereof) is administered three times per
day. In some embodiments, cach dose of pazopanib (or a salt thereof) is administered 4 to 8
hours apart. In some embodiments, any of the methods disclosed herein comprise administering
a first dose of pazopanib (or a salt thereof), a second dose of pazopanib (or a salt thereof) and a
third dose of pazopanib (or a salt thereof), wherein the first dose, the second dose and the third
dose are administered 4 to 8 hours apart.

[00106] In some embodiments, pazopanib (or a salt thereof) is administered four times per day.
In some embodiments, each dose of pazopanib (or a salt thereof) is administered 4 to 8 hours
apart. In some embodiments, any of the methods disclosed herein comprise administering a first
dose of pazopanib (or a salt thereof), a second dose of pazopanib (or a salt thereof), a third dose
of pazopanib (or a salt thereof), and a fourth dose of pazopanib (or a salt thercof), wherein the
first dose, the second dose, the third dose and the fourth dose are administered 4 to 8 hours apart.
[00107] In some embodiments, the daily dose of pazopanib is about 200 mg to about 800 mg,
about 400 mg to about 800 mg, or about 600 mg to about 800 mg. In some embodiments, the
daily dose of pazopanib is about 200 mg to about 800 mg. In some embodiments, the daily dose
of pazopanib is about 400 mg to about 800 mg. In some embodiments, the daily dose of

pazopanib is about 600 mg to about 800 mg.
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[00108] In some embodiments, the daily dose of pazopanib is about 200 mg, about 400 mg,
about 600 mg or about 800 mg. In some embodiments, the daily dose of pazopanib is about 200
mg. In some embodiments, the daily dose of pazopanib is about 400 mg. In some embodiments,
the daily dose of pazopanib is about 600 mg. In some embodiments, the daily dose of pazopanib
is about 800 mg.

[00109] In some embodiments, the daily dose of pazopanib HCl is about 216.7 mg to about
866.8 mg, about 433.4 mg to about 866.8 mg, or about 650.1 mg to about 866.8 mg. In some
embodiments, the daily dose of pazopanib HCl is about 216.7 mg to about 866.8 mg. In some
embodiments, the daily dose of pazopanib HCl is about 433.4 mg to about 866.8 mg. In some
embodiments, the daily dose of pazopanib HCI is about 650.1 mg to about 866.8 mg.

[00110] In some embodiments, the daily dose of pazopanib HCI is about 216.7 mg, about 433.4
mg, about 650.1 mg or about 866.8 mg. In some embodiments, the daily dose of pazopanib HCI
is about 216.7 mg. In some embodiments, the daily dose of pazopanib HCl is about 433.4 mg. In
some embodiments, the daily dose of pazopanib HCl is about 650.1 mg. In some embodiments,
the daily dose of pazopanib HCl is about 866.8 mg.

[00111] The daily dose of abexinostat (or a salt thereof; e.g., abexinostat HCI) that is
administered varies depending upon factors including, by way of non-limiting example, the type
of formulation utilized, the type of cancer and its severity, the identity (e.g., weight, age) of the
human, and/or the route of administration.

HDAC Inhibitor Compounds

[00112] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness
of an antiangiogenic agent in an individual in need thereof, comprising co-administering to the
individual (a) a cycle of an HDAC inhibitor, or a salt thereof; and (b) an antiangiogenic agent. In
some embodiments, the HDAC inhibitor is abexinostat. In some embodiments, the
antiangiogenic agent is pazopanib or a salt thereof. In some embodiments, the method reduces
resistance to the antiangiogenic agent; delays the development of resistance to the
antiangiogenic agent; delays the onset of the cancer becoming refractory to the antiangiogenic
agent; prolongs the usefulness of the antiangiogenic agent; allows use of the antiangiogenic
agent in the treatment of cancers that generally develop, or have developed, resistance to the
antiangiogenic agent; increases patient response to the antiangiogenic agent; increases cellular
response to the antiangiogenic agent; decreases the effective dosage of the antiangiogenic agent;
or any combination thereof.

[00113] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness
of pazopanib, or a salt thereof, in an individual in need thereof, comprising co-administering to

the individual (a) a cycle of an HDAC inhibitor, or a salt thereof; and (b) pazopanib, or a salt
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thereof. In some embodiments, the HDAC inhibitor is abexinostat. In some embodiments, the
method reduces resistance to pazopanib, or a salt thereof; delays the development of resistance
to pazopanib, or a salt therecof; delays the onset of the cancer becoming refractory to pazopanib,
or a salt thereof; prolongs the usefulness of pazopanib, or a salt thereof; allows use of pazopanib,
or a salt thereof, in the treatment of cancers that generally develop, or have developed, resistance
to pazopanib, or a salt thereof; increases patient response to pazopanib, or a salt thereof;
increases cellular response to pazopanib, or a salt thereof; decreases the effective dosage of
pazopanib, or a salt thereof; or any combination thereof.

[00114] Additionally disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of an HDAC inhibitor, or a salt thereof; and (b) an
antiangiogenic agent. In some embodiments, the HDAC inhibitor is abexinostat. In some
embodiments, the antiangiogenic agent is pazopanib, or a salt thereof. In some embodiments, the
method reduces resistance to the antiangiogenic agent; delays the development of resistance to
the antiangiogenic agent; delays the onset of the cancer becoming refractory to the
antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent; allows use of the
antiangiogenic agent in the treatment of cancers that generally develop, or have developed,
resistance to the antiangiogenic agent; increases patient response to the antiangiogenic agent;
increases cellular response to the antiangiogenic agent; decreases the effective dosage of the
antiangiogenic agent; or any combination thereof.

[00115] Further disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of an HDAC inhibitor, or a salt thereof; and (b) pazopanib,
or a salt thereof. In some embodiments, the HDAC inhibitor is abexinostat. In some
embodiments, the method reduces resistance to pazopanib, or a salt thereof; delays the
development of resistance to pazopanib, or a salt thereof; delays the onset of the cancer
becoming refractory to pazopanib, or a salt thereof; prolongs the usefulness of pazopanib, or a
salt thereof; allows use of pazopanib, or a salt thereof, in the treatment of cancers that generally
develop, or have developed, resistance to pazopanib, or a salt thereof; increases patient response
to pazopanib, or a salt thereof; increases cellular response to pazopanib, or a salt thereof;
decreases the effective dosage of pazopanib, or a salt thereof; or any combination thereof.
[00116] N-hydroxy-4-{2-[3-(N,N-dimethylaminomethyl)benzofuran-2-

ylcarbonylamino]ethoxy} -benzamide (abexinostat) has the following structure:
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[00117] In one aspect, abexinostat is used in the methods disclosed herein as a
pharmaceutically acceptable salt. In one aspect, abexinostat is used as the hydrochloride salt.
[00118] Additional pharmaceutically acceptable salts of abexinostat include: (a) salts formed
when the acidic proton of abexinostat is replaced by a metal ion, such as for example, an alkali
metal ion (e.g. lithium, sodium, potassium), an alkaline earth ion (e.g. magnesium, or calcium),
or an aluminum ion, or is replaced by an ammonium cation (NH,"); (b) salts formed by reacting
abexinostat with a pharmaceutically acceptable organic base, which includes alkylamines, such
as cthanolamine, diethanolamine, triethanolamine, tromethamine, N-methylglucamine,
dicyclohexylamine, tris(hydroxymethyl)methylamine, and salts with amino acids such as
arginine, lysine, and the like; (c) salts formed by reacting abexinostat with a pharmaceutically
acceptable acid, which provides acid addition salts. Pharmaceutically acceptable acids include
hydrochloric acid, hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid, metaphosphoric
acid, and the like; or with an organic acid, such as, for example, acetic acid, propionic acid,
hexanoic acid, cyclopentanepropionic acid, glycolic acid, pyruvic acid, lactic acid, malonic acid,
succinic acid, malic acid, maleic acid, fumaric acid, trifluoroacetic acid, tartaric acid, citric acid,
benzoic acid, 3-(4-hydroxybenzoyl)benzoic acid, cinnamic acid, mandelic acid, methanesulfonic
acid, ethanesulfonic acid, 1,2-ethanedisulfonic acid, 2-hydroxyethanesulfonic acid,
benzenesulfonic acid, toluenesulfonic acid, 2-naphthalenesulfonic acid, 4-methylbicyclo-
[2.2.2]oct-2-ene-1-carboxylic acid, glucoheptonic acid, 4,4’-methylenebis-(3-hydroxy-2-ene-1 -
carboxylic acid), 3-phenylpropionic acid, trimethylacetic acid, tertiary butylacetic acid, lauryl
sulfuric acid, gluconic acid, glutamic acid, hydroxynaphthoic acid, salicylic acid, stearic acid,
muconic acid, and the like.

[00119] Additional pharmaceutically acceptable salts include those described in Berge et al., J.
Pharm. Sci. 1977, 66, 1-19; and “Handbook of Pharmaceutical Salts, Properties, and Use,” Stah
and Wermuth, Ed.; Wiley-VCH and VHCA, Zurich, 2002.

[00120] In some embodiments, sites on the aromatic ring portion of compounds described
herein that are susceptible to various metabolic reactions are modified such that the various
metabolic reactions are reduced, minimized or eliminated. Such modifications include

incorporation of appropriate substituents on the aromatic ring structures, such as, by way of
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example only, halogens, deuterium, and the like. In one aspect, HDAC inhibitor compounds
described herein are deuterated at sites susceptible to metabolic reactions.

[00121] Compounds described herein include isotopically-labeled compounds, which are
identical to those recited in the various formulae and structures presented herein, but for the fact
that one or more atoms are replaced by an atom having an atomic mass or mass number different
from the atomic mass or mass number usually found in nature. Examples of isotopes that can be
incorporated into the present compounds include isotopes of hydrogen, carbon, nitrogen,
oxygen, fluorine and chlorine, such as, for example, 2H, 3H, 13C, 14C, 15N, 18O, 17O, 35S, 18F, 36Cl,
respectively. Certain isotopically-labeled compounds described herein, for example those into
which radioactive isotopes such as *H and *C are incorporated, are useful in drug and/or
substrate tissue distribution assays. Further, substitution with isotopes such as deuterium, i.e.,
’H, can afford certain therapeutic advantages resulting from greater metabolic stability, for
example increased in vivo half-life or reduced dosage requirements.

[00122] Other HDAC inhibitor compounds that are contemplated for use in the pharmaceutical
compositions, pharmacokinetic strategies, dosing regimens, methods of treatments, and

combination therapies include those compounds with the structure of Formula (I):

_OH
2 ;
Ar N/Y\X

Formula (1)
wherein:

X 1s —O-, -NRZ-, or —S(O), where nis 0, 1, or 2 and R%is hydrogen, —CH3, -CH,CH3;

Y is ecthylene, propylene, 1-methylpropylene, 2-methylpropylene, -CH(C,Hs)CH,-, -
CH(CH(CHj3),;)CH,-, and -CH(CH3)CH>-;

R%is hydrogen, -CH3, or -CH,CHs;

Ar is phenyl, naphthyl, quinolinyl, benzofuranyl, benzothienyl, trans phenyl CH=CH- or
trans (benzofuran-2-yl)CH=CH-, wherein Ar is optionally substituted with one or
two substituents independently selected from chloro, fluoro, trifluoromethyl, methyl,
ethyl, methoxy, ethoxy, methylenedioxy, -OH, 1-cyclopropylpiperidin-4-yloxy, 1-
(2,2,2-trifluoroethyl)piperidin-4-yloxy, &, N-dimethylaminomethyl, N, N-
diethylaminomethyl, 2-methoxyethoxymethyl, phenoxymethyl, 2-methoxyethoxy, 2-
morpholin-4-ylethoxy, pyridin-3-ylmethoxy, 2-hydroxyethoxy, 2-N,N-
dimethylaminoethoxy, methoxymethyl, 3-i-propoxymethyl, morpholin-4-ylmethyl,
3-hydroxypropyloxymethyl, 2-fluorophenoxymethyl, 3-fluorophenoxymethyl, 4-
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fluorophenoxy-methyl, 3-methoxypropyloxymethyl, pyridin-4-yloxymethyl, 2,4,6-
trifluorophenoxymethyl, 2-oxopyridin-1-ylmethyl, 2,2,2-trifluoroethoxymethyl, 4-
imidazol-1-ylphenoxymethyl, 4-[1.2.4-triazin-1-yl-phenoxymethyl, 2-phenylethyl,
pyrrolidin-1-ylmethyl, piperidin-1-ylmethyl, 4-trifluoromethylpiperidin-1-ylmethyl,
4-methylpiperazin-1-ylmethyl, 3,3,3-trifluoropropyloxymethyl, 4-
fluorophenylthiomethyl, 4-fluorophenylsulfinylmethyl, 4-
fluorophenylsulfonylmethyl, pyridin-3-ylmethyloxymethyl, tetrahydropyran-4-yloxy,
2,2 2-trifluoroethyloxy, 2-pyrrolidin-1-ylethyloxy, piperidin-4-yloxy, N-methyl-/N-
benzylaminomethyl, N-methyl-N-2-phenylethylaminomethyl, 3-
hydroxypropylthiomethyl, 3-hydroxypropylsulfinylmethyl, 3-hydroxypropylsulfonyl-
methyl, N-methyl-N-2-indol-3-ylethylaminomethyl, 2-(4-
trifluoromethylphenyl)ethyl, 2-(3-trifluoromethoxyphenyl)ethyl, N-
hydroxyaminocarbonyl-methylaminomethyl, or 3-(2-carboxyethylamino-methyl); or
a pharmaceutically acceptable salt thereof.
[00123] In some embodiments, Ar is benzofuran-2-yl and is monosubstituted at the 3-position
of the benzofuran-2-yl ring with N,N-dimethylaminomethyl, N,N-diethylaminomethyl, 2-
fluorophenoxymethyl, 3-fluorophenoxymethyl, 4-fluorophenoxy-methyl, hydroxyl-4-
yloxymethyl, 2,4,6-trifluorophenoxy-methyl, 2-oxopyridin-1-ylmethyl, 2,2,2-trifluoroethoxy-
methyl, 4-imidazol-1-ylphenoxy-methyl, 4-[1.2.4-triazin-1-yl-phenoxymethyl, 2-phenylethyl, 3-
hydroxypropyloxymethyl, 2-methoxyethyloxymethyl, pyrrolidin-1-ylmethyl, piperidin-1-
ylmethyl, 4-trifluoromethylpiperidin-1-ylmethyl, 4-methylpiperazin-1-ylmethyl, 3,3,3-
trifluoropropyloxymethyl, 4-fluorophenylthiomethyl, 4-fluorophenylsulfinylmethyl, 4-
fluorophenylsulfonylmethyl, 2-(3-trifluoromethoxyphenylethyl), N-methyl-N-
benzylaminomethyl, N-methyl-N-2-phenylethylaminomethyl, 3-hydroxypropyl-thiomethyl, 3-
hydroxypropylsulfinyl-methyl, 3-hydroxypropylsulfonylmethyl, N-methyl-N-2-indol-3-
ylethylaminomethyl, 2-(4-trifluoromethylphenyl)ethyl, N-hydroxyaminocarbonyl-
methylaminomethyl, or 2-carboxyethylaminomethyl.
[00124] In some embodiments, Ar is benzofuran-2-yl and is monosubstituted at the 3-position
of the benzofuran-2-yl ring with N, N-dimethylaminomethyl, N, N-diethylaminomethyl, 2-
methoxyethoxymethyl, methoxymethyl, 3-i-propoxymethyl, morpholin-4-ylmethyl, 3-
hydroxypropyloxymethyl, 3-methoxypropyloxymethyl, pyrrolidin-1-ylmethyl, or piperidin-1-
ylmethyl.
[00125] In some embodiments, Ar is benzofuran-2-yl and is substituted at the 5-position of the

benzofuran-2-yl ring with 1-cyclopropylpiperidin-4-yloxy, piperidin-4-yloxy, tetrahydropyran-
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4-yloxy, 2,2,2-trifluoroethoxy, 2-pyrrolidin-1-ylethyloxy, or 1-(2,2,2-trifluoroethyl)piperidin-4-
yloxy.
[00126] In some embodiments, Ar is trans phenyl CH=CH- wherein the phenyl is optionally
substituted with one or two substituents independently selected from methyl, ethyl, methoxy,
ethoxy, methylenedioxy, or -OH. In some embodiments, Ar is trans phenyl CH=CH-.
[00127] In some embodiments, Ar is naphthyl wherein the naphthyl is optionally substituted
with one or two substituents.
[00128] In some embodiments, Ar is quinolinyl wherein the quinolinyl is optionally substituted
with one or two substituents.
[00129] In some embodiments, Ar is quinolinyl wherein the quinolinyl is optionally substituted
with one or two substituents independently selected from chloro, fluoro, trifluoromethyl, methyl,
ethyl, methoxy, ethoxy, methylenedioxy, -OH, 2-methoxyethoxy, 2-hydroxyethoxy,
methoxymethyl, 3-i-propoxymethyl, 3-hydroxypropyloxymethyl, 3-methoxypropyloxymethyl,
or 3,3,3-trifluoropropyloxymethyl.
[00130] In some embodiments, X is ~O- and R* is hydrogen.
[00131] In some embodiments, X is —~S(0), and R? is hydrogen.
[00132] In some embodiments, Y is ethylene. In some embodiments, Y is ethylene or -
CH(C,Hs)CH,-. In some embodiments, Y is -CH(C,Hs)CH;-.
[00133] In some embodiments, X is ~O-; R? is hydrogen; and Y is ethylene or -CH(C,Hs)CH,-.
[00134] Yet other HDAC inhibitor compounds that are contemplated for use in the
pharmaceutical compositions, pharmacokinetic strategies, dosing regimens, methods of
treatments, and combination therapies include those compounds with the structure of Formula
(1D):

O

_OH
R O N
I v H
Ar N O

R3

Formula (II)
wherein:
X 1s —O-, -NRZ-, or —S(O), where nis 0, 1, or 2 and R%is hydrogen, —CH3, -CH,CH3;
Y is ecthylene, propylene, 1-methylpropylene, 2-methylpropylene, -CH(C,Hs)CH,-, -
CH(CH(CHj3),;)CH,-, and -CH(CH3)CH>-;
R} is hydrogen, -CH3, or -CH,CHs;
Ar is phenyl, naphthyl, quinolinyl, benzofuranyl, or benzothienyl, wherein Ar is

optionally substituted with one or two substituents independently selected from



WO 2013/123413 PCT/US2013/026462
33

chloro, fluoro, trifluoromethyl, methyl, ethyl, methoxy, ethoxy, methylenedioxy, -
OH;

R’ is trifluoromethyl, methyl, ethyl, N, N-dimethylaminomethyl, N, N-
diethylaminomethyl, 2-methoxyethoxymethyl, phenoxymethyl, methoxymethyl, 3-i-
propoxymethyl, morpholin-4-ylmethyl, 3-hydroxypropyloxymethyl, 2-
fluorophenoxymethyl, 3-fluorophenoxymethyl, 4-fluorophenoxy-methyl, 3-
methoxypropyloxymethyl, pyridin-4-yloxymethyl, 2,4,6-trifluorophenoxymethyl, 2-
oxopyridin-1-ylmethyl, 2,2,2-trifluoroethoxymethyl, 4-imidazol-1-ylphenoxymethyl,
2-phenylethyl, pyrrolidin-1-ylmethyl, piperidin-1-ylmethyl, 4-
trifluoromethylpiperidin-1-ylmethyl, 4-methylpiperazin-1-ylmethyl, 3,3,3-
trifluoropropyloxymethyl, 4-fluorophenylthiomethyl, 4-fluorophenylsulfinylmethyl,
4-fluorophenylsulfonylmethyl, pyridin-3-ylmethyloxymethyl, N-methyl-N-
benzylaminomethyl, N-methyl-N-2-phenylethylaminomethyl, 3-
hydroxypropylthiomethyl, 3-hydroxypropylsulfinylmethyl, 3-hydroxypropylsulfonyl-
methyl, N-methyl-N-2-indol-3-ylethylaminomethyl, 2-(4-
trifluoromethylphenyl)ethyl, 2-(3-trifluoromethoxyphenyl)ethyl, N-
hydroxyaminocarbonyl-methylaminomethyl, or 3-(2-carboxyethylamino-methyl); or
a pharmaceutically acceptable salt thereof.

[00135] In some embodiments, Ar is benzofuranyl.

[00136] In some embodiments, R’ is N,N-dimethylaminomethyl, N, N-diethylaminomethyl,
pyrrolidin-1-ylmethyl, or piperidin-1-ylmethyl.

[00137] In some embodiments, the HDAC inhibitor is selected from: N-hydroxy-4-[2-(4-
methoxyquinolin-2-ylcarbonylamino)ethoxy]benzamide; N-hydroxy-4-[2S-(¢rans-
cinnamoylamino)butoxy]benzamide; N-hydroxy-4-[2R-(trans-
cinnamoylamino)butoxy]benzamide; N-hydroxy-4-{2-[4-(2-methoxyethoxy)quinolin-2-
ylcarbonylamino]ethoxy} benzamide; N-hydroxy-4-[2S-(benzothiophen-2-
ylcarbonylamino)butoxy]-benzamide; N-hydroxy-4-{2S-[benzofuran-2-
ylcarbonylamino]butoxy}benzamide; N-hydroxy-4-{2-[3-(methoxymethyl)benzofuran-2-
ylcarbonylamino]ethoxy}benzamide; N-hydroxy-4-{2-[3-(N,N-
dimethylaminomethyl)benzofuran-2-ylcarbonylamino]ethoxy} benzamide (abexinostat); N-
hydroxy-4-{2-[3-(i-propoxymethyl)benzofuran-2-ylcarbonylamino]ethoxy} benzamide; N-
hydroxy-4-{2-[3-(3-hydroxypropoxymethyl)benzofuran-2-ylcarbonylamino]ethoxy} -
benzamide; N-hydroxy-4-{2-[3-(2-methoxyethyloxymethyl)benzofuran-2-
ylcarbonylamino]ethoxy} -benzamide; N-hydroxy-4-{2-[3-(pyrrolidin-1-ylmethyl)benzofuran-2-
ylcarbonylamino]ethoxy} -benzamide; N-hydroxy-4-{2-[3-(piperidin-1-ylmethyl)benzofuran-2-
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ylcarbonylamino]ethoxy} -benzamide; N-hydroxy-4-{2-[3-(4-methylpiperazin-1-
ylmethyl)benzofuran-2-ylcarbonylamino]-ethoxy} benzamide; N-hydroxy-4-{2-[5-
(tetrahydropyran-4-yloxy)benzofuran-2-ylcarbonylamino]ethoxy} -benzamide; N-hydroxy-4-{2-
[5-(2-pyrrolidin-1-ylethyloxy)benzofuran-2-ylcarbonylaminoethoxy} -benzamide; N-hydroxy-4-
{25-[5-(2-pyrrolidin-1-ylethyloxy)benzofuran-2-ylcarbonylamino]butoxy} -benzamide; N-
hydroxy-4-{2-[5-(2-pyrrolidin-1-ylethyloxy)benzofuran-2-ylcarbonylamino]-1R-methyl-
ethoxy}benzamide; and N-hydroxy-4-{2-[(3-(benzofuran-2-yl)-4-(dimethylamino)-but-2-
enoyl)amino]-ethoxy}benzamide; or a pharmaceutically acceptable salt thereof.

[00138] In some embodiments, the HDAC inhibitor is N-hydroxy-4-{2-[3-(N,N-
dimethylaminomethyl)benzofuran-2-ylcarbonylamino]ethoxy} -benzamide (abexinostat).

[00139] In some embodiments, the HDAC inhibitor is selected from HDAC inhibitors disclosed
in WO 2004/092115 or WO 2005/097770, both of which are herein incorporated by reference.
Forms and Phases

[00140] HDAC inhibitors (e.g. abexinostat), including pharmaceutically acceptable salts
thereof, and pharmaceutically acceptable solvates thereof, are in various forms, including but not
limited to, amorphous phase, partially crystalline forms, crystalline forms, milled forms, and
nano-particulate forms. The crystalline forms are known as polymorphs. Polymorphs include the
different crystal packing arrangements of the same elemental composition of a compound. This
arrangement can significantly affect the physiochemical, formulation and processing parameters
as well as the shelf life or stability of the substance and excipients. Polymorphs usually have
different X-ray diffraction patterns, infrared spectra, melting points, density, hardness, crystal
shape, optical and electrical properties, stability, and solubility. Various factors such as the
recrystallization solvent, rate of crystallization, and storage temperature cause a single crystal
form to dominate. In one aspect, a crystalline form of an HDAC inhibitor (e.g. abexinostat) is
used in the pharmaceutical compositions disclosed herein. In one aspect, a crystalline form of
the HCI salt of abexinostat is used in the pharmaceutical compositions disclosed herein. In one
aspect, amorphous abexinostat is used in the pharmaceutical compositions disclosed herein. In
one aspect, amorphous HCI salt of abexinostat is used in the pharmaceutical composition
disclosed herein.

Pharmaceutical Compositions

[00141] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness
of an antiangiogenic agent in an individual in need thereof, comprising co-administering to the
individual (a) a cycle of abexinostat, or a salt thereof; and (b) an antiangiogenic agent. In some
embodiments, the antiangiogenic agent is pazopanib or a salt thereof. In some embodiments, the

method reduces resistance to the antiangiogenic agent; delays the development of resistance to
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the antiangiogenic agent; delays the onset of the cancer becoming refractory to the
antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent; allows use of the
antiangiogenic agent in the treatment of cancers that generally develop, or have developed,
resistance to the antiangiogenic agent; increases patient response to the antiangiogenic agent;
increases cellular response to the antiangiogenic agent; decreases the effective dosage of the
antiangiogenic agent; or any combination thereof.

[00142] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness
of pazopanib, or a salt thereof, in an individual in need thereof, comprising co-administering to
the individual (a) a cycle of abexinostat, or a salt thereof; and (b) pazopanib, or a salt thereof. In
some embodiments, the method reduces resistance to pazopanib, or a salt thereof; delays the
development of resistance to pazopanib, or a salt thereof; delays the onset of the cancer
becoming refractory to pazopanib, or a salt thereof; prolongs the usefulness of pazopanib, or a
salt thereof; allows use of pazopanib, or a salt thereof, in the treatment of cancers that generally
develop, or have developed, resistance to pazopanib, or a salt thereof; increases patient response
to pazopanib, or a salt thereof; increases cellular response to pazopanib, or a salt thereof;
decreases the effective dosage of pazopanib, or a salt thereof; or any combination thereof.
[00143] Additionally disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of abexinostate, or a salt thereof; and (b) an antiangiogenic
agent. In some embodiments, the antiangiogenic agent is pazopanib, or a salt thereof. In some
embodiments, the method reduces resistance to the antiangiogenic agent; delays the
development of resistance to the antiangiogenic agent; delays the onset of the cancer becoming
refractory to the antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent;
allows use of the antiangiogenic agent in the treatment of cancers that generally develop, or have
developed, resistance to the antiangiogenic agent; increases patient response to the
antiangiogenic agent; increases cellular response to the antiangiogenic agent; decreases the
effective dosage of the antiangiogenic agent; or any combination thereof.

[00144] Further disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of abexinostate, or a salt thereof; and (b) pazopanib, or a
salt thereof. In some embodiments, the method reduces resistance to pazopanib, or a salt thereof;
delays the development of resistance to pazopanib, or a salt thereof; delays the onset of the
cancer becoming refractory to pazopanib, or a salt thereof; prolongs the usefulness of pazopanib,
or a salt thereof; allows use of pazopanib, or a salt thereof, in the treatment of cancers that
generally develop, or have developed, resistance to pazopanib, or a salt thereof; increases patient

response to pazopanib, or a salt thereof; increases cellular response to pazopanib, or a salt
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thereof; decreases the effective dosage of pazopanib, or a salt thereof; or any combination
thereof.

[00145] Compositions for use with the methods disclosed herein are formulated in a
conventional manner using one or more physiologically acceptable carriers (i.e. inactive
ingredients) comprising excipients and auxiliaries which facilitate processing of the active
compounds into preparations which are used pharmaceutically. Suitable techniques, carriers, and
excipients include those found within, for example, Remington: The Science and Practice of
Pharmacy, Nineteenth Ed (Easton, Pa.: Mack Publishing Company, 1995); Hoover, John E.,
Remington’s Pharmaceutical Sciences, Mack Publishing Co., Easton, Pennsylvania 1975;
Liberman, H.A. and Lachman, L., Eds., Pharmaceutical Dosage Forms, Marcel Decker, New
York, N.Y., 1980; and Pharmaceutical Dosage Forms and Drug Delivery Systems, Seventh Ed.
(Lippincott Williams & Wilkins1999), herein incorporated by reference in their entirety.
[00146] Compositions for use with the methods disclosed herein comprise abexinostat (or a salt
thereof), and/or pazopanib (or a salt thereof), and one or more of the following: (a) binders; (b)
coatings; (c) disintegrants; (d) fillers (diluents); (¢) lubricants; (f) glidants (flow enhancers); (g)
compression aids; (h) colors; (i) sweeteners; (j) preservatives; (k) suspensing/dispersing agents;
(1) film formers/coatings; (m) flavors; (n) printing inks; (o) gelling agents; (p) a second
therapeutically active agent.

[00147] In one aspect, pharmaceutical compositions for use with the methods disclosed herein
include one or more of the following in addition to the active agent(s) (e.g. abexinostat, a salt of
abexinostat, pazopanib, and/or a salt of pazopanib): (a) magnesium stearate; (b) lactose; (c)
microcrystalline Cellulose; (d) silicified microcrystalline cellulose; (¢) mannitol; (f) starch
(corn); (g) silicon dioxide; (h) titanium dioxide; (1) stearic acid; (j)s Starch glycolate; (k) gelatin;
() talc; (m) sucrose; (n) aspartame; (0) calcium stearate; (p) povidone; (q) pregelatinized starch;
(r) hydroxy propyl methylcellulose; (s) OPA products (coatings & inks); (t) croscarmellose; (u)
hydroxy propyl cellulose; (v) ethylcellulose; (w) calcium phosphate (dibasic); (x) crospovidone;
(y) shellac (and glaze); (z) sodium carbonate.

[00148] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein comprise an active ingredient (e.g., abexinostat, a salt of abexinostat,
pazopanib, and/or a salt of pazopanib) in a pharmaceutically acceptable vehicle, carrier, diluent,
or excipient, or a mixture thereof; and one or more release controlling excipients as described
herein. Suitable modified release dosage vehicles include, but are not limited to, hydrophilic or
hydrophobic matrix devices, water-soluble separating layer coatings, enteric coatings, osmotic
devices, multi-particulate devices, and combinations thereof. The pharmaceutical compositions

may also comprise non-release controlling excipients.
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[00149] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are film-coated dosage forms, which comprise a combination of an active
ingredient and one or more tabletting excipients to form a tablet core using conventional
tabletting processes and subsequently coating the core. The tablet cores can be produced using
conventional granulation methods, for example wet or dry granulation, with optional
comminution of the granules and with subsequent compression and coating. Granulation
methods are described, for example, in Voigt, pages 156-69.

[00150] Suitable excipients for the production of granules are, for example pulverulent fillers
optionally having flow-conditioning properties, for example talcum, silicon dioxide, for example
synthetic amorphous anhydrous silicic acid of the Syloid® type (Grace), for example SYLOID
244 FP, microcrystalline cellulose, for example of the Avicel® type (FMC Corp.), for example
of the types AVICEL PH101, 102, 105, RC581 or RC 591, Emcocel® type (Mendell Corp.) or
Elcema® type (Degussa); carbohydrates, such as sugars, sugar alcohols, starches or starch
derivatives, for example lactose, dextrose, saccharose, glucose, sorbitol, mannitol, xylitol, potato
starch, maize starch, rice starch, wheat starch or amylopectin, tricalcium phosphate, calcium
hydrogen phosphate or magnesium trisilicate; binders, such as gelatin, tragacanth, agar, alginic
acid, cellulose ethers, for example methylcellulose, carboxymethylcellulose or
hydroxypropylmethylcellulose, polyethylene glycols or ethylene oxide homopolymers,
especially having a degree of polymerization of approximately from 2.0x10° to 1.0x10° and an
approximate molecular weight of about from 1.0x10° to 5.0x10°, for example excipients known
by the name Polyox® (Union Carbide), polyvinylpyrrolidone or povidones, especially having a
mean molecular weight of approximately 1000 and a degree of polymerization of approximately
from about 500 to about 2500, and also agar or gelatin; surface-active substances, for example
anionic surfactants of the alkyl sulfate type, for example sodium, potassium or magnesium n-
dodecyl sulfate, n-tetradecyl sulfate, n-hexadecyl sulfate or n-octadecyl sulfate, of the alkyl ether
sulfate type, for example sodium, potassium or magnesium n-dodecyloxyethyl sulfate, n-
tetradecyloxyethyl sulfate, n-hexadecyloxyethyl sulfate or n-octadecyloxyethyl sulfate, or of the
alkanesulfonate type, for example sodium, potassium or magnesium n-dodecanesulfonate, n-
tetradecanesulfonate, n-hexadecanesulfonate or n-octadecanesulfonate, or non-ionic surfactants
of the fatty acid polyhydroxy alcohol ester type, such as sorbitan monolaurate, monooleate,
monostearate or monopalmitate, sorbitan tristearate or trioleate, polyoxyethylene adducts of
fatty acid polyhydroxy alcohol esters, such as polyoxyethylene sorbitan monolaurate,
monooleate, monostearate, monopalmitate, tristearate or trioleate, polyethylene glycol fatty acid

esters, such as polyoxyethyl stearate, polyethylene glycol 400 stearate, polyethylene glycol 2000
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stearate, especially ethylene oxide/propylene oxide block polymers of the Pluronics® (BWC) or
Synperonic® (ICI) type

[00151] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are formulated in enteric coated dosage forms, which comprise a combination
of an active ingredient, or a pharmaceutically acceptable salt, solvate, or prodrug thereof; and
one or more release controlling excipients for use in an enteric coated dosage form. The
pharmaceutical compositions may also comprise non-release controlling excipients.

[00152] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are formulated as a dosage form that has an instant releasing component and at
least one delayed releasing component, and is capable of giving a discontinuous release of the
compound in the form of at least two consecutive pulses separated in time from 0.5 hour up to 8
hours. The pharmaceutical compositions comprise a combination of an active ingredient, and
one or more release controlling and non-release controlling excipients, such as those excipients
suitable for a disruptable semi-permeable membrane and as swellable substances.

[00153] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are formulated as a dosage form for oral administration to a subject, which
comprises a combination of an active ingredient; and one or more pharmaceutically acceptable
excipients or carriers, enclosed in an intermediate reactive layer comprising a gastric juice-
resistant polymeric layered material partially neutralized with alkali and having cation exchange
capacity and a gastric juice-resistant outer layer.

[00154] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein comprise an active ingredient, in the form of enteric-coated granules, as
delayed-release capsules for oral administration.

[00155] The pharmaceutical compositions provided herein may be provided in unit-dosage
forms or multiple-dosage forms. Unit-dosage forms, as used herein, refer to physically discrete
units suitable for administration to human and animal subjects and packaged individually as is
known in the art. Each unit-dose contains a predetermined quantity of the active ingredient(s)
sufficient to produce the desired therapeutic effect, in association with the required
pharmaceutical carriers or excipients. Examples of unit-dosage forms include individually
packaged tablets and capsules. Unit-dosage forms may be administered in fractions or multiples
thereof. A multiple-dosage form is a plurality of identical unit-dosage forms packaged in a
single container to be administered in segregated unit-dosage form. Examples of multiple-
dosage forms include bottles of tablets or capsules.

[00156] Pharmaceutical dosage forms can be formulated in a variety of methods and can

provide a variety of drug release profiles, including immediate release, sustained release, and
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delayed release. In some cases it may be desirable to prevent drug release after drug
administration until a certain amount of time has passed (i.e. timed release), to provide
substantially continuous release over a predetermined time period (i.e. sustained release) or to
provide release immediately following drug administration (i.e., immediate release).

[00157] Oral formulations are presented in the form of: tablets, capsules, pills, pellets, beads,
granules, bulk powders. Capsules include mixtures of the active compound(s) with inert fillers
and/or diluents such as the pharmaceutically acceptable starches (e.g. corn, potato or tapioca
starch), sugars, artificial sweetening agents, powdered celluloses, such as crystalline and
microcrystalline celluloses, flours, gelatins, gums, etc. Tablet formulations are made by
conventional compression, wet granulation or dry granulation methods and utilize
pharmaceutically acceptable diluents, binding agents, lubricants, disintegrants, surface
modifying agents (including surfactants), suspending or stabilizing agents, including, but not
limited to, magnesium stearate, stearic acid, talc, sodium lauryl sulfate, microcrystalline
cellulose, carboxymethylcellulose calcium, polyvinylpyrrolidone, gelatin, alginic acid, acacia
gum, xanthan gum, sodium citrate, complex silicates, calcium carbonate, glycine, dextrin,
sucrose, sorbitol, dicalcium phosphate, calcium sulfate, lactose, kaolin, mannitol, sodium
chloride, talc, dry starches and powdered sugar. In some embodiments are surface modifying
agents which include nonionic and anionic surface modifying agents. For example, surface
modifying agents include, but are not limited to, poloxamer 188, benzalkonium chloride,
calcium stearate, cetostearyl alcohol, cetomacrogol emulsifying wax, sorbitan esters, colloidal
silicon dioxide, phosphates, sodium dodecylsulfate, magnesium aluminum silicate, and
triethanolamine.

[00158] In one aspect, oral formulations described herein utilize standard delay or time release
formulations to alter the absorption of the active compound(s).

[00159] Binders or granulators impart cohesiveness to a tablet to ensure the tablet remaining
intact after compression. Suitable binders or granulators include, but are not limited to, starches,
such as corn starch, potato starch, and pre-gelatinized starch (e.g., STARCH 1500); gelatin;
sugars, such as sucrose, glucose, dextrose, molasses, and lactose; natural and synthetic gums,
such as acacia, alginic acid, alginates, extract of Irish moss, Panwar gum, ghatti gum, mucilage
of isabgol husks, carboxymethylcellulose, methylcellulose, polyvinylpyrrolidone (PVP),
Veegum, larch arabogalactan, powdered tragacanth, and guar gum; celluloses, such as ethyl
cellulose, cellulose acetate, carboxymethyl cellulose calcium, sodium carboxymethyl cellulose,
methyl cellulose, hydroxyethylcellulose (HEC), hydroxypropylcellulose (HPC), hydroxypropyl
methyl cellulose (HPMC); microcrystalline celluloses, such as AVICEL®-PH-101, AVICEL®-
PH-103, AVICEL® RC-581, AVICEL®-PH-105 (FMC Corp., Marcus Hook, PA); and
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mixtures thereof. Suitable fillers include, but are not limited to, talc, calcium carbonate,
microcrystalline cellulose, powdered cellulose, dextrates, kaolin, mannitol, silicic acid, sorbitol,
starch, pre-gelatinized starch, and mixtures thereof. Binder levels are from about 50% to about
99% by weight in the pharmaceutical compositions provided herein.

[00160] Suitable diluents include, but are not limited to, dicalcium phosphate, calcium sulfate,
lactose, sorbitol, sucrose, inositol, cellulose, kaolin, mannitol, sodium chloride, dry starch, and
powdered sugar.

[00161] Suitable disintegrants include, but are not limited to, agar; bentonite; celluloses, such
as methylcellulose and carboxymethylcellulose; wood products; natural sponge; cation-
exchange resins; alginic acid; gums, such as guar gum and Veegum HV; citrus pulp; cross-
linked celluloses, such as croscarmellose; cross-linked polymers, such as crospovidone; cross-
linked starches; calcium carbonate; microcrystalline cellulose, such as sodium starch glycolate;
polacrilin potassium; starches, such as corn starch, potato starch, tapioca starch, and pre-
gelatinized starch; clays; aligns; and mixtures thereof. The amount of disintegrant in the
pharmaceutical compositions provided herein varies upon the type of formulation, and is readily
discernible to those of ordinary skill in the art. In one aspect, the pharmaceutical compositions
provided herein include from about 0.5 to about 15% or from about 1 to about 5% by weight of
a disintegrant.

[00162] Suitable lubricants include, but are not limited to, calcium stearate; magnesium
stearate; mineral oil; light mineral oil; glycerin; sorbitol; mannitol; glycols, such as glycerol
behenate and polyethylene glycol (PEG); stearic acid; sodium lauryl sulfate; talc; hydrogenated
vegetable oil, including peanut oil, cottonseed oil, sunflower oil, sesame oil, olive oil, corn oil,
and soybean oil; zinc stearate; ethyl oleate; ethyl laureate; agar; starch; lycopodium; silica or
silica gels, such as AEROSIL® 200 (W.R. Grace Co., Baltimore, MD) and CAB-O-SIL" (Cabot
Co. of Boston, MA); and mixtures thereof. In one aspect, the pharmaceutical compositions
provided herein include from about 0.1 to about 5% by weight of a lubricant.

[00163] Suitable glidants include colloidal silicon dioxide, CAB-O-SIL® (Cabot Co. of Boston,
MA), and asbestos-free talc. Coloring agents include any of the approved, certified, water
soluble FD&C dyes, and water insoluble FD&C dyes suspended on alumina hydrate, and color
lakes and mixtures thereof. A color lake is the combination by adsorption of a water-soluble dye
to a hydrous oxide of a heavy metal, resulting in an insoluble form of the dye.

[00164] It should be understood that many carriers and excipients may serve several functions,
even within the same formulation.

[00165] In some embodiments, pharmaceutical compositions for use with the methods

disclosed herein are formulated as compressed tablets, tablet triturates, rapidly dissolving
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tablets, multiple compressed tablets, or enteric-coating tablets, sugar-coated, or film-coated
tablets.

[00166] Enteric-coatings are coatings that resist the action of stomach acid but dissolve or
disintegrate in the intestine.

[00167] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein include an enteric coating(s). Enteric coatings include one or more of the
following: cellulose acetate phthalate; methyl acrylate-methacrylic acid copolymers; cellulose
acetate succinate; hydroxy propyl methyl cellulose phthalate; hydroxy propyl methyl cellulose
acetate succinate (hypromellose acetate succinate); polyvinyl acetate phthalate (PVAP); methyl
methacrylate-methacrylic acid copolymers; methacrylic acid copolymers, cellulose acetate (and
its succinate and phthalate version); styrol maleic acid co-polymers; polymethacrylic
acid/acrylic acid copolymer; hydroxyethyl ethyl cellulose phthalate; hydroxypropyl methyl
cellulose acetate succinate; cellulose acetate tetrahydrophtalate; acrylic resin; shellac.

[00168] An enteric coating is a coating put on a tablet, pill, capsule, pellet, bead, granule,
particle, etc. so that it doesn't dissolve until it reaches the small intestine.

[00169] Sugar-coated tablets are compressed tablets surrounded by a sugar coating, which may
be beneficial in covering up objectionable tastes or odors and in protecting the tablets from
oxidation.

[00170] Film-coated tablets are compressed tablets that are covered with a thin layer or film of
a water-soluble material. Film coatings include, but are not limited to, hydroxyethylcellulose,
sodium carboxymethylcellulose, polyethylene glycol 4000, and cellulose acetate phthalate. Film
coating imparts the same general characteristics as sugar coating. Multiple compressed tablets
are compressed tablets made by more than one compression cycle, including layered tablets, and
press-coated or dry-coated tablets.

[00171] The tablet dosage forms may be prepared from the active ingredient in powdered,
crystalline, or granular forms, alone or in combination with one or more carriers or excipients
described herein, including binders, disintegrants, controlled-release polymers, lubricants,
diluents, and/or colorants. Flavoring and sweetening agents are especially useful in the
formation of chewable tablets and lozenges.

[00172] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are soft or hard capsules, which can be made from gelatin, methylcellulose,
starch, or calcium alginate. The hard gelatin capsule, also known as the dry-filled capsule
(DFC), consists of two sections, one slipping over the other, thus completely enclosing the
active ingredient. The soft elastic capsule (SEC) is a soft, globular shell, such as a gelatin shell,

which is plasticized by the addition of glycerin, sorbitol, or a similar polyol. The capsules may
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also be coated as known by those of skill in the art in order to modify or sustain dissolution of
the active ingredient.

[00173] Coloring and flavoring agents can be used in all of the above dosage forms.

[00174] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are formulated as immediate or modified release dosage forms, including
delayed-, sustained, pulsed-, controlled, targeted-, and programmed-release forms.

[00175] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are in the form of immediate or modified release dosage forms, including
delayed-, sustained, pulsed-, controlled, targeted-, and programmed-release forms.

Controlled Release

[00176] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are in the form of a controlled release dosage form. As used herein, the term
“controlled release” refers to a dosage form in which the rate or place of release of the active
ingredient(s) is different from that of an immediate dosage form when orally administered.
Controlled release dosage forms include delayed-, extended-, prolonged-, sustained-, pulsatile-,
modified -, targeted-, programmed-release. The pharmaceutical compositions in controlled
release dosage forms are prepared using a variety of modified release devices and methods
known to those skilled in the art, including, but not limited to, matrix controlled release devices,
osmotic controlled release devices, multiparticulate controlled release devices, ion-exchange
resins, enteric coatings, multilayered coatings, and combinations thereof. The release rate of the
active ingredient(s) can also be modified by varying the particle sizes.

[00177] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are formulated to provide a controlled release of an active agent (e.g.
abexinostat, a salt of abexinostat, pazopanib, and/or a salt of pazopanib), or a pharmaceutically
acceptable salt thercof.

[00178] In contrast to immediate release compositions, controlled release compositions allow
delivery of an agent to a human over an extended period of time according to a predetermined
profile. Such release rates can provide therapeutically effective levels of agent for an extended
period of time and thereby provide a longer period of pharmacologic response. Such longer
periods of response provide for many inherent benefits that are not achieved with the
corresponding short acting, immediate release preparations. In some embodiments, controlled
release compositions provide therapeutically effective levels of the HDAC inhibitor (e.g.
abexinostat) for an extended period of time and thereby provide a longer period of

pharmacologic response.
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[00179] In some embodiments, the solid dosage forms described herein can be formulated as
enteric coated delayed release oral dosage forms, i.e., as an oral dosage form of a pharmaceutical
composition as described herein which utilizes an enteric coating to affect release in the small
intestine of the gastrointestinal tract. The enteric coated dosage form is a compressed or molded
or extruded tablet/mold (coated or uncoated) containing granules, powder, pellets, beads or
particles of the active ingredient and/or other composition components, which are themselves
coated or uncoated. In one aspect, the enteric coated oral dosage form may is a capsule (coated
or uncoated) containing pellets, beads or granules of the solid carrier or the composition, which
are themselves coated or uncoated.

[00180] The term "delayed release” as used herein refers to the delivery so that the release can
be accomplished at some generally predictable location in the intestinal tract more distal to that
which would have been accomplished if there had been no delayed release alterations. In some
embodiments the method for delay of release is coating. Any coatings should be applied to a
sufficient thickness such that the entire coating does not dissolve in the gastrointestinal fluids at
pH below about 5, but does dissolve at pH about 5 and above. It is expected that any anionic
polymer exhibiting a pH-dependent solubility profile can be used as an enteric coating in the
practice of the present invention to achieve delivery to the lower gastrointestinal tract. In some
embodiments the polymers for use in the present invention are anionic carboxylic polymers. In
other embodiments, the polymers and compatible mixtures thereof, and some of their properties,
include, but are not limited to:

[00181] Shellac, also called purified lac. This coating dissolves in media of pH >7;

[00182] Acrylic polymers. The performance of acrylic polymers (primarily their solubility in
biological fluids) can vary based on the degree and type of substitution. Examples of suitable
acrylic polymers include methacrylic acid copolymers and ammonio methacrylate copolymers.
The Eudragit series E, L, R, S, RL, RS and NE (Rohm Pharma) are available as solubilized in
organic solvent, aqueous dispersion, or dry powders. The Eudragit series RL, NE, and RS are
insoluble in the gastrointestinal tract but are permeable and are used primarily for colonic
targeting. The Eudragit series E dissolve in the stomach. The Eudragit series L, L-30D and S are
insoluble in stomach and dissolve in the intestine;

[00183] Cellulose Derivatives. Examples of suitable cellulose derivatives are: ethyl cellulose;
reaction mixtures of partial acetate esters of cellulose with phthalic anhydride. The performance
can vary based on the degree and type of substitution. Cellulose acetate phthalate (CAP)
dissolves in pH >6. Aquateric (FMC) is an aqueous based system and is a spray dried CAP
psuedolatex with particles <I pm. Other components in Aquateric can include pluronics,

Tweens, and acetylated monoglycerides. Other suitable cellulose derivatives include: cellulose
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acetate trimellitate (Eastman); methylcellulose (Pharmacoat, Methocel); hydroxypropylmethyl
cellulose phthalate (HPMCP); hydroxypropylmethyl cellulose succinate (HPMCS); and
hydroxypropylmethylcellulose acetate succinate (e.g., AQOAT (Shin Etsu)). The performance
can vary based on the degree and type of substitution. For example, HPMCP such as, HP-50,
HP-55, HP-55S, HP-55F grades are suitable. The performance can vary based on the degree and
type of substitution. For example, suitable grades of hydroxypropylmethylcellulose acetate
succinate include, but are not limited to, AS-LG (LF), which dissolves at pH 5, AS-MG (MF),
which dissolves at pH 5.5, and AS-HG (HF), which dissolves at higher pH. These polymers are
offered as granules, or as fine powders for aqueous dispersions;

[00184] Poly Vinyl Acetate Phthalate (PVAP). PVAP dissolves in pH >5, and it is much less
permeable to water vapor and gastric fluids.

[00185] In some embodiments, the coating can, and usually does, contain a plasticizer and
possibly other coating excipients such as colorants, talc, and/or magnesium stearate, which are
well known in the art. Suitable plasticizers include triethyl citrate (Citroflex 2), triacetin
(glyceryl triacetate), acetyl triethyl citrate (Citroflec A2), Carbowax 400 (polyethylene glycol
400), diethyl phthalate, tributyl citrate, acetylated monoglycerides, glycerol, fatty acid esters,
propylene glycol, and dibutyl phthalate. In particular, anionic carboxylic acrylic polymers
usually will contain 10-25% by weight of a plasticizer, especially dibutyl phthalate,
polyethylene glycol, triethyl citrate and triacetin. Conventional coating techniques such as spray
or pan coating are employed to apply coatings. The coating thickness must be sufficient to
ensure that the oral dosage form remains intact until the desired site of topical delivery in the
intestinal tract is reached.

[00186] Colorants, detackifiers, surfactants, antifoaming agents, lubricants (e.g., carnuba wax
or PEG) may be added to the coatings besides plasticizers to solubilize or disperse the coating
material, and to improve coating performance and the coated product.

[00187] A particularly suitable methacrylic copolymer is Eudragit L®, particularly L-30D®
and Eudragit 100-55®, manufactured by Rohm Pharma, Germany. In Eudragit L-30D®, the
ratio of free carboxyl groups to ester groups is approximately 1:1. Further, the copolymer is
known to be insoluble in gastrointestinal fluids having pH below 5.5, generally 1.5-5.5, i.e., the
pH generally present in the fluid of the upper gastrointestinal tract, but readily soluble or
partially soluble at pH above 5.5, i.¢., the pH values present in the small intestine.

[00188] In some embodiments, materials include shellac, acrylic polymers, cellulosic
derivatives, polyvinyl acetate phthalate, and mixtures thereof. In other embodiments, materials
include Eudragit® series E, L, RL, RS, NE, L, L300, S, 100-55, cellulose acetate phthalate,

Aquateric, cellulose acetate trimellitate, ethyl cellulose, hydroxypropyl methyl cellulose
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phthalate, hydroxypropyl methyl cellulose acetate succinate, poly vinyl acetate phthalate, and
Cotteric.

[00189] For some types of drugs, it is preferred to release the drug in "pulses,"” wherein a single
dosage form provides for an initial dose of drug followed by a release-free interval, after which a
second dose of drug is released, followed by one or more additional release-free intervals and
drug release "pulses." Alternatively, no drug is released for a period of time after administration
of the dosage form, after which a dose of drug is released, followed by one or more additional
release-free intervals and drug release "pulses.”

[00190] Pulsatile drug delivery is useful, for example, with active agents that have short half-
lives are administered two or three times daily, with active agents that are extensively
metabolized presystemically, and with active agents that should maintain certain plasma levels
in order have optimized pharmacodynamic effects.

[00191] A pulsatile dosage form is capable of providing one or more immediate release pulses
at predetermined time points after a controlled lag time or at specific sites. Pulsatile dosage
forms including the formulations described herein, which include an HDAC inhibitor (e.g.
abexinostat), or a pharmaceutically acceptable salt thereof, is administered using a variety of
pulsatile formulations that have been described. For example, such formulations include, but are
not limited to, those described in U.S. Pat. Nos. 5,011,692, 5,017,381, 5,229,135, 5,840,329,
4,871,549, 5,260,068, 5,260,069, 5,508,040, 5,567,441 and 5,837,284. In one embodiment, the
controlled release dosage form is pulsatile release solid oral dosage form including at least two
groups of particles, (i.e. multiparticulate) each containing the formulation described herein. The
first group of particles provides a substantially immediate dose of an HDAC inhibitor (e.g.
abexinostat), or a pharmaceutically acceptable salt thereof, upon ingestion by a mammal. The
first group of particles can be either uncoated or include a coating and/or sealant. The second
group of particles includes coated particles, which includes from about 2% to about 75%,
preferably from about 2.5% to about 70%, and more preferably from about 40% to about 70%,
by weight of the total dose of an HDAC inhibitor (e.g. abexinostat), or a pharmaceutically
acceptable salt thereof, in said formulation, in admixture with one or more binders. The coating
includes a pharmaceutically acceptable ingredient in an amount sufficient to provide a delay of
from about 2 hours to about 7 hours following ingestion before release of the second dose.
Suitable coatings include one or more differentially degradable coatings such as, by way of
example only, pH sensitive coatings (enteric coatings) such as acrylic resins (e.g., Eudragit®
EPO, Eudragit® L30D-55, Eudragit® FS 30D Eudragit® L100-55, Eudragit® 1100, Eudragit®
$100, Eudragit® RD100, Eudragit® E100, Eudragit® L12.5, Eudragit® S12.5, and Eudragit®
NE30D, Eudragit® NE 40D) either alone or blended with cellulose derivatives, ¢.g.,
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cthylcellulose, or non-enteric coatings having variable thickness to provide differential release
of the formulation that includes an HDAC inhibitor (e.g. abexinostat), or a pharmaceutically
acceptable salt thercof.

Multiparticulate Controlled Release Devices

[00192] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are multiparticulate controlled release devices, which include a multiplicity of
particles, granules, or pellets, ranging from about 10 um to about 3 mm, about 50 um to about
2.5 mm, or from about 100 um to about 1 mm in diameter. Such multiparticulates are made by
wet-granulation, dry-granulation, extrusion/spheronization, roller-compaction, melt-congealing,
by spray-coating seed cores, and combinations thereof. See, for example, Multiparticulate Oral
Drug Delivery; Marcel Dekker: 1994; and Pharmaceutical Pelletization Technology; Marcel
Dekker: 1989.

[00193] Other excipients or carriers as described herein are blended with the pharmaceutical
compositions to aid in processing and forming the multiparticulates. The resulting particles may
themselves constitute the multiparticulate device or may be coated by various film-forming
materials, such as enteric polymers, water-swellable, and water-soluble polymers. The
multiparticulates can be further processed as a capsule or a tablet.

[00194] Intestinal protective drug absorption system (IPDAS) is a multiparticulate tablet
technology that consists of high density controlled release beads that are compressed into a
tablet form. The beads may be manufactured by techniques such as extrusion spheronization and
controlled release can be achieved with the use of different polymer systems to coat the resultant
beads. Alternatively, the drug can also be coated onto an inert carrier such as non-pareil seeds to
produce instant release multiparticulates. Controlled release can be achieved by the formation of
a polymeric membrane onto these instant release multparticulates. Once an IPDAS tablet is
ingested, it rapidly disintegrates and disperses beads containing the drug in the stomach which
subsequently pass into the duodenum and along the gastrointestinal tract in a controlled and
gradual manner, independent of the feeding state. Release of active ingredient from the
multiparticulates occurs through a process of diffusion either through the polymeric membrane
and /or the micro matrix of the polymer/active ingredient formed in the extruded/spheronized
multiparticulates. The intestinal protection of IPDAS is by virtue of the multiparticulate nature
of the formulation which ensures wide dispersion of drug throughout the gastrointestinal tract.
[00195] Spheroidal oral drug absorption system (SODAS) is a multiparticulate technology that
enables the production of customized dosage forms and responds directly to individual drug
candidate needs. It can provide a number of tailored drugs release profiles including immediate

release of drug followed by sustained release to give rise to a fast onset of action which is
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maintained for at least 12 hours. Alternatively, the opposite scenario can be achieved where drug
release is delayed for a number of hours.

[00196] Programmable oral drug absorption system (PRODAS) is presented as a number of
mini tablets contained in hard gelatin capsule. It thus combines the benefits of tableting
technology within a capsule. It is possible to incorporate many different minitablets, each one
formulated individually and programmed to release drug at different sites within the
gastrointestinal tract. These combinations may include immediate release, delayed release,
and/or controlled release mini tablets. It is also possible to incorporate mini tablets of different
sizes so that high drug loading is possible. Their size ranges usually from 1.5-4 mm in diameter.
[00197] Many other types of controlled release systems known to those of ordinary skill in the
art and are suitable for use with the formulations described herein. Examples of such delivery
systems include, e.g., polymer-based systems, such as polylactic and polyglycolic acid,
plyanhydrides and polycaprolactone; porous matrices, nonpolymer-based systems that are lipids,
including sterols, such as cholesterol, cholesterol esters and fatty acids, or neutral fats, such as
mono-, di- and triglycerides; hydrogel release systems; silastic systems; peptide-based systems;
wax coatings, bioerodible dosage forms, compressed tablets using conventional binders and the
like. See, e.g., Liberman et al., Pharmaceutical Dosage Forms, 2 Ed., Vol. 1, pp. 209-214
(1990); Singh et al., Encyclopedia of Pharmaceutical Technology, 2™ Ed., pp. 751-753 (2002);
U.S. Pat. Nos. 4,327,725, 4,624,848, 4,968,509, 5,461,140, 5,456,923, 5,516,527, 5,622,721,
5,686,105, 5,700,410, 5,977,175, 6,465,014 and 6,932,983.

Matrix Controlled Release Devices

[00198] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are in a modified release dosage form that is fabricated using a matrix
controlled release device known to those skilled in the art (see, Takada et al in “Encyclopedia of
Controlled Drug Delivery,” Vol. 2, Mathiowitz ed., Wiley, 1999).

[00199] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are formulated using an erodible matrix device, which is water-swellable,
erodible, or soluble polymers, including synthetic polymers, and naturally occurring polymers
and derivatives, such as polysaccharides and proteins.

[00200] Materials useful in forming an erodible matrix include, but are not limited to, chitin,
chitosan, dextran, and pullulan; gum agar, gum arabic, gum karaya, locust bean gum, gum
tragacanth, carrageenans, gum ghatti, guar gum, xanthan gum, and scleroglucan; starches, such
as dextrin and maltodextrin; hydrophilic colloids, such as pectin; phosphatides, such as lecithin;
alginates; propylene glycol alginate; gelatin; collagen; and cellulosics, such as ethyl cellulose

(EC), methylethyl cellulose (MEC), carboxymethyl cellulose (CMC), CMEC, hydroxyethyl
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cellulose (HEC), hydroxypropyl cellulose (HPC), cellulose acetate (CA), cellulose propionate
(CP), cellulose butyrate (CB), cellulose acetate butyrate (CAB), CAP, CAT, hydroxypropyl
methyl cellulose (HPMC), HPMCP, HPMCAS, hydroxypropyl methyl cellulose acetate
trimellitate (HPMCAT), and ethylhydroxy ethylcellulose (EHEC); polyvinyl pyrrolidone;
polyvinyl alcohol; polyvinyl acetate; glycerol fatty acid esters; polyacrylamide; polyacrylic acid;
copolymers of ethacrylic acid or methacrylic acid (EUDRAGIT®, Rohm America, Inc.,
Piscataway, NJ); poly(2-hydroxyethyl-methacrylate); polylactides; copolymers of L-glutamic
acid and ethyl-L-glutamate; degradable lactic acid-glycolic acid copolymers; poly-D-(-)-3-
hydroxybutyric acid; and other acrylic acid derivatives, such as homopolymers and copolymers
of butylmethacrylate, methylmethacrylate, ethylmethacrylate, ethylacrylate, (2-
dimethylaminoethyl)methacrylate, and (trimethylaminoethyl)methacrylate chloride.

[00201] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are formulated with a non-erodible matrix device. The active ingredient(s) is
dissolved or dispersed in an inert matrix and is released primarily by diffusion through the inert
matrix once administered. Materials suitable for use as a non-erodible matrix device included,
but are not limited to, insoluble plastics, such as polyethylene, polypropylene, polyisoprene,
polyisobutylene, polybutadiene, polymethylmethacrylate, polybutylmethacrylate, chlorinated
polyethylene, polyvinylchloride, methyl acrylate-methyl methacrylate copolymers, ethylene-
vinylacetate copolymers, ethylene/propylene copolymers, ethylene/ethyl acrylate copolymers,
vinylchloride copolymers with vinyl acetate, vinylidene chloride, ethylene and propylene,
ionomer polyethylene terephthalate, butyl rubber epichlorohydrin rubbers, ethylene/vinyl
alcohol copolymer, ethylene/vinyl acetate/vinyl alcohol terpolymer, and
ethylene/vinyloxyethanol copolymer, polyvinyl chloride, plasticized nylon, plasticized
polyethyleneterephthalate, natural rubber, silicone rubbers, polydimethylsiloxanes, silicone
carbonate copolymers, and ; hydrophilic polymers, such as ethyl cellulose, cellulose acetate,
crospovidone, and cross-linked partially hydrolyzed polyvinyl acetate,; and fatty compounds,
such as carnauba wax, microcrystalline wax, and triglycerides.

[00202] In a matrix controlled release system, the desired release kinetics can be controlled, for
example, via the polymer type employed, the polymer viscosity, the particle sizes of the polymer
and/or the active ingredient(s), the ratio of the active ingredient(s) versus the polymer, and other
excipients or carriers in the compositions.

[00203] In one aspect, modified release dosage forms are prepared by methods known to those
skilled in the art, including direct compression, dry or wet granulation followed by compression,

melt-granulation followed by compression.
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[00204] In some embodiments, a matrix controlled release system includes an enteric coating
so that no drug is released in the stomach.

Osmotic Controlled Release Devices

[00205] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are fabricated using an osmotic controlled release device, including one-
chamber system, two-chamber system, asymmetric membrane technology (AMT), and extruding
core system (ECS). In general, such devices have at least two components: (a) the core which
contains the active ingredient(s); and (b) a semipermeable membrane with at least one delivery
port, which encapsulates the core. The semipermeable membrane controls the influx of water to
the core from an aqueous environment of use so as to cause drug release by extrusion through
the delivery port(s).

[00206] In addition to the active ingredient(s), the core of the osmotic device optionally
includes an osmotic agent, which creates a driving force for transport of water from the
environment of use into the core of the device. One class of osmotic agents water-swellable
hydrophilic polymers, which are also referred to as “osmopolymers” and “hydrogels,” including,
but not limited to, hydrophilic vinyl and acrylic polymers, polysaccharides such as calcium
alginate, polyethylene oxide (PEO), polyethylene glycol (PEG), polypropylene glycol (PPG),
poly(2-hydroxyethyl methacrylate), poly(acrylic) acid, poly(methacrylic) acid,
polyvinylpyrrolidone (PVP), crosslinked PVP, polyvinyl alcohol (PVA), PVA/PVP copolymers,
PVA/PVP copolymers with hydrophobic monomers such as methyl methacrylate and vinyl
acetate, hydrophilic polyurethanes containing large PEO blocks, sodium croscarmellose,
carrageenan, hydroxyethyl cellulose (HEC), hydroxypropyl cellulose (HPC), hydroxypropyl
methyl cellulose (HPMC), carboxymethyl cellulose (CMC) and carboxyethyl, cellulose (CEC),
sodium alginate, polycarbophil, gelatin, xanthan gum, and sodium starch glycolate.

[00207] The other class of osmotic agents are osmogens, which are capable of imbibing water
to affect an osmotic pressure gradient across the barrier of the surrounding coating. Suitable
osmogens include, but are not limited to, inorganic salts, such as magnesium sulfate, magnesium
chloride, calcium chloride, sodium chloride, lithium chloride, potassium sulfate, potassium
phosphates, sodium carbonate, sodium sulfite, lithium sulfate, potassium chloride, and sodium
sulfate; sugars, such as dextrose, fructose, glucose, inositol, lactose, maltose, mannitol,
raffinose, sorbitol, sucrose, trehalose, and xylitol,; organic acids, such as ascorbic acid, benzoic
acid, fumaric acid, citric acid, maleic acid, sebacic acid, sorbic acid, adipic acid, edetic acid,
glutamic acid, p-tolunesulfonic acid, succinic acid, and tartaric acid; urea; and mixtures thereof.
[00208] Osmotic agents of different dissolution rates may be employed to influence how

rapidly the active ingredient(s) is initially delivered from the dosage form. For example,
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amorphous sugars, such as Mannogeme EZ (SPI Pharma, Lewes, DE) can be used to provide
faster delivery during the first couple of hours to promptly produce the desired therapeutic
effect, and gradually and continually release of the remaining amount to maintain the desired
level of therapeutic or prophylactic effect over an extended period of time. In this case, the
active ingredient(s) is released at such a rate to replace the amount of the active ingredient
metabolized and excreted.

[00209] The core may also include a wide variety of other excipients and carriers as described
herein to enhance the performance of the dosage form or to promote stability or processing.
[00210] Materials useful in forming the semi-permeable membrane include various grades of
acrylics, vinyls, ethers, polyamides, polyesters, and cellulosic derivatives that are water-
permeable and water-insoluble at physiologically relevant pHs, or are susceptible to being
rendered water-insoluble by chemical alteration, such as crosslinking. Examples of suitable
polymers useful in forming the coating, include plasticized, unplasticized, and reinforced
cellulose acetate (CA), cellulose diacetate, cellulose triacetate, CA propionate, cellulose nitrate,
cellulose acetate butyrate (CAB), CA ethyl carbamate, CAP, CA methyl carbamate, CA
succinate, cellulose acetate trimellitate (CAT), CA dimethylaminoacetate, CA ethyl carbonate,
CA chloroacetate, CA ethyl oxalate, CA methyl sulfonate, CA butyl sulfonate, CA p-toluene
sulfonate, agar acetate, amylose triacetate, beta glucan acetate, beta glucan triacetate,
acetaldehyde dimethyl acetate, triacetate of locust bean gum, hydroxylated ethylene-
vinylacetate, EC, PEG, PPG, PEG/PPG copolymers, PVP, HEC, HPC, CMC, CMEC, HPMC,
HPMCP, HPMCAS, HPMCAT, poly(acrylic) acids and esters and poly-(methacrylic) acids and
esters and copolymers thereof, starch, dextran, dextrin, chitosan, collagen, gelatin, polyalkenes,
polyethers, polysulfones, polyethersulfones, polystyrenes, polyvinyl halides, polyvinyl esters
and ethers, natural waxes, and synthetic waxes.

[00211] Semi-permeable membrane may also be a hydrophobic microporous membrane,
wherein the pores are substantially filled with a gas and are not wetted by the aqueous medium
but are permeable to water vapor, as disclosed in U.S. Pat. No. 5,798,119. Such hydrophobic but
water-vapor permeable membrane are typically composed of hydrophobic polymers such as
polyalkenes, polyethylene, polypropylene, polytetrafluoroethylene, polyacrylic acid derivatives,
polyethers, polysulfones, polyethersulfones, polystyrenes, polyvinyl halides, polyvinylidene
fluoride, polyvinyl esters and ethers, natural waxes, and synthetic waxes.

[00212] The delivery port(s) on the semi-permeable membrane may be formed post-coating by
mechanical or laser drilling. Delivery port(s) may also be formed in situ by erosion of a plug of

water-soluble material or by rupture of a thinner portion of the membrane over an indentation in
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the core. In addition, delivery ports may be formed during coating process, as in the case of
asymmetric membrane coatings of the type disclosed in U.S. Pat. Nos. 5,612,059 and 5,698,220.
[00213] The total amount of the active ingredient(s) released and the release rate can
substantially by modulated via the thickness and porosity of the semi-permeable membrane, the
composition of the core, and the number, size, and position of the delivery ports.

[00214] The pharmaceutical compositions in an osmotic controlled-release dosage form may
further comprise additional conventional excipients or carriers as described herein to promote
performance or processing of the formulation.

[00215] The osmotic controlled-release dosage forms can be prepared according to
conventional methods and techniques known to those skilled in the art (see, Remington: The
Science and Practice of Pharmacy, supra; Santus and Baker, .J. Controlled Release 1995, 35, 1-
21; Verma et al., Drug Development and Industrial Pharmacy 2000, 26, 695-708; Verma et al.,
J. Controlled Release 2002, 79, 7-27).

[00216] In other embodiments, pharmaceutical compositions provided herein are formulated as
AMT controlled-release dosage form, which comprises an asymmetric osmotic membrane that
coats a core comprising the active ingredient(s) and other pharmaceutically acceptable
excipients or carriers. See U.S. Pat. No. 5,612,059 and WO 2002/17918. The AMT controlled-
release dosage forms can be prepared according to conventional methods and techniques known
to those skilled in the art, including direct compression, dry granulation, wet granulation, and a
dip-coating method.

[00217] In certain embodiments, the pharmaceutical compositions provided herein are
formulated as ESC controlled-release dosage form, which comprises an osmotic membrane that
coats a core comprising the active ingredient(s), a hydroxylethyl cellulose, and other
pharmaceutically acceptable excipients or carriers.

Multilayered tablets

[00218] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are in the form of a multilayered tablet. Multilayered tablets include an inert
core, onto which is applied a layered of drug (plus optional excipients), followed by an enteric
coating. A second layer of drug is applied onto the first enteric coating followed by a second
enteric coating on the second layer of drug. The enteric coatings should ensure that the release of
drug from each layer is separated in time by at least 3-6 hours.

Immediate Release

[00219] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are immediate release dosage form capable of releasing not less than 75 % of

the therapeutically active ingredient or combination and/or meet the disintegration or dissolution
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requirements for immediate release tablets of the particular therapeutic agents or combination
included in the tablet core, as set forth in USP XXII, 1990 (The United States Pharmacopeia.).
Immediate release pharmaceutical compositions include capsules, tablets, oral solutions,
powders, beads, pellets, particles, and the like.

Parenteral Administration

[00220] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are administered parenterally by injection, infusion, or implantation, for local or
systemic administration. Parenteral administration, as used herein, include intravenous,
intraarterial, intraperitoneal, intrathecal, intraventricular, intraurethral, intrasternal, intracranial,
intramuscular, intrasynovial, and subcutaneous administration.

[00221] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are formulated in any dosage forms that are suitable for parenteral
administration, including solutions, suspensions, emulsions, micelles, liposomes, microspheres,
nanosystems, and solid forms suitable for solutions or suspensions in liquid prior to injection.
Such dosage forms can be prepared according to conventional methods known to those skilled in
the art of pharmaceutical science (see, Remington: The Science and Practice of Pharmacy,
supra).

[00222] The pharmaceutical compositions intended for parenteral administration may include
one or more pharmaceutically acceptable carriers and excipients, including, but not limited to,
aqueous vehicles, water-miscible vehicles, non-aqueous vehicles, antimicrobial agents or
preservatives against the growth of microorganisms, stabilizers, solubility enhancers, isotonic
agents, buffering agents, antioxidants, local anesthetics, suspending and dispersing agents,
wetting or emulsifying agents, complexing agents, sequestering or chelating agents,
cryoprotectants, lyoprotectants, thickening agents, pH adjusting agents, and inert gases.
[00223] Suitable aqueous vehicles include, but are not limited to, water, saline, physiological
saline or phosphate buffered saline (PBS), sodium chloride injection, Ringers injection, isotonic
dextrose injection, sterile water injection, dextrose and lactated Ringers injection. Non-aqueous
vehicles include, but are not limited to, fixed oils of vegetable origin, castor oil, corn oil,
cottonseed oil, olive oil, peanut oil, peppermint oil, safflower oil, sesame oil, soybean oil,
hydrogenated vegetable oils, hydrogenated soybean oil, and medium-chain triglycerides of
coconut oil, and palm seed oil. Water-miscible vehicles include, but are not limited to, ethanol,
1,3-butanediol, liquid polyethylene glycol (e.g., polyethylene glycol 300 and polyethylene
glycol 400), propylene glycol, glycerin, N-methyl-2-pyrrolidone, dimethylacetamide, and
dimethylsulfoxide.
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[00224] Suitable antimicrobial agents or preservatives include, but are not limited to, phenols,
cresols, mercurials, benzyl alcohol, chlorobutanol, methyl and propyl p-hydroxybenzates,
thimerosal, benzalkonium chloride, benzethonium chloride, methyl- and propyl-parabens, and
sorbic acid. Suitable isotonic agents include, but are not limited to, sodium chloride, glycerin,
and dextrose. Suitable buffering agents include, but are not limited to, phosphate and citrate.
Suitable antioxidants are those as described herein, including bisulfite and sodium metabisulfite.
Suitable local anesthetics include, but are not limited to, procaine hydrochloride. Suitable
suspending and dispersing agents are those as described herein, including sodium
carboxymethylcelluose, hydroxypropyl methylcellulose, and polyvinylpyrrolidone. Suitable
emulsifying agents include those described herein, including polyoxyethylene sorbitan
monolaurate, polyoxyethylene sorbitan monooleate 80, and triethanolamine oleate. Suitable
sequestering or chelating agents include, but are not limited to EDTA. Suitable pH adjusting
agents include, but are not limited to, sodium hydroxide, hydrochloric acid, citric acid, and lactic
acid. Suitable complexing agents include, but are not limited to, cyclodextrins, including a-
cyclodextrin, B-cyclodextrin, hydroxypropyl-B-cyclodextrin, sulfobutylether-B-cyclodextrin, and
sulfobutylether 7-3-cyclodextrin (CAPTISOL®, CyDex, Lenexa, KS).

[00225] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are formulated for single or multiple dosage administration. The single dosage
formulations are packaged in an ampule, a vial, or a syringe. The multiple dosage parenteral
formulations must contain an antimicrobial agent at bacteriostatic or fungistatic concentrations.
All parenteral formulations must be sterile, as known and practiced in the art.

[00226] In some embodiments, pharmaceutical compositions for use with the methods
disclosed herein are provided as ready-to-use sterile solutions. In some embodiments,
pharmaceutical compositions for use with the methods disclosed herein are provided as sterile
dry soluble products, including lyophilized powders and hypodermic tablets, to be reconstituted
with a vehicle prior to use. In yet another embodiment, pharmaceutical compositions for use
with the methods disclosed herein are provided as ready-to-use sterile suspensions. In yet
another embodiment, pharmaceutical compositions for use with the methods disclosed herein are
provided as sterile dry insoluble products to be reconstituted with a vehicle prior to use. In still
another embodiment, pharmaceutical compositions for use with the methods disclosed herein are
provided as ready-to-use sterile emulsions.

Cancers

[00227] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness
of an antiangiogenic agent in an individual in need thereof, comprising co-administering to the

individual (a) a cycle of abexinostat, or a salt thereof; and (b) an antiangiogenic agent. In some



WO 2013/123413 PCT/US2013/026462
54

embodiments, the antiangiogenic agent is pazopanib or a salt thereof. In some embodiments, the
method reduces resistance to the antiangiogenic agent; delays the development of resistance to
the antiangiogenic agent; delays the onset of the cancer becoming refractory to the
antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent; allows use of the
antiangiogenic agent in the treatment of cancers that generally develop, or have developed,
resistance to the antiangiogenic agent; increases patient response to the antiangiogenic agent;
increases cellular response to the antiangiogenic agent; decreases the effective dosage of the
antiangiogenic agent; or any combination thereof.

[00228] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness
of pazopanib, or a salt thereof, in an individual in need thereof, comprising co-administering to
the individual (a) a cycle of abexinostat, or a salt thereof; and (b) pazopanib, or a salt thereof. In
some embodiments, the method reduces resistance to pazopanib, or a salt thereof; delays the
development of resistance to pazopanib, or a salt thereof; delays the onset of the cancer
becoming refractory to pazopanib, or a salt thereof; prolongs the usefulness of pazopanib, or a
salt thereof; allows use of pazopanib, or a salt thereof, in the treatment of cancers that generally
develop, or have developed, resistance to pazopanib, or a salt thereof; increases patient response
to pazopanib, or a salt thereof; increases cellular response to pazopanib, or a salt thereof;
decreases the effective dosage of pazopanib, or a salt thereof; or any combination thereof.
[00229] Additionally disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of abexinostate, or a salt thereof; and (b) an antiangiogenic
agent. In some embodiments, the antiangiogenic agent is pazopanib, or a salt thereof. In some
embodiments, the method reduces resistance to the antiangiogenic agent; delays the
development of resistance to the antiangiogenic agent; delays the onset of the cancer becoming
refractory to the antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent;
allows use of the antiangiogenic agent in the treatment of cancers that generally develop, or have
developed, resistance to the antiangiogenic agent; increases patient response to the
antiangiogenic agent; increases cellular response to the antiangiogenic agent; decreases the
effective dosage of the antiangiogenic agent; or any combination thereof.

[00230] Further disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of abexinostate, or a salt thereof; and (b) pazopanib, or a
salt thereof. In some embodiments, the method reduces resistance to pazopanib, or a salt thereof;
delays the development of resistance to pazopanib, or a salt thercof; delays the onset of the
cancer becoming refractory to pazopanib, or a salt thereof; prolongs the usefulness of pazopanib,
or a salt thereof; allows use of pazopanib, or a salt thereof, in the treatment of cancers that

generally develop, or have developed, resistance to pazopanib, or a salt thereof; increases patient
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response to pazopanib, or a salt thereof; increases cellular response to pazopanib, or a salt
thereof; decreases the effective dosage of pazopanib, or a salt thereof; or any combination
thereof.

[00231] In some embodiments, the methods disclosed herein are used in the treatment of cancer
in a human. In some embodiments, the methods disclosed herein are used in the treatment of a
hematological cancer in a human. In some embodiments, the methods disclosed herein are used
in the treatment of a solid tumor in a human.

[00232] Hematological cancers include cancers of the blood or bone marrow, such as leukemia
or lymphoma.

[00233] A lymphoma is a cancer that begins in cells of the immune system. There are two basic
categories of lymphomas. One kind is Hodgkin lymphoma, which is marked by the presence of a
type of cell called the Reed-Sternberg cell. The other category is non-Hodgkin lymphomas,
which includes a large, diverse group of cancers of immune system cells. Non-Hodgkin
lymphomas can be further divided into cancers that have an indolent (slow-growing) course and
those that have an aggressive (fast-growing) course.

[00234] A leukemia is a cancer that starts in blood-forming tissue such as the bone marrow and
causes large numbers of blood cells to be produced and enter the bloodstream.

[00235] In one aspect, the cancer is a solid tumor or a lymphoma or leukemia. In one aspect,
the cancer is a carcinoma, a sarcoma, a lymphoma, a leukemia, a germ cell tumor, a blastic
tumor or blastoma.

[00236] In some embodiments, the methods disclosed herein are used in the treatment of a solid
tumor. In some embodiments, the methods disclosed herein are used in the treatment of a
metstatic solid tumor. In some embodiments, the methods disclosed herein are used in the
treatment of an advanced solid tumor.

[00237] In some embodiments, the methods disclosed herein are used in the treatment of a
sarcoma.

[00238] In some embodiments, the methods disclosed herein are used in the treatment of a
cancer selected from: Cardiac: sarcoma (angiosarcoma, fibrosarcoma, rhabdomyosarcoma,
liposarcoma), myxoma, rhabdomyoma, fibroma, lipoma and teratoma; Lung: bronchogenic
carcinoma (squamous cell, undifferentiated small cell, undifferentiated large cell,
adenocarcinoma), alveolar (bronchiolar) carcinoma, bronchial adenoma, sarcoma, lymphoma,
chondromatous hamartoma, mesothelioma; Gastrointestinal: esophagus (squamous cell
carcinoma, adenocarcinoma, leiomyosarcoma, lymphoma), stomach (carcinoma, lymphoma,
leiomyosarcoma), pancreas (ductal adenocarcinoma, insulinoma, glucagonoma, gastrinoma,

carcinoid tumors, vipoma), small bowel (adenocarcinoma, lymphoma, carcinoid tumors,
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Karposi's sarcoma, leiomyoma, hemangioma, lipoma, neurofibroma, fibroma), large bowel
(adenocarcinoma, tubular adenoma, villous adenoma, hamartoma, leiomyoma); Genitourinary
tract: kidney (adenocarcinoma, Wilm's tumor [nephroblastoma], lymphoma, leukemia), bladder
and urethra (squamous cell carcinoma, transitional cell carcinoma, adenocarcinoma), prostate
(adenocarcinoma, sarcoma), testis (seminoma, teratoma, embryonal carcinoma, teratocarcinoma,
choriocarcinoma, sarcoma, interstitial cell carcinoma, fibroma, fibroadenoma, adenomatoid
tumors, lipoma); Liver: hepatoma (hepatocellular carcinoma), cholangiocarcinoma,
hepatoblastom, angiosarcoma, hepatocellular adenoma, hemangioma; Bone: osteogenic sarcoma
(osteosarcoma), fibrosarcoma, malignant fibrous histiocytoma, chondrosarcoma, Ewing's
sarcoma, malignant lymphoma (reticulum cell sarcoma), multiple myeloma, malignant giant cell
tumor, chordoma, osteochronfroma (osteocartilaginous exostoses), benign chondroma,
chondroblastoma, chondromyxofibroma, osteoid osteoma and giant cell tumors; Nervous
system: skull (osteoma, hemangioma, granuloma, xanthoma, osteitis deformans), meninges
(meningioma, meningiosarcoma, gliomatosis), brain (astrocytoma, medulloblastoma, glioma,
ependymoma, germinoma [pinealoma], glioblastoma multiforme, oligodendroglioma,
schwannoma, retinoblastoma, congenital tumors), spinal cord (neurofibroma, meningioma,
glioma, sarcoma); Gynecological: uterus (endometrial carcinoma), cervix (cervical carcinoma,
pre-tumor cervical dysplasia), ovaries (ovarian carcinoma [serous cystadenocarcinoma,
mucinous cystadenocarcinoma, endometrioid tumors, celioblastoma, clear cell carcinoma,
unclassified carcinoma], granulosa-thecal cell tumors, Sertoli-Leydig cell tumors,
dysgerminoma, malignant teratoma), vulva (squamous cell carcinoma, intraepithelial carcinoma,
adenocarcinoma, fibrosarcoma, melanoma), vagina (clear cell carcinoma, squamous cell
carcinoma, botryoid sarcoma [embryonal rhabdomyosarcomal], fallopian tubes (carcinoma);
Hematologic: blood (myeloid leukemia [acute and chronic], acute lymphoblastic leukemia,
chronic lymphocytic leukemia, myeloproliferative diseases, multiple myeloma, myelodysplastic
syndrome), Hodgkin's disease, non-Hodgkin's lymphoma [malignant lymphomal; Skin:
malignant melanoma, basal cell carcinoma, squamous cell carcinoma, Karposi's sarcoma, moles,
dysplastic nevi, lipoma, angioma, dermatofibroma, keloids, psoriasis; Adrenal glands:
neuroblastoma; gallbladder carcinomas.

[00239] In one aspect, the cancer is breast cancer, colon cancer, colorectal carcinomas, non-
small cell lung cancer, small-cell lung cancer, liver cancer, ovarian cancer, prostate cancer,
uterine cervix cancer, urinary bladder cancer, gastric carcinomas, gastrointestinal stromal
tumors, pancreatic cancer, germ cell tumors, mast cell tumors, neuroblastoma, mastocytosis,

testicular cancers, glioblastomas, astrocytomas, lymphomas, melanoma, myelomas, acute
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myelocytic leukemia (AML), acute lymphocytic leukemia (ALL), myelodysplastic syndrome,
and chronic myelogenous leukemia (CML).

[00240] In some embodiments, the cancer is a renal cell carcinoma.

[00241] In some embodiments, the cancer is ovarian cancer.

[00242] In one aspect, the cancer is a lymphoma. In one aspect, the lymphoma is a B cell
lymphoma, T cell lymphoma, Hodgkin's lymphoma, or non-Hodgkin's lymphoma.

[00243] In one aspect, the cancer is a T-cell lymphoma or leukemia.

[00244] In one aspect, the T-cell lymphoma is peripheral T cell lymphoma. In another aspect,
the T-cell lymphoma or leukemia is T cell lymphoblastic leukemia/lymphoma. In yet another
aspect, the T-cell lymphoma is cutaneous T cell lymphoma. In another aspect, the T-cell
lymphoma is adult T cell lymphoma. In one aspect, the T-cell lymphoma is peripheral T cell
lymphoma, lymphoblastic lymphoma, cutancous T cell lymphoma, NK/T-cell lymphoma, or
adult T cell leukemia/lymphoma.

[00245] In one embodiment, the cancer is a sarcoma. A sarcoma is a cancer that begins in the
muscle, fat, fibrous tissue, blood vessels, or other supporting tissue of the body. Sarcomas
include any one of the following: alveolar soft part sarcoma, angiosarcoma,
dermatofibrosarcoma, desmoid tumor, desmoplastic small round cell tumor, extraskeletal
chondrosarcoma, extraskeletal osteosarcoma, fibrosarcoma, hemangiopericytoma,
hemangiosarcoma, kaposi's sarcoma, leiomyosarcoma, liposarcoma, lymphangiosarcoma,
malignant fibrous histiocytoma, neurofibrosarcoma, rhabdomyosarcoma, synovial sarcoma,
askin's tumor, ewing's, malignant hemangioendothelioma, malignant schwannoma,
osteosarcoma, chondrosarcoma. In some embodiments, the sarcoma is a soft-tissue sarcoma.
[00246] In some embodiments, the methods disclosed herein are used in the treatment of a soft
tissue sarcoma in a human.

[00247] In some embodiments, the methods disclosed herein are used in the treatment of
myelodysplastic syndrome (MDS) in a human.

[00248] In some embodiments, the methods disclosed herein are used in the treatment of
chronic myelogenous leukemia (CML) in a human.

[00249] In some embodiments, the methods disclosed herein are used in the treatment of non-
Hodgkin lymphoma in a human. In some embodiments, the methods disclosed herein are used in
the treatment of Hodgkin Disease in a human.

[00250] In some embodiments, the methods disclosed herein are used in the treatment of

multiple myeloma in a human.
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[00251] In some embodiments, the methods disclosed herein are used in the treatment of
chronic lymphocytic leukemia. In some embodiments, the methods disclosed herein are used in
the treatment of acute lymphocytic leukemia.

[00252] In some embodiments, the methods disclosed herein are used in the treatment of a solid
tumor in a human.

[00253] In some embodiments, the methods disclosed herein are used in the treatment of a
sarcoma in a human.

Combination Therapies

[00254] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness
of an antiangiogenic agent in an individual in need thereof, comprising co-administering to the
individual (a) a cycle of abexinostat, or a salt thereof; and (b) an antiangiogenic agent. In some
embodiments, the antiangiogenic agent is pazopanib or a salt thereof. In some embodiments, the
method reduces resistance to the antiangiogenic agent; delays the development of resistance to
the antiangiogenic agent; delays the onset of the cancer becoming refractory to the
antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent; allows use of the
antiangiogenic agent in the treatment of cancers that generally develop, or have developed,
resistance to the antiangiogenic agent; increases patient response to the antiangiogenic agent;
increases cellular response to the antiangiogenic agent; decreases the effective dosage of the
antiangiogenic agent; or any combination thereof.

[00255] Disclosed herein, in certain embodiments, are methods of increasing the effectiveness
of pazopanib, or a salt thereof, in an individual in need thereof, comprising co-administering to
the individual (a) a cycle of abexinostat, or a salt thereof; and (b) pazopanib, or a salt thereof. In
some embodiments, the method reduces resistance to pazopanib, or a salt thereof; delays the
development of resistance to pazopanib, or a salt thereof; delays the onset of the cancer
becoming refractory to pazopanib, or a salt thereof; prolongs the usefulness of pazopanib, or a
salt thereof; allows use of pazopanib, or a salt thereof, in the treatment of cancers that generally
develop, or have developed, resistance to pazopanib, or a salt thereof; increases patient response
to pazopanib, or a salt thereof; increases cellular response to pazopanib, or a salt thereof;
decreases the effective dosage of pazopanib, or a salt thereof; or any combination thereof.
[00256] Additionally disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of abexinostate, or a salt thereof; and (b) an antiangiogenic
agent. In some embodiments, the antiangiogenic agent is pazopanib, or a salt thereof. In some
embodiments, the method reduces resistance to the antiangiogenic agent; delays the
development of resistance to the antiangiogenic agent; delays the onset of the cancer becoming

refractory to the antiangiogenic agent; prolongs the usefulness of the antiangiogenic agent;
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allows use of the antiangiogenic agent in the treatment of cancers that generally develop, or have
developed, resistance to the antiangiogenic agent; increases patient response to the
antiangiogenic agent; increases cellular response to the antiangiogenic agent; decreases the
effective dosage of the antiangiogenic agent; or any combination thereof.

[00257] Further disclosed herein, in certain embodiments, are methods of treating cancer
comprising administering (a) a cycle of abexinostate, or a salt thereof; and (b) pazopanib, or a
salt thereof. In some embodiments, the method reduces resistance to pazopanib, or a salt thereof;
delays the development of resistance to pazopanib, or a salt thereof; delays the onset of the
cancer becoming refractory to pazopanib, or a salt thereof; prolongs the usefulness of pazopanib,
or a salt thereof; allows use of pazopanib, or a salt thereof, in the treatment of cancers that
generally develop, or have developed, resistance to pazopanib, or a salt thereof; increases patient
response to pazopanib, or a salt thereof; increases cellular response to pazopanib, or a salt
thereof; decreases the effective dosage of pazopanib, or a salt thereof; or any combination
thereof.

[00258] In one embodiment, the compositions and methods described herein are also used in
conjunction with other therapeutic reagents that are selected for their particular usefulness
against the cancer that is being treated. In general, the compositions described herein and, in
embodiments where combinational therapy is employed, other agents do not have to be
administered in the same pharmaceutical composition, and are, because of different physical and
chemical characteristics, administered by different routes. In one embodiment, the initial
administration is made according to established protocols, and then, based upon the observed
effects, the dosage, modes of administration and times of administration, further modified.
[00259] In certain embodiments, the particular choice of compounds used depends on the
diagnosis of the attending physicians and their judgment of the condition of the patient and the
appropriate treatment protocol. In various embodiments, the compounds are administered
concurrently (e.g., simultaneously, essentially simultancously or within the same treatment
protocol) or sequentially, depending upon the nature of the cancer, the condition of the patient,
and the actual choice of compounds used. In certain embodiments, the determination of the
order of administration, and the number of repetitions of administration of each therapeutic
agent during a treatment protocol, is based upon evaluation of the disease being treated and the
condition of the patient.

[00260] In one embodiment, it is understood that the dosage regimen to treat the cancer is
modified in accordance with a variety of factors. These factors include the type of cancer from
which the human suffers, as well as the age, weight, sex, diet, and medical condition of the

human. Thus, in one embodiment, the dosage regimen actually employed varies widely and
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therefore deviates from the dosage regimens set forth herein. In certain embodiments, treatment
of a cancer with a combination of an HDAC inhibitor (e.g. abexinostat) and a second agent
allows for the effective amount of the HDAC inhibitor (e.g. abexinostat) and/or the second agent
to be decreased.

[00261] The formulations described herein are administered and dosed in accordance with good
medical practice, taking into account the clinical condition of the individual patient, the method
of administration, scheduling of administration, and other factors known to medical
practitioners.

[00262] Contemplated pharmaceutical compositions provide a therapeutically effective amount
of an HDAC inhibitor (e.g. abexinostat) enabling, for example, once-a-day, twice-a-day, three
times a day, etc. administration. In one aspect, pharmaceutical compositions provide an effective
amount of an HDAC inhibitor (e.g. abexinostat) enabling once-a-day dosing.

[00263] In some embodiments, the methods disclosed herein further comprise administering an
additional agent in combination with abexinostat (or a salt thereof), and pazopanib (or a salt
thereof).

[00264] In certain embodiments, the therapeutic effectiveness of the methods disclosed herein
is enhanced by administration of an adjuvant (i.e., by itself the adjuvant has minimal therapeutic
benefit, but in combination with another therapeutic agent, the overall therapeutic benefit to the
patient is enhanced). In some embodiments, the benefit experienced by a patient is increased by
administering an another therapeutic agent (which also includes a therapeutic regimen) that also
has therapeutic benefit. In specific embodiments, increased therapeutic benefit results by also
providing the patient with other therapeutic agents or therapies for cancer. In various
embodiments, use of an additional agent provides the individual with, e.g., an additive or
synergistic benefit.

[00265] Therapeutically-effective dosages vary when the drugs are used in treatment
combinations. Determination of therapeutically-effective dosages of drugs and other agents
when used in combination treatment regimens is achieved in any manner. For example, the use
of metronomic dosing, i.¢., providing more frequent, lower doses in order to minimize toxic side
effects can be utilized. In certain instances, the combination therapy allows for any or all of the
active agents to have a therapeutically effective amount that is lower than would be obtained
when administering either agent alone.

[00266] A combination treatment regimen encompasses, by way of non-limiting example,
treatment regimens in which administration of abexinostat (or a salt thereof), and pazopanib (or
a salt thereof) is initiated prior to, during, or after treatment with an additional agent, and

continues until any time during treatment with the additional agent or after termination of
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treatment with the additional agent. It also includes treatments in which abexinostat (or a salt
thereof), and pazopanib (or a salt thereof) and the additional agent being used in combination are
administered simultaneously or at different times and/or at decreasing or increasing intervals
during the treatment period. Combination treatment further includes periodic treatments that
start and stop at various times to assist with the clinical management of the patient.

[00267] In any case, the multiple therapeutic agents are administered in any order, including,
e.g., simultancously. If administration is simultaneous, the multiple therapeutic agents are
provided, in various embodiments, in a single, unified form, or in multiple forms (by way of
example only, either as a single pill or as two separate pills). In various embodiments, one of the
therapeutic agents is given in multiple doses, or both are given as multiple doses. In certain
embodiments wherein administration of the multiple agents is not simultaneous, the timing
between administration of the multiple agents is of any acceptable range including, e.g., from
more than zero weeks to less than four weeks. Any number of additional agents may be used in
combination with the methods disclosed herein,

[00268] In certain embodiments, the initial administration is via oral administration, such as,
for example, a pill, a capsule, a tablet, a solution, a suspension, and the like, or combination
thereof. In certain embodiments, the methods disclosed herein are used as soon as is practicable
after the onset of a cancer is detected or suspected, and for a length of time necessary for the
treatment of the cancer. In certain embodiments, the methods disclosed herein are continued for
any length of time necessary for the treatment of the cancer including, by way of non limiting
example, for at least 2 weeks, at least 1 month, or more than 1 month.

[00269] Additional therapeutic agents are selected from among DNA-damaging agents;
topoisomerase I or Il inhibitors; alkylating agents; PARP inhibitors; proteasome inhibitors;
RNA/DNA antimetabolites; antimitotics; immunomodulatory agents; antiangiogenics;
aromatase inhibitors; hormone-modulating agents; apoptosis inducing agents; kinase inhibitors;
monoclonal antibodies; abarclix; ABT-888; aldesleukin; aldesleukin; alemtuzumab; alitretinoin;
allopurinol; altretamine; amifostine anastrozole; arsenic trioxide; asparaginase; azacitidine;
AZD-2281; bendamustine; bevacizumab; bexarotene; bleomycin; bortezomib; BSI-201;
busulfan; busulfan; calusterone; capecitabine; carboplatin; carfilozib; carmustine; carmustine;
celecoxib; cetuximab; chlorambucil; cisplatin; cladribine; clofarabine; cyclophosphamide;
cytarabine; cytarabine liposomal; dacarbazine; dactinomycin; darbepoetin alfa; dasatinib;
daunorubicin liposomal; daunorubicin; decitabine; denileukin; dexrazoxane; docetaxel;
doxorubicin; doxorubicin liposomal; dromostanolone propionate; epirubicin; epoetin alfa;
erlotinib; estramustine; etoposide phosphate; etoposide; exemestane; filgrastim; floxuridine;

fludarabine; fluorouracil; fulvestrant; gefitinib; gemcitabine; gemtuzumab ozogamicin; goserelin
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acetate; histrelin acetate; hydroxyurea; Ibritumomab tiuxetan; idarubicin; ifosfamide; imatinib
mesylate; interferon alfa 2a; Interferon alfa-2b; irinotecan; lenalidomide; letrozole; leucovorin;
leuprolide Acetate; levamisole; lomustine; meclorethamine; megestrol acetate; melphalan;
mercaptopurine; methotrexate; methoxsalen; mitomycin C; mitomycin C; mitotane;
mitoxantrone; nandrolone phenpropionate; nelarabine; NPI-0052; nofetumomab; oprelvekin;
oxaliplatin; paclitaxel; paclitaxel protein-bound particles; palifermin; pamidronate;
panitumumab; pegademase; pegaspargase; pegfilgrastim; pemetrexed disodium; pentostatin;
pipobroman; plicamycin, mithramycin; porfimer sodium; procarbazine; quinacrine; RADO001;
rasburicase; rituximab; sargramostim; Sargramostim; sorafenib; streptozocin; sunitinib malate;
tamoxifen; temozolomide; teniposide; testolactone; thalidomide; thioguanine; thiotepa;
topotecan; toremifene; tositumomab; tositumomab/I-131 tositumomab; trastuzumab; tretinoin;
uracil Mustard; valrubicin; vinblastine; vincristine; vinorelbine; vorinostat; zoledronate; and
zoledronic acid.

[00270] In some embodiments, the additional agent is a topoisomerase inhibitor, tubulin
interactor, DNA-interactive agent, DNA-alkylating agent, and/or platinum complex.

[00271] In some embodiments, the additional agent is oxaliplatin, tyrosine kinase inhibitor,
irinotecan (CPT-11), azacitidine, fludaribine, or bendamustine.

[00272] Tyrosine kinase inhibitors include, but are not limited to, erlotinib, gefitinib, lapatinib,
vandetanib, neratinib, lapatinib, neratinib, axitinib, sunitinib, sorafenib, lestaurtinib, semaxanib,
cediranib, imatinib, nilotinib, dasatinib, bosutinib, lestaurtinib, vatalanib and soratinib.

[00273] In some embodiments, the additional agent is a DNA damaging anti-cancer agent
and/or radiation therapy.

[00274] DNA damaging anti-cancer agents and/or radiation therapy include, but is not limited
to, ionizing radiation, radiomimetic drugs, monofunctional alkylators (e.g. alkylsulphonates,
nitrosoureas, temozolomide), bifunctional alkylators (nitrogen mustard, mitomycin C, cisplatin),
antimetabolites (e.g. 5-fluorouracil, thiopurines, folate analogues), topoisomerase inhibitors (e.g.
camptothecins, etoposide, doxorubicin), replication inhibitors (e.g. aphidicolin, hydroxyurea),
cytotoxic/cytostatic agents, antiproliferative agents, prenyl-protein transferase inhibitors,
nitrogen mustards, nitroso ureas, angiogenesis inhibitors, inhibitors of cell proliferation and
survival signaling pathway, apoptosis inducing agents, agents that interfere with cell cycle
checkpoints, biphosphonates, or any combination thereof.

[00275] In some embodiments, the additional agent is an inhibitor of inherent multidrug
resistance (MDR), in particular MDR associated with high levels of expression of transporter
proteins. Such MDR inhibitors include inhibitors of p-glycoprotein (P-gp), such as LY335979,
XR9576, OC144-093, R101922, VX853 and PSC833 (valspodar).
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[00276] In some embodiments, the additional agent is anti-emetic agents to treat nausea or
emesis, including acute, delayed, late-phase, and anticipatory emesis, which may result from the
use of an HDAC inhibitor (e.g. abexinostat), alone or with radiation therapy. Anti-emetic agents
include neurokinin-1 receptor antagonists, SHT3 receptor antagonists (such as ondansetron,
granisetron, tropisetron, Palonosetron, and zatisetron), GABA§ receptor agonists (such as
baclofen), corticosteroids (such as dexamethasone, prednisone, prednisolone, or others such as
disclosed in U.S.Patent Nos. 2,789,118; 2,990,401; 3,048,581; 3,126,375, 3,929,768; 3,996,359,
3,928,326 and 3,749,712), dopamine antagonists (such as, domperidone, droperidol, haloperidol,
chlorpromazine, promethazine, prochlorperazine, metoclopramide), antihistamines (H1
histamine receptor antagonists, such as cyclizine, diphenhydramine, dimenhydrinate, meclizine,
promethazine, hydroxyzine), cannabinoids (such as cannabis, marinol, dronabinol), and others
(such as trimethobenzamide; ginger, emetrol, propofol).

[00277] In some embodiments, the additional agent is an anti-emesis agent selected from
among a neurokinin-1 receptor antagonist, a SHT3 receptor antagonist and a corticosteroid.
[00278] In some embodiments, the additional agent is an agent useful in the treatment of
anemia. Such an anemia treatment agent is, for example, a continuous eythropoiesis receptor
activator (such as epoetin-a).

[00279] In some embodiments, the additional agent is an agent useful in the treatment of
neutropenia. Examples of agents useful in the treatment of neutropenia include, but are not
limited to, a hematopoietic growth factor which regulates the production and function of
neutrophils such as a human granulocyte colony stimulating factor, (G-CSF). Examples of a G-
CSF include filgrastim.

[00280] In some embodiments, the additional agent is an inhibitor of at least one CYP enzyme.
In situations where the abexinostat (or a salt thereof), or pazopanib (or a salt thereof) is
metabolized by one or more CYP enzymes, coadministration with a CYP inhibitor reduces in
vivo metabolism and improves the pharmacokinetic properties of the agent.

[00281] Other combination therapies are disclosed in WO 08/082856 and WO 07/109178, both
of which are herein incorporated by reference in their entirety.

Radiation Therapy

[00282] In some embodiments, the methods disclosed herein further comprise radiation
therapy. Radiation therapy, also called radiotherapy, is the treatment of cancer and other
diseases with ionizing radiation. lonizing radiation deposits energy that injures or destroys cells
in an area being treated (a “target tissue”) by damaging their genetic material, making it
impossible for these cells to continue to grow. Although radiation damages both cancer cells and

normal cells, the latter are better able to repair themselves and function properly. Radiotherapy
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can be used to treat localized solid tumors, such as cancers of the skin, tongue, larynx, brain,
breast, prostate, colon, uterus and/or cervix. It can also be used to treat leukemia and lymphoma
(cancers of the blood-forming cells and lymphatic system, respectively).

[00283] A technique for delivering radiation to cancer cells is to place radioactive implants
directly in a tumor or body cavity. This is called internal radiotherapy (brachytherapy, interstitial
irradiation, and intracavitary irradiation are types of internal radiotherapy.) Using internal
radiotherapy, the radiation dose is concentrated in a small area, and the patient stays in the
hospital for a few days. Internal radiotherapy is frequently used for cancers of the tongue, uterus,
prostate, colon, and cervix.

[00284] The term “radiotherapy” or “ionizing radiation” include all forms of radiation,
including but not limited to «, B, and y radiation and ultra violet light. Radiotherapy with or
without concurrent or sequential chemotherapy is an effective modality for head and neck,
breast, skin, anogenital cancers, and certain nonmalignant diseases such as keloid, desmoid
tumor, hemangioma, arteriovenous malformation, and histocytosis X.

[00285] In some embodiments,the methods disclosed herein reduce side effect caused by at
least one other therapeutic treatment, such as radiation-induced normal tissue fibrosis or
chemotherapy-induced tissue necrosis, and the methods provided herein also synergistically
inhibit tumor cell growth with radiotherapy and other anti-cancer agents.

RADSI1

[00286] DNA damage causes chromosomal instability, ontogenesis, cell death, and severe
dysfunction of cells. The DNA repair system is crucially important for the survival of living
cells. The two major DNA repair mechanisms involved in the repair of double stranded DNA
breaks are homologous recombination (HR) and non-homologous end-joining (NHEJ). The
cukaryotic RADS51 gene is an ortholog of Escherichia coli RecA, and the gene product RADS1
protein plays a central role in homologous recombination.

[00287] Many therapeutic treatments, such as anti-cancer agents, exert their therapeutic effects
through their capability of producing DNA damage to cells. If the cells, such as cancer cells,
have active DNA repair mechanisms, the therapeutic effects of such treatments may be
compromised and high dosages may be needed for achieving the desired therapeutic effects.
[00288] In some embodiments, the methods disclosed herein are used to decrease cellular DNA
repair activity in a human with cancer.

[00289] In some embodiments, the methods disclosed herein decrease cellular DNA repair
activity in combination therapy. In some embodiments, the methods disclosed herein interfere

with a DNA repairing mechanism involving RAD51 or BRCAL.
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[00290] In some embodiments, the methods disclosed herein treat cancers associated with a
defect in non-homologous end joining of DNA. In some embodiments, the methods disclosed
herein further comprise administering a treatment capable of damaging cellular DNA.

[00291] The defect in non-homologous end joining of DNA comprises a defect in a gene
selected from the group consisting of: Ku70, Ku80, Ku86, Ku, PRKDC, LIG4, XRCC4,
DCLREI1C, and XLF. In one aspect, the cancer is selected from Burkitt’s lymphoma, chronic
myelogenous leukemia, and B-cell lymphoma. In one aspect, the cancer is described herein.
[00292] In some embodiments, the methods disclosed herein are used in the treatment of an
alternative lengthening of telomere (ATL) positive cancer in a human.

[00293] Additional combination therapies, treatment strategies, and the like that include
inhibiting RADS51 activity (¢.g. an HDAC inhibitor (e.g. abexinostat)) are disclosed in US patent
publication number 20080153877 and WO 08/082856 (both of which are herein incorporated by
reference).

Kits/Articles of Manufacture

[00294] For use in the therapeutic methods of use described herein, kits and articles of
manufacture are also described herein. Such kits include a carrier, package, or container that is
compartmentalized to receive one or more containers such as vials, tubes, and the like, each of
the container(s) comprising one of the separate elements to be used in a method described
herein. Suitable containers include, for example, bottles, vials, syringes, and test tubes. In one
embodiment, the containers are formed from a variety of materials such as glass or plastic.
[00295] The articles of manufacture provided herein contain packaging materials. Packaging
materials for use in packaging pharmaceutical products include, e.g., U.S. Patent Nos.
5,323,907, 5,052,558 and 5,033,252. Examples of pharmaceutical packaging materials include,
but are not limited to, blister packs, bottles, tubes, pumps, bags, containers, bottles, and any
packaging material suitable for a selected formulation and intended mode of administration and
treatment. A wide array of formulations of the compounds and compositions provided herein are
contemplated.

[00296] Such kits optionally comprise an identifying description or label or instructions relating
to its use in the methods described herein.

[00297] In one embodiment, a label is on or associated with the container. In one embodiment,
a label is on a container when letters, numbers or other characters forming the label are attached,
molded or etched into the container itself; a label is associated with a container when it is
present within a receptacle or carrier that also holds the container, e.g., as a package insert. In

one embodiment, a label is used to indicate that the contents are to be used for a specific
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therapeutic application. The label also indicates directions for use of the contents, such as in the
methods described herein.
[00298] In certain embodiments, the pharmaceutical compositions are presented in a pack or
dispenser device which contains one or more unit dosage forms containing a compound
provided herein. The pack, for example, contains metal or plastic foil, such as a blister pack. In
one embodiment, the pack or dispenser device is accompanied by instructions for
administration. In one embodiment, the pack or dispenser is also accompanied with a notice
associated with the container in form prescribed by a governmental agency regulating the
manufacture, use, or sale of pharmaceuticals, which notice is reflective of approval by the
agency of the form of the drug for human or veterinary administration. Such notice, for example,
is the labeling approved by the U.S. Food and Drug Administration for prescription drugs, or the
approved product insert.

EXAMPLES
[00299] These examples are provided for illustrative purposes only and not to limit the scope of
the claims provided herein.
Synthesis of Abexinostat
[00300] Abexinostat was prepared as outlined in Example 7 of US Patent No. 7,276,612, the

contents of which are incorporated herein by reference in its entirety.

Example 1: IV Solution of Abexinostat HCI

[00301] Abexinostat HCl was formulated as an intravenous (IV) solutions for initial clinical
trials in humans. The IV solution is an aqueous solution formulation intended for infusion
administration after dilution with isotonic saline. Each single use vial contains 25 mL of a 5
mg/mL (0.5%) solution of abexinostat HCI in isotonic saline and 50 mM lactate buffer, pH 4.0-
4.5. All the excipients in the clinical formulations are compendial and are commonly used in
parenteral formulations. The quantitative composition of the formulation is given in Table 1.
The recommended storage condition is 2-8 °C.

Table 1. Quantitative Composition of IV Solution (5 mg/mL)

Ingredient Percent | mg/g | Typical Batch

(% wiw) | (w/w) (57.5 kg)

Abexinostat HCI 0.5 5.0 0.288 kg

Lactic acid 0.45 4.5 0.259 kg

Sodium chloride 0.665 6.65 0.382 kg

Water for injection - - Q.S. to
volume
IN sodium hydroxide* and/or - - Q.S.topH
IN hydrochloric acid* Q.S. to pH 4.0-
45+0.2
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Example 2: Immediate Release Capsules

[00302] Immediate release capsules are formulated by mixing abexinostat HC1 with
microcrystalline cellulose, lactose, and magnesium stearate and then adding the mixture into
gelatin capsules (see Table 2). The capsules are manufactured in two strengths. A 20 mg
dosage strength includes 20 mg of abexinostat HCI in a size 4 Swedish orange hard gelatin
capsule. A 100 mg dosage strength includes 100 mg of abexinostat HCl in a size 2 dark green
hard gelatin capsule. The capsules are packaged in 30 cc HDPE bottles and sealed with an
induction seal and capped with a child resistant screw top cap. The 20 mg dosage strength is
packaged at 50 capsules per bottle. The 100 mg dosage strength is packaged at 30 capsules per
bottle. The bottles are stored at controlled room temperature 20-25 °C (68-77 °F).

Table 2. Immediate Release Capsules

Component Quality Mg/Capsule Function
Standard
Abexinostat HCI Manufacturer’s | 20 mg® | 100 mg® Active
Specification Pharmaceutical
Ingredient
Avicel PHI113 NF 68 mg 76 mg Disintegrant
(microcrystalline cellulose)

Lactose, Anhydrous NF 15.7mg | 17.6 mg Diluent

Magnesium Stearate NF 1.3 mg 1.5 mg Lubricant

@ The quantity of abexinostat per capsule is adjusted for water content and
purity.

Example 3: Multiparticulate Pulsatile Formulation with Timed Release

[00303] 80 grams of sodium chloride and 24 grams of polyvinylpyrrolidone are dissolved in 1.2
kilograms of water and 400 grams of pulverized abexinostat HCI are suspended therein.

[00304] In a fluidized bed coater, 400 grams of starch/sugar seeds (30/50 mesh) are suspended
in warm air and spray coated with the abexinostat HCI suspension until the seeds are uniformly
coated with the desired drug potency.

[00305] Magnesium stearate in isopropyl alcohol is mixed with Eudragit NE30D (Rohm
Pharma of Weiterstadt, Germany), in a proportion of two to 1 of dried polymer to magnesium
stearate. A sufficient amount of the polymer suspension is sprayed onto the active cores to
provide a particular film coating thickness to achieve a particular lag time and rate of release for
a population of pellets. The final coated pellets are dried at 50° C for 2 hours to assure complete
removal of moisture to stabilize the core contents.

[00306] The procedure is repeated with at least one more batch using a different coating
thickness to have a different lag time and rate of release. In this example, two populations are

prepared, one with a 10% weight gain and one with a 30% weight gain of coating. Unit doses
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are prepared by mixing the two populations together in predetermined proportions and filling
capsules with the mixture.

[00307] After oral administration of a unit dose to a human, the first population of pellets does
not begin to release abexinostat until an initial lag time of about 2-3 hours has eclapsed. The
second population of pellets does not begin to release abexinostat until an initial lag time of
about 6-7 hours has elapsed. The mean release time (the time when half of the drug has been
released) of each population of pellets should be separated from one another by at least 3-4
hours.

[00308] Fluidized bed coaters are well known in the art, however other coating apparatus and
methods well known in the art may be used instead.

Example 4: Alternative Multiparticulate Pulsatile Formulation with Timed Release

[00309] The active cores are prepared as in Example 3. Magnesium stearate and triacetin
plasticizer are mixed with Eudragit RS 30D suspension in a dry weight ratio of 1:0.6:2. The
polymer suspension is coated on the cores as in Example 3, preparing a plurality of populations,
cach having a particular coating thickness to provide a particular lag time and rate of release of
drug in an aqueous environment of use.

[00310] The different population of pellets are mixed and the mixture used to fill capsules as
described in Example 3.

Example 5: Pulsatile Formulation — Tablets in Capsule

[00311] A pulsatile release dosage form for administration of abexinostat HCl is prepared by
(1) formulating two individual compressed tablets, each having a different release profile,
followed by (2) encapsulating the two tablets into a gelatin capsule and then closing and sealing
the capsule. The components of the two tablets are as follows.

Table 3. Tablet 1 (Without Coating)

. Amount per
Component Function tablet
abexinostat HC1 Active agent 20.0 mg
Dicalcium phosphate dihydrate Diluent 38.5 mg
Microcrystalline cellulose Diluent 38.5 mg
Sodium starch glycolate Disintegrant 2.4 mg
Magnesium Stearate Lubricant 0.6 mg

[00312] The tablets are prepared by wet granulation of the individual drug particles and other
core components as may be done using a fluid-bed granulator, or are prepared by direct
compression of the admixture of components. Tablet 1 is an immediate release dosage form,

releasing the active agent completely within 1-2 hours following administration.
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[00313] Half of the immediate release tablets are coated with Delayed Coating No. 1 to provide
Tablet 2. Tablet 2 delays the release of abexinostat HCI by about 3-5 hours after administration.
Half of the immediate release tablets are coated with Delayed Coating No. 2 to provide Tablet 3.
Tablet 3 delays the release of abexinostat HCI by about 4-9 hours after administration. The
coating is carried out using conventional coating techniques such as spray-coating or the like.

Table 4. Tablet 2 (with Coating)

Component Function Weight
Tablet 1 “Core” containing the active agent | 100.0 mg
Eudragit RS30D | Delayed release coating material 8.0 mg
Talc Coating component 6.0 mg
Triethyl citrate Coating component 2.0 mg

Table 5. Tablet 3 (with Coating)

Component Function Weight
Tablet 1 “Core” containing the active agent | 100.0 mg
Eudragit RS30D | Delayed release coating material 12 mg
Talc Coating component 7 mg
Triethyl citrate Coating component 3.0 mg

[00314] Oral administration of the capsule to a patient should result in a release profile having
two pulses, with initial release of abexinostat HCI occurring about 3-5 hours following
administration, and release of abexinostat from the second tablet occurring about 7-9 hours
following administration.

Example 6: Pulsatile Formulation — Beads in Capsule or Tablet

[00315] The method of Example 5 is repeated, except that drug-containing beads are used in
place of tablets. Immediate release beads are prepared by coating an inert support material such
as lactose with the drug. The immediate release beads are coated with an amount of enteric
coating material sufficient to provide a drug release-free period of about 3-5 hours. A second
fraction of beads is prepared by coating immediate release beads with a greater amount of
enteric coating material, sufficient to provide a drug release-free period of about 7-9 hours. The
two groups of coated beads are encapsulated as in Example 5, or compressed, in the presence of
a cushioning agent, into a single pulsatile release tablet.

Example 7: Sustained Release Tablet

[00316] Sustained release tablets of abexinostat are prepared by first preparing a sustained
release excipient. The sustained release excipient is prepared by dry blending the requisite
amounts of xanthan gum, locust bean gum, a pharmaceutically acceptable hydrophobic polymer
and an inert diluent in a high-speed mixer/granulator for 2 minutes. While running
choppers/impellers, the water was added and the mixture was granulated for another 2 minutes.

The granulation was then dried in a fluid bed dryer to a loss on drying weight ("LOD") of
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between 4 and 7%. The granulation was then milled using 20 mesh screens. The ingredients of
the sustained release excipients are set forth in Table 6 below:

Table 6. Sustained Release Excipient Mixture

Component % by Weight
Xanthan Gum 10
Locust Bean Gum 10
Carboxymethylcellulose 30
Dextrose 50
Water 23%

* removed during processing
[00317] Next, the sustained release excipient prepared as detailed above is dry blended with a
desired amount of abexinostat in a V-blender for 10 minutes. A suitable amount of tableting
lubricant Pruv® (sodium stearyl fumarate, NF) for the following examples is added and the
mixture is blended for another 5 minutes. This final mixture is compressed into tablets, each
tablet containing 10% by weight, of abexinostat. The tablets produced weighed 500 mg
(Diameter is 3/8 inches; hardness is 2.6 Kp). The proportions of the tablets are set forth in Table
7 below.
Table 7. Sustained Release Tablets

Component % by Weight
sustained release excipient mixture of Table 6 88.5
abexinostat 10
Sodium Stearyl Fumarate 1.5

[00318] Dissolution tests are then carried out on the tablets. The dissolution tests are conducted
in an automated USP dissolution apparatus (Paddle Type II, pH 7.5 buffer, 50 rpm in 500 mL.).

The tablets should release about 30% of abexinostat by 2 hours, followed by a sustained release

such that about 98% of abexinostat is released at the end of 12 hours.

Example 8: Coated Sustained Release Tablet

[00319] A sustained release excipient was prepared as described above by dry blending the
requisite amounts of xanthan gum, locust bean gum and an inert diluent. An extra 2 minutes of
granulation was used after the addition of the components (for 4 total minutes of post-addition
granulation). Ethylcellulose aqueous dispersion was substituted for water in the above methods.

The components of the sustained release excipient is described in Table 8.
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Table 8. Sustained Release Excipient
Component % by Weight
Xanthan Gum 12
Locust Bean Gum 18
Dextrose 65
Ethylcellulose Aqueous Dispersion 5%

* Ethylcellulose Aqueous Dispersion contains
approx. 25% by weight of solids. The amount added to
the formulation (i.e. 5%) is solids only.
[00320] The xanthan gum and locust bean gum are dry blended in a V-blender for 10 minutes,

the dextrose is added and the mixture blended for another 5 minutes. The ethylcellulose aqueous
dispersion is then added, followed by an additional 5 minutes of blending. The resulting
granulation is then compressed into tablets with sodium stearyl fumarate, as a tableting
lubricant. The tablets are then coated with additional ethylcellulose aqueous dispersion. To
accomplish this, ethylcellulose (Surelease®, 400 g) is mixed with water (100 g) to form an
aqueous suspension. Thereafter, the tablets are coated in a Keith Machinery coating pan
(diameter 350 mm; pan speed 20 rpm; spray-gun nozzle 0.8 mm; tablets bed temperature 40°-
50° C.; charge per batch 1 kg; dry air - Conair Prostyle 1250, 60°-70° C.). The tablets are coated
to a weight gain of about 5%. The tablets should weigh about 500 mg. The proportions of the
tablets are set forth in Table 9 below:

Table 9. Coated Sustained Release Tablets

Component % by Weight
sustained release excipient mixture of Table 8 83.5
abexinostat 10
Ethylcellulose 5
Sodium Stearyl Fumarate 1.5

[00321] The dissolution tests are conducted in an automated USP dissolution apparatus in such
a way as to model passage through the gastrointestinal tract. The coated tablets should not
release more than 10% abexinostat during the first 1-2 hours, and then should release
abexinostat at a steady rate such that about 90% to 100% of abexinostat is released after 12
hours.

Example 9: In Vitro Release Profiles

[00322] The dissolution profiles are obtained using the United States Pharmacopeia Apparatus I
at 37 °C and 100 RPM. The dissolution media is varied with time beginning with 0.1N HCI for
0-2 hours. From 2 to 4 hours the media is pH 6.5 phosphate buffer and from 4 to 24 hours the
media was PH 7.5 phosphate buffer.

[00323] Alternatively, dissolution profiles are performed using a USP Type Il (VanKel Bio-
Dis II) apparatus.
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Example 10: In vitro Fed/Fast Dissolution Protocol

[00324] The test formulations are evaluated under a variety of dissolution conditions to
determine the effects of pH, media, agitation and apparatus. Dissolution tests are performed
using a USP Type III (VanKel Bio-Dis II) apparatus. In order to determine the differences, if
any, in dissolution kinetics between a fed state and a fasting state for the series of formulations,
in vitro dissolution experiments are carried out in a solution containing 30% peanut oil ("fed") to
model a gastrointestinal tract with a typical dietary fat load. The control determined the
dissolution rates in a solution lacking the fat load ("fasted"). The pH-time protocol (ranging
from acid to alkaline to model digestive processes) is set forth below in Table 10, below.
Agitation is 15 cpm. Volume of the sample tested is 250 mL.

Table 10. Fed/Fast Dissolution Protocol

Apparatus Media

“Fed” “Fasted” Time pH

30% Peanut Oil | No Peanutoil | 0-1 hour 1.5
30% Peanut Oil | No Peanut oil 1-2 hour | 3.5
30% Peanut Oi1l | No Peanutoil | 2-4 hour | 5.5
30% Peanut Oil | No Peanutoil | 4-12hour | 7.5

[00325] An enteric coating on the tablet is expected to provide a tablet that provides dissolution
rates that are not significantly different in the fasted and fed states.

Example 11: Phase 1 Trial

Study objectives

[00326] Determine the safety, tolerability and maximum tolerated dose (MTD) of pazopanib
HCI in combination with abexinostat HCI in patients with advanced solid tumors

[00327] Characterize the pharmacokinetics of abexinostat HCl , pazopanib HCI, and the
combination of the two.

[00328] Evaluate preliminary efficacy using clinical benefit rate=CR+PR+SD, objective
response proportion, and progression-free survival.

[00329] Explore the relationship of changes in expression levels of histone acetylation in blood
and biopsied tumors and expression of biomarkers including VEGF, VEGFR, HIF, and RADS1
in plasma in responders and nonresponders.

[00330] Explore variations of single-nucleotide polymorphisms (SNPs) in relationship to
potential toxicities.

[00331] Evaluate functional imaging using FLT PET (3’deoxy-3’-18F-Fluorothymidine
positron emission tomography) to measure changes in rates of cell division and correlation with

tumor response.
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Overview of Study Design

[00332] Open label, non-randomized, dose escalation and expansion Phase I trial to evaluate
the safety of the combination of abexinostat and Pazopanib and to determine the recommended
Phase II dose of the combination.

[00333] Pazopanib HCI will be given once daily days 1-28 and should be taken orally without
food at least one hour before or two hours after a meal. Abexinostat HCI will be given orally
twice a day during d1-5, 8-12, 15-19. Each cycle will be 28 days in duration. A cycle duration
is 28 days. Patients will continue on treatment until disease progression.

Inclusion criteria

[00334] Phase Ia: Patients must have histologically or cytologically documented metastatic
solid tumor malignancies.

[00335] Phase Ib: Patients must have histologically or cytologically confirmed locally
advanced, unresectable or metastatic sarcoma or renal cell carcinoma

[00336] Measurable disease by RECIST 1.1

[00337] Patients may have de novo metastatic disease, or progressed despite any number of
prior therapies

[00338] Eastern Cooperative Oncology Group (ECOG) performance status of 0-1

[00339] Resolution of all chemotherapy or radiation-related toxicities to Grade 1 severity or
lower except for alopecia

[00340] Patient must be at least 2 weeks or five half-lives (whichever is longer) from last
standard or experimental therapy, including radiotherapy

[00341] Patients who have received prior pazopanib HCI are eligible but must not have
received it in the last two weeks

Exclusion Criteria

[00342] Patients with other untreated, current primary malignancies, other than carcinoma in
situ of the cervix or non-melanoma skin cancer

[00343] History or clinical evidence of central nervous system (CNS) metastases or
leptomeningeal carcinomatosis, except for individuals who have previously-treated CNS
metastases, are asymptomatic, and have had no requirement for steroids or anti-seizure
medication for 4 weeks prior to first dose of study drug.

[00344] Clinically significant gastrointestinal abnormalities that may increase the risk for
gastrointestinal bleeding.

[00345] Corrected QT interval (QTc) > 480 msecs using Friedrichs’s formula

[00346] Use of medications that are known to prolong cause QT prolongation
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[00347] History of any one or more of the following cardiovascular conditions within the past 6

months:

&

Cardiac angioplasty or stenting

s

Myocardial infarction
Unstable angina

d. Coronary artery bypass graft surgery

¢. Symptomatic peripheral vascular disease
[00348] Poorly controlled hypertension [defined as systolic blood pressure (SBP) of >140
mmHg or diastolic blood pressure (DBP) of > 90mmHg].
[00349] History of cerebrovascular accident including transient ischemic attack (TIA),
pulmonary embolism or untreated deep venous thrombosis (DVT) within the past 6 months.

a. Note: Patients with recent DVT who have been treated with therapeutic

anticoagulation for at least 6 weeks are eligible

[00350] Any serious and/or unstable pre-existing medical, psychiatric, or other condition that
could interfere with subject’s safety, provision of informed consent, or compliance to study
procedures
[00351] Unable or unwilling to discontinue use of prohibited medications for at least 14 days or
five half-lives of a drug (whichever is longer) prior to the first dose of study drug and for the
duration of the study

Patient cohorts and dose escalation rules

[00352] This trial proposes to use abexinostat HCI to increase efficacy and potentially reverse
mechanisms of resistance to angiogenesis inhibitors, in this study, pazopanib HCI. To
accommodate optimal dosing and to reach steady level of abexinostat HCI, abexinostat HCI will
be taken orally twice daily on Days 1-5, 8-12, 15-19 of 28 Days. Pazopanib will be taken daily
on Days 1-28 of 28 Days. Cycles will be repeated every 28 Days.

[00353] Patients will receive alternating escalating doses of abexinostat HCI and pazopanib
HCI. Dose escalations will occur based on the table below. The following dose cohorts are
planned, however if >2 DLT are observed in any cohort and no DLT was seen in the previous
cohort, an intermediate dose level will be explored (e.g: 2 DLTs are observed at 45 mg,and no
DLT at 30 mg, we will explore 35 mg).

[00354] If a DLT likely related to pazopanib HCI is observed in the first cohort, pazopanib HCI1
dose will be lowered first. If there is evidence that the toxicity is likely due to abexinostat HCI,
the abexinostat HCI dose will be lowered to 30 mg (cohort -1).

[00355] During Phase Ia, patients must receive 20 days of pazopanib HCI (>75%) and 10 days
of abexinostat HCI (=75%) during the first cycle in order to be evaluable for DLT. If therapy is
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delayed >14 days during the first cycle attributable to study drug, this is considered a DLT and

the patient will not be replaced. If therapy is delayed due to another reason, the patient will be

replaced.

-1 (6) 400 mg po qd 30 mg/m2 PO BID dl1-5, 8-12, 15-19
1* 1(+2) 400 mg po qd 45 mg/m2 PO BID dl1-5, 8-12, 15-19
2 1(+2) 600 mg po qd 45 mg/m2 PO BID dl1-5, 8-12, 15-19
3 3 600 mg po qd 60 mg/m2 PO BID dl1-5, 8-12, 15-19
4 3 800 mg po qd 60 mg/m2 PO BID d1-5, 8-12, 15-19
5 6 800 mg po gqd 75 mg/m2 PO BID dl1-5, 8-12. 15-19
MTD 20 ‘each in| xxx mgpoqd xxx mg/m2 PO BID d1-5, 812, 15-19

sarcoma,

RCC, and

other

*starting dose
[00356] Starting at dose level 1, if 1 patient experiences DLT (as defined in section 4.5) that
dose level will be expanded to include 2 additional patients. If the additional patients have no
DLTs, the dose will be expanded to the next level. If 2/3 patients have a DLT the dose will be
de-escalated to dose -1. At dose level 3, expansion part I will occur in a standard 3+3 design.
Three patients will be treated at dose level 3 and 4. If 0/3 patients experience DLT, 3 patients
will be treated at the next dose level. If DLT attributable to the treatment is experienced in 1/3
patients, three more patients (for a total of six patients) will be treated at that dose level. If no
additional DLT are observed at the expanded dose level (i.e. 1/6 with DLT), the dose will be
escalated. Escalation will terminate as soon as two or more patients experience any DLT
attributable to study drugs, at a given dose level. If dose level 5 is reached 6 patients will be
enrolled. Once the MTD is defined, dose expansion part IT will occur.
[00357] No intra cohort dose escalations will be permitted. Dose escalation will be followed
according to the outlined escalation steps: abexinostat HCI should be started in the morning of
Day 1 and continued on Days 2-5 of a 28 Day Cycle. Pazopanib will be given on Day 2 after
the morning dose of abexinostat HCI in Cycle 1 only and then daily for 28 days. A four-week
treatment is defined as one Cycle. Responses will be assessed after two Cycles. A medication

diary by the patient will be assessed after each Cycle.
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[00358] If at any dose, DLTs are observed and no DLTs were observed at the previous dose
level, we may explore a dose that is intermediate after discussion with the CHR, PI and the
Sponsor.

[00359] There will be no more than 2 patients dosed for the first time within the same week and
patients in the next higher cohorts will not be enrolled until the last patient of the lower cohort
has completed the DLT period

Estimated Patient numbers

[00360] The total number of patients to be enrolled on the study will be between 46 and 90.

Duration of intervention and evaluation

[00361] Patients will be on the study until progression of disecase as defined by RECIST 1.1,
intolerable toxicity, request to withdraw, or withdrawal per the Principal Investigator.

[00362] Patients will continue to be followed periodically (approximately every 6 months)
through medical records, and subsequent cancer treatments, progression of cancer, and survival
outcome will be updated. Follow-up will occur until death or for at least ten years.

Dose Limiting Toxicities

[00363] This is a combination trial which may have different toxicities resulting from the
pazopanib HCI and abexinostat HC1 dose escalation or those resulting from the combination.
Special consideration should be given to toxicities arising from the dose escalations. The
rationale of this trial is to increase the efficacy of each drug by combination therapy and to
reverse resistance mechanisms to angiogenesis inhibitors. Every effort should be made not to
delay drug dosing. Prior approval by the Principal Investigator is required to delay dosing. If
toxicities can be clearly linked to one drug only, only the offending agent should be dose-
modified.
[00364] Adverse Events and other symptoms will be graded according to the NCI Common
Terminology Criteria for Adverse Events Version 4.03 (NCI, CTC web site
http://ctep.info.nih.gov).
[00365] A dose limiting toxicity (DLT) will be defined as any one of the following adverse
events 31 occurring during Cycle 1 when association to therapy that is part of this study is
related or possibly related:
[00366] Hematologic dose-limiting toxicity
a. Grade 4 neutropenia lasting for >7 days in duration despite growth factor support.
GCSF (Filgrastim) or Pegylated-GCSF (Neulasta) may be administered after day
7 Cycle 1 to treat an ANC <1000, and prophylactically after Cycle 1 at the
discretion of the treating physician. When administered, this does not constitute a

DLT.
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b. Grade 4 neutropenia with fever >38.5° C and infection requiring antibiotic or
anti-fungal treatment
Grade 4 thrombocytopenia (<25.0 x 109/L)
d. Grade 3 thrombocytopenia complicated by bleeding and/or requiring platelet or
blood transfusion
[00367] Non-hematologic dose-limiting toxicity - this will be defined as any Grade >3 non-
hematologic toxicity, with specific exceptions.
[00368] The following will also be considered DLT:
a. Symptomatic bradycardia
b. Persistent increases in QTc interval (>60 milliseconds from baseline and/or
>500ms)
Treatment delay of greater than 14 days
d. Failure to administer >75% of the planned study drugs during cycle 1 as a result
> Grade 2 treatment-related toxicity
e. Subjects who fail to complete the first cycle due to reasons other than toxicity
will be classified as not evaluable for toxicity, and will be replaced. No dose
reductions can occur within the DLT window.
Maximum Tolerated Dose
[00369] The maximum tolerated dose (MTD) will be defined as the highest tested dose level at
which less than 33% of patients experience DLT in Cycle 1.

Visit Schedule and Assessments

Every 8 Every 8 1 Prior i Endof
Cycle | Day 1:28 e e

- Cycle 2 Day 1:28 wks wks to Treat-ment
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. until 6 after 6 Day
Stu
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! Pre-study tests, history and physical exam may be used for Day 1 tests if within 2 weeks

and no significant changes have occured

2 D1 physical exam and history in subsequent Cycles may be done within 7 Days prior to
next Cycle

* Physical Exam includes ECOG status and vital signs

* Toxicity will be assessed by CTCAE v4.03

> Hemoglobin, hematocrit, platelets, total white blood cell count (WBC) and differential

6 BUN, creatinine, sodium, potassium, chloride, CO2 (HCO3), glucose, calcium, albumin,

total protein, total bilirubin, alkaline phosphatase, LDH (melanoma only), AST/SGOT,

ALT/SGPT, phosphorous, magnesium If total bilirubin is greater than the upper limit of

normal, direct and indirect bilirubin should be performed. Biochemistry tests should be

obtained after patient has fasted, if possible. LFTs including total bilirubin, alkaline

phosphatase, LDH (melanoma only), AST/SGOT, ALT/SGPT should also be obtained

during Cycle 1 Week 2.

7 Thyroid functions tests: TSH, FT4 every 8 weeks

® For patients taking warfarin, the coagulation profile includes a prothrombin time or

International Normalized Ratio (INR)

? Urine protein should be measured by protein quantification in urinalysis

" MUGA or ECHO should be performed at baseline and the end of Cycle 2 (+ 1 week) and

only repeated with subsequent cycles if EF changes = 10%.

" Cycle 1 weekly triplicate EKGs at two timepoints: pre- abexinostat HCI and 3 hours (£ 15

min.) post- abexinostat HCI.

12 Cycles > 2: Single EKGs if no cardiac problems identified on pre-dose Day 1 EKG.

" For women of childbearing potential. Pregnancy test will be repeated after each two

Cycles if clinically indicated.

4 Baseline evaluations should be performed not more than 30 Days prior to the beginning of

the treatment.
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1 Pazopanib PK: final schedule TBD Phase Ia only
Day 3: predose, after dose: 30 minutes, 2, 4, 8, 24 hours
Day 8: predoses (with abexinostat HCI), after doses: 30 minutes, 1 hour, 2 hours, 4
hours, 8 hours
Day 22: predose, after dose: 30 minutes, 2, 4, 8, 24 hours
16 abexinostat HCI PK: final schedule TBD Phase Ia only
Day 1: predose, after dose: 30 minutes, 1, 2, 4, 6, 8 24 hours
Day 8: see #15
7 PD markers will include histone acetylation, expression of VEGF, VEGFR, HIF, RAD51,
pharmacogenomics
8 PD markers for abexinostat HCI:
Pre-treatment: up to 10 Days prior
Day 1: 2-hours (+15 min) post abexinostat HCI
Day 8: pre- and 2-hours (+15 min) post abexinostat HCI
' PD markers for pazopanib HCI: plasma to be drawn with each Cycle
2% Pharmacogenomics: whole blood to be drawn Cycle 1 Day 1
I Tumor FNA:
Day 1 (up to 10 Days prior), and Day 5 at 120 min (+30 min) post abexinostat HCI.
*Tumor FNA or tumor biopsies are optional for dose escalation, mandatory for dose
expansion®
2 FLT PET (3’deoxy-3-18F-Fluorothymidine positron emission tomography) can be

performed with baseline imaging and then prior to Cycle 2 with follow-up imaging.

Cycle 1 (Days 1-28)
PK schedule Dosing
Pl D2 D3 D22 D23
Pazopanib Onee @ X X X
Da
(o) Y
PCI-24781 Twice a
X X X
(po) Day

Pazopanib schedule: pre, 30 min, hr 2, 4, 8, 24

Abexinostat HCI schedule: pre, 30 min, hr 2, 4, 8, 24
Efficacy assessments

Criteria for response, progression and relapse
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[00370] Response and progression will be evaluated in this study using the new international
criteria proposed by the Response Evaluation Criteria in Solid Tumors (RECIST) Committee 33.
Changes in only the largest diameter (unidimensional measurement) of the tumor lesions are
used in RECIST 1.1. Note: Lesions are either measurable or non-measurable using the criteria
provided below. The term “evaluable” in reference to measurability will not be used because it
does not provide additional meaning or accuracy.

[00371] For the purposes of this study, patients should be evaluated for response every 8 weeks,
prior to the start of odd-numbered Cycles after Cycle 1. In addition to a baseline scan,
confirmatory scans should also be obtained >4 weeks following initial documentation of
objective response.

Evaluation of Target lesions

[00372] Complete Response (CR): Disappearance of all target lesions

[00373] Partial Response (PR): At least a 30% decrease in the sum of the longest diameter (LD)
of target lesions, taking as reference the baseline sum LD

[00374] Progressive Discase (PD): At least a 20% increase in the sum of the LD of target
lesions, taking as reference the smallest sum LD recorded since the treatment started or the
appearance of one or more new lesions

[00375] Stable Disease (SD): Neither sufficient shrinkage to qualify for PR nor sufficient
increase to qualify for PD, taking as reference the smallest sum LD since the treatment started

Tumor samples and PBMCs

[00376] Tumor samples by fine needle aspirations (FNA) will be obtained by the study
cytopathologist based on the schedule of assessments post- abexinostat HCI. Diff-Quick air-dry
method (FNA) at time of aspiration will be used by the study cytopathologist to confirm the
presence of tumor cells in the specimen. An accessible lesion for the purpose of this study is
defined as a subcutaneous nodule or lymph node or a lesion accessible to FNA with CT
guidance with low risk to the patient (Includes CT/ultrasound guided FNA of lymph nodes in the
neck, axilla, groin, tumor masses in the breast, liver or adrenals). This decision will be at the
discretion of the treating physician in consultation with the principal investigator. If no tumor
nodule is visible and/or palpable or accessible as defined above, then no biopsy will be done.
[00377] Tissues will be evaluated for the effects of PCI24781 on tumor and PBMC histone
acetylation. PBMCs and tumor aspirates will be processed in Pamela Munster’s laboratory at
UCSF using immunofluorescence and Western Blot analysis (IF) analysis. Cells will also be
stained for HDAC enzyme expression.

[00378] Other correlative study methods will be added later.
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Safety assessments

[00379] Safety assessments will consist of monitoring and recording all adverse events and
serious adverse events, the regular monitoring of hematology, blood chemistry and urine values,
vital signs, ECOG performance status, and the regular physical examinations and ECG
assessments.

[00380] Adverse events will be assessed according to the Common Toxicity Criteria for
Adverse Events (CTCAE) version4.03.

[00381] A serious adverse event is any adverse drug experience occurring at any dose that:

&

results in death;

s

is life-threatening;

c. results in in-patient hospitalization or prolongation of existing hospitalization

(admissions for elective surgeries or procedure do not qualify);

d. results in a persistent or significant disability/incapacity; or

e. results in congenital anomaly/birth defect.
[00382] An adverse event is the appearance or worsening of any undesirable sign, symptom, or
medical condition occurring after starting the study drug even if the event is not considered to be
related to study drug. Medical conditions/diseases present before starting study drug are only
considered adverse events if they worsen after starting study drug. Abnormal laboratory values
or test results constitute adverse events only if they induce clinical signs or symptoms, are
considered clinically significant, or require therapy.
[00383] The occurrence of adverse events should be sought by non-directive questioning of the
patient at each visit during the study. Adverse events also may be detected when they are
volunteered by the patient during or between visits or through physical examination, laboratory
test, or other assessments. As far as possible, each adverse event should be evaluated to
determine: the severity grade (mild, moderate, severe) or (grade 1-4); its relationship to the
study drug(s) (suspected/not suspected); its duration (start and end dates or if continuing at final
exam); action taken (no action taken, study drug dosage adjusted/temporarily interrupted, study
drug permanently discontinued due to this adverse event, concomitant medication taken, non-
drug therapy given, hospitalization/prolonged hospitalization); and whether it constitutes a
serious adverse event (SAE).
[00384] All adverse events should be treated appropriately. Such treatment may include
changes in study drug treatment including possible interruption or discontinuation, starting or
stopping concomitant treatments, changes in the frequency or nature of assessments,
hospitalization, or any other medically required intervention. Once an adverse event is detected,

it should be followed until its resolution, and assessment should be made at each visit (or more
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frequently, if necessary) of any changes in severity, the suspected relationship to the study drug,
the interventions required to treat it, and the outcome.

[00385] Information about all serious adverse events will be collected and recorded.

Endpoints

[00386] DLT will be assessed by monitoring for adverse events, scheduled laboratory
assessments, vital sign measurements, ECGs, and physical examinations. The severity of the
toxicities will be graded according to the NCI CTCAE v4.03, published 14-Jun-2010. Adverse
events and clinically significant laboratory abnormalities (meeting Grade 3, 4, or 5 criteria
according to CTCAE) will be summarized by maximum intensity and relationship to study drug
for each treatment group. Safety will be assessed weekly for the first 4 weeks and then every 4
weeks. Simple descriptive statistics will be utilized to display the data on toxicity seen from the
combination of pazopanib HCI and abexinostat HCI.

[00387] Noncompartmental pharmacokinetics of abexinostat HCI, pazopanib HCI, and the
combination will be assessed by measuring and calculating the volume of distribution (Vd),
bioavailability (F), clearance (CL), half-life (t1/2), and area under the curve (AUC).

[00388] Clinical Benefit Rate=CR+PR+SD. Evaluated by imaging criteria RECIST 1.1
[00389] Objective response rate. Will be calculated as a proportion, the number of patients by
best response (who had clinical benefit) divided by the total number of patients on study.
[00390] Progression-free survival. Time to progression will be calculated as the time from
study enrollment until the time of disease relapse, progression, or death from any cause, or until
last contact if no relapse, progression or death occurred.

[00391] Overall survival. OS time will be calculated as the time from study enrollment until
the time of death from any cause, or until last contact if the patient did not die.

[00392] Histone acetylation as measured by changes in HDAC1, HDAC2, HDAC3, and
HDACS6 expression in PBMC and tumor biopsies

[00393] Other PD biomarkers: plasma for VEGF, VEGFR, HIF, and RADS51 expression
[00394] Pharmacogenomics: one time collection of blood for evaluation of SNP variations and
correlation with toxicities

[00395] Changes in FLT PET (3’deoxy-3’-18F-Fluorothymidine positron emission
tomography)

Example 11: In Vitro Assav of Effects of Pazopabnib + Abexinostat

[00396] The cffects of the combination of pazopanib + abexinostat (PCI-24781) were assayed
in 786-0 human kidney carcinoma cells. Results are presented in Figure 1. The combination was

administered to cells for three continuouse days, after which alamarBlue levels were measured.
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Example 12: In Vitro Assav of Effects of Pazopabnib + Abexinostat

[00397] The effects of the combination of pazopanib + abexinostat (PCI-24781) was assayed in
U2-0S osteosarcoma cells. Results are presented in Figure 2. The combination was administered
to cells for three continuouse days, after which alamarBlue levels were measured.

[00398] The examples and embodiments described herein are for illustrative purposes only and
various modifications or changes suggested to persons skilled in the art are to be included within
the spirit and purview of disclosure and scope of the appended claims. As will be appreciated by
those skilled in the art, the specific components listed in the above examples may be replaced
with other functionally equivalent components, ¢.g., diluents, binders, lubricants, fillers,

coatings, and the like.



WO 2013/123413 PCT/US2013/026462

85
CLAIMS

WHAT IS CLAIMED IS:

1.

10.

11.

12.

13.
14.

15.
16.

A method of increasing the effectiveness of an antiangiogenic agent in an individual in
need thereof, comprising co-administering to the individual (a) a cycle of abexinostat or
a salt thereof, and (b) an antiangiogenic agent.

The method of claim 1, wherein the antiangiogenic agent is pazopanib, or a salt thereof.
The method of claim 2, wherein the method reduces resistance to the antiangiogenic
agent; delays the development of resistance to the antiangiogenic agent; delays the onset
of the cancer becoming refractory to the antiangiogenic agent; prolongs the usefulness of
the antiangiogenic agent; allows use of the antiangiogenic agent in the treatment of
cancers that generally develop, or have developed, resistance to the antiangiogenic agent;
increases patient response to the antiangiogenic agent; increases cellular response to the
antiangiogenic agent; decreases the effective dosage of the antiangiogenic agent; or any
combination thereof.

The method of claim 2, wherein the salt of abexinostat is abexinostat HCI.

The method of claim 2, wherein abexinostat, or a salt thereof, and the antiangiogenic
agent are administered separately, concurrently or sequentially.

The method of claim 2, wherein the subject is in an interdigestive state.

The method of claim 2, wherein the abexinostat, or a salt thereof, and the antiangiogenic
agent, are administered one hour before a meal or 2 hours after a meal.

The method of claim 2, wherein the cycle of abexinostat, or a salt thereof, is 5 days.

The method of claim 2, wherein at least one dose of abexinostat, or a salt thereof, is
administered each day of the abexinostat cycle.

The method of claim 9, wherein the dose of abexinostat, or a salt thereof, is sufficient to
maintain an effective plasma concentration of abexinostat, or the salt thereof, in the
individual for at least about 6 consecutive hours to about 8 consecutive hours.

The method of claim 2, comprising administering a first dose of abexinostat, or a salt
thereof, and a second dose of abexinostat, or a salt thereof, 4 to 8 hours apart.

The method of claim 2, wherein the cancer is a hematological cancer, solid tumor or a
sarcoma.

The method of claim 2, wherein the cancer is a solid tumor.

The method of claim 13, wherein the cancer is a metastatic solid tumor or an advanced
solid tumor.

The method of claim 2, wherein the cancer is a sarcoma.

The method of claim 2, wherein the cancer is soft tissue sarcoma.
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17.
18.

19.

20.
21.

22.
23.

24.
25.

26.
27.

28.

29.

30.

31.
32.
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The method of claim 2, wherein the cancer is renal cell carcinoma or ovarian cancer.
The method of claim 2, further comprising administering at least one additional therapy
selected from anti-cancer agents, anti-emetic agents, radiation therapy, or combinations
thereof.
A method of treating a cancer in an individual in need thereof, comprising co-
administering to the individual (a) a cycle of abexinostat or a salt thereof, and (b) an
antiangiogenic agent.
The method of claim 19, wherein the antiangiogenic agent is pazopanib or a salt thereof.
The method of claim 20, wherein the method reduces resistance to the antiangiogenic
agent; delays the development of resistance to the antiangiogenic agent; delays the onset
of the cancer becoming refractory to the antiangiogenic agent; prolongs the usefulness of
the antiangiogenic agent; allows use of the antiangiogenic agent in the treatment of
cancers that generally develop, or have developed, resistance to the antiangiogenic agent;
increases patient response to the antiangiogenic agent; increases cellular response to the
antiangiogenic agent; decreases the effective dosage of the antiangiogenic agent; or any
combination thereof.
The method of claim 20, wherein the salt of abexinostat is abexinostat HCI.
The method of claim 20, wherein abexinostat, or a salt thereof, and the antiangiogenic
agent are administered separately, concurrently or sequentially.
The method of claim 20, wherein the subject is in an interdigestive state.
The method of claim 20, wherein the abexinostat, or a salt thereof, and the
antiangiogenic agent, are administered one hour before a meal or 2 hours after a meal.
The method of claim 20, wherein the cycle of abexinostat, or a salt thereof, is 5 days.
The method of claim 20, wherein at least one dose of abexinostat, or a salt thereof, is
administered each day of the abexinostat cycle.
The method of claim 27, wherein the dose of abexinostat, or a salt thereof, is sufficient to
maintain an effective plasma concentration of abexinostat, or the salt thereof, in the
individual for at least about 6 consecutive hours to about 8 consecutive hours.
The method of claim 20, comprising administering a first dose of abexinostat, or a salt
thereof, and a second dose of abexinostat, or a salt thereof, 4 to 8 hours apart.
The method of claim 20, wherein the cancer is a hematological cancer, solid tumor or a
sarcoma.
The method of claim 20, wherein the cancer is a solid tumor.
The method of claim 31, wherein the cancer is a metastatic solid tumor or an advanced

solid tumor.
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33.
34.
35.
36.

37.

87
The method of claim 20, wherein the cancer is a sarcoma.
The method of claim 20, wherein the cancer is soft tissue sarcoma.
The method of claim 20, wherein the cancer is renal cell carcinoma or ovarian cancer.
The method of claim 1208, wherein the cancer is resistant to the antiangiogenic agent;
partially resistant to the antiangiogenic agent; or refractory to the antiangiogenic agent.
The method of claim 20, further comprising administering at least one additional therapy
selected from anti-cancer agents, anti-emetic agents, radiation therapy, or combinations

thereof.
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FIG.1

Alamar Blue: PCI-24781+pazopanib in 786-0

(kidney)
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0.25 5 0.883 0.5 5 0.817 5 0.719
0.25 10 0.518 0.5 10 0.604 10 0.526
0.25 20 0.608 0.5 20 0.623 20 0.406
0.25 30 0.315 0.5 30 0.37 30 0.373

3 day continuous treatment, concentrations in micromolar
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FIG. 2
Alamar Blue U2-0S osteosarcoma
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24781 0 0 0 0 0 i1 | 05025 1 | 05|025| 1 [05/025| 1 [05]025] 1 | 05 ]|025
24781 |pazopanib| ~ Cl | 24781 |pazopanib| i pazopanib| Gl
0.25 10 0.489 0.5 10 0.446 10 TR
0.25 20 0.675 Q.5 20 0.621 1 20 0.478
0.25 30 0.621 0.5 30 0.598 1 30 0.469
0.25 40 0.704 0.5 40 0.605 1 40 0.476

3 day continuous treatment, concentrations in micromolar
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Lo — P T B A A o G BT s A s B 280 1 77 325, AR 6 AL Rt
(a)abexinostat BRI ER I FEHE, & (b) P & A4 miil o

2. MRPEBCRER 1 Prdk (977325, Horb ik P & A Rl ia v Je sl 2.

3. MRIEBRNEL K 2 Pl () 77325, Forp Bk 75 5 AR P & A iR itk s RE 22 i
BB R S SRR I AR R TR PR R R ) R AR ST I A R
A MM RVFEIR S KRB C 24 R JE UV E A2 AP PE RE 1A 7 A A B i & A
FH) s B T A8 S LA A A R PR i R 5 30 4 BT B I AR R B R 2 s B ARG A A A R
FIFA RGN & B e ERA S

4. MRIEBREK 2 Prik i 772, b Irik abexinostat [)#h/2 abexinostat #hg .

5. MARBRESK 2 ik i) 777, o abexinostat BUH 3 HHUMAE A B 7 FF - R BE
FHLE A o

6. MRPRBCRESK 2 Frd () 77325, Horp 23838 Ak T AL TR IR

7. WRARBRIZK 2 Prik i )72, Hod Bk abexinostat sk 540 i 8 A2 BRI/ 2 Al
L /NI B S 2 /I

8. MRIEACHEK 2 Frik iy 77%, Horp Tk abexinostat BRILERI AN 5 K.

9. MRIEBCRNEK 2 Prik 7732, HorP 7E Tk abexinostat AR &F— Rt 2 /0—14
FIE ] abexinostat B,

10. ARIEARZK 9 Frik i) 7772, Horp frid abexinostat s #5182 AR R 4E
£F abexinostat B SR A BUM B L 2 /DAL 6 /N R IESEZ) 8 /N o

L1, FRAR BRI EE K 2 Prdk () 77325, HAUFER TR R 4-8 /NNt H 28 — Rl 2= 1) abexinostat B(
H R DL 3R & 1) abexinostat BiH £,

12. MRAEBRIEK 2 Prid i) 77325, Horb Brads e he 2 V8 R G S48 sl IR

13, MRARARIELSK 2 Pk if) 773, Forb P Jed e A2 S 14008 o

14, FRYEBCRESK 13 Frk i) 77325, 2o rp BT ad Jed i 2 S 45 1 S 1498 s 9o S0 S 4988 o

15, ARPEACFIELSK 2 Pk 8y 7735, Forb BTl it A2 TR 8

16. ARPEAFIER 2 Frik k7775, Hodp Irdh e ie 2 AL AR

17, ARPEACRELSK 2 Pk (8 7732, Forb Bk g i 2 1 A o s s O S0 o

18. ARPEBCRE R 2 Frik (9 751, Hodk— 0 G55 A %k B Hrss 30 bk 5] U va 7 80
e E 2D —FhES M7

19. —FhER T EIAMAT IR E R 77, AR AMASL R A (a)abexinostat
sl HER R R, K (b) i & AL R .

20. FRYEBCHIE SR 19 Pralk ()77 3%, 2orh Brad Hi i 8 A2 o) 2 o memn Jé sl 2o

21 FRABBREISK 20 ik k) 7732, i ik 772 BRI B 8 A2 s P it s i g2 i
M7 AR R R PTPE R J@ 5 SEGRZR AT L5 A R XE V6 PR B I e AR s S KB i A A )
A M s RVFER S KB O R 8 B P & A8 ssRIg i e i i ey s P & A=
SR s B2 T BB R BT A A A ) e Y. 5 388 0048 B BT A R R N s BRI B A A
BRSO E BB RS .

22. MRIERHA)FE R 20 Bk 77vE, Hip ik abexinostat £h/& abexinostat $hgzh,

23. FRABBHEL K 20 Prik (1) 777%, Horh abexinostat B(H: #h 5108 A2 sl 43 I  [F] I
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BIAH 4kt -

24. FRAEBORE SR 20 Prl () 77 3%, Jorh 23803 b T AL [ R .

25. MRYEBHNE R 20 Frik iy 777%, Hrp frid abexinostat s Eh HHUME 4 %
[IRRAN S Y SN Ry V25

26. FRABEBHNE SR 20 Pri’ i) 771, Jorp rid abexinostat sRILERHI A HAN 5 K.

27. MRBRNE K 20 Frad )75, A 7Tk abexinostat A — R H 220 —
N5 E ) abexinostat B Eh

28. MRYERCRE R 27 Frdk 77 7%, Hop BTid abexinostat s EE 5] & 2 LLEEA A
YrkF abexinostat B Eh A RUM MM BE 22 /DIESLL) 6 /N RIS 8 /N

29. WRPFBCRELK 20 Frid i 7772, JAL &R B 4-8 /) i) it FH 25 — 7 = [#) abexinostat
B H R DL S R abexinostat B EE.

30. FRIBBORE K 20 Frik (%) 7715, Forp il s he 2 L R G SE A8 s I8 o

31 FRAEBCREL R 20 BT (1) 7730, L rp BT I A2 S AR

32, FRABBOHNE R 31 Frak (¥ 7715, Forp BT ads s he i B 7% 1t S 1A i S 499

33. FRAEBCRE R 20 Frad (1) 7730, o rp B I e i A2 AR o

34. FRAEBCRE SR 20 Prak () 7735, Jorb i e i 2 A 2R A8 o

35. FRAEBCREL R 20 P (1) 7775, L rb Bl i s ohe 2 1 4 e s o) S8 o

36. FRABBMZISK 1208 Frak 1) 7732, Horr Brad s he o i & 4 o A ok b
R RN HA DU s B R B A AR GRIRE VA T I

37. MRIRBCRE R 20 Frdk i 77 7%, Soib— 0 A8 it 2 B B sn) s ek 50) 80U R 7 5.
BTG B 2D — RSN T %
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HEB R C BB SRR A S R E R IR

[0001]  AHITHZISR 2012 4F 2 17 HIEAZHI AR S5 4 61/600, 491 )5 [ Mk iy & A 1175
F 2012 4F 2 H 23 HAEAZHI RS54 61/602, 544 (1152 B 1 &) B8 AL A 3 199 e T
HF BRI 2 T NMEN S5

BEHEA

[0002]  #%/MAZLER 11 SEEACIR S TR ISIE R R IE » /ML ER A I S BEAL B — 2L
N A CBERE (HDAC) FOBGAEAL, IXSeBAT 11 A AN R TAY, 204 A S Ak 53K
et LR, AT 5 | RS G S0, 17 LA AE R 2 I G (0 PR DXk N 5 3 R 3 B, DA AR IAF R
UF ML BT 5 SRS DA T3 3%

[0003]  7EfhiRd 40 b, 5 HOE B, 4 HDAC B IY S B MR IR 2 S84 B (1 L.
TR T 0 DR 2 SRR, X e DR G4 22 PR 0 Sk 3 1R L 0 B 4 e R 4 ol
My Z4RPAT-(IFE N . BE—B M, CEIRIE T HDAC FHIFIAE A P G AR K. s AR K
(I3 £ bl 2 208 RS R (1 = Ak, I BT REVS S 2 AL

[0004]  HDAC ) il 571 75 4 &0 F11 1 Py 32 BEL W 92 40 B 4 78 . N- 2 58 —4-{2-[3-(\,N- = H
FER IR AL ) I —2- AR I ] ZH - R (BAEFR A PCI-24781 5k
abexinostat) J&—#H TR 77 AJEIE 2 T F N5 ER I8 1Y) HDAC FPHIF) .

ZIAAS

[0005]  FEIELLSLIE T S, AL HE T AR T AR TR S It I A R B v )
T332, BFE AL R (a) abexinostat BRI R (cycle), K (b) Pl E A pil.
TE— 2852t 77 2 P, AP E AR G2 I M )8 (pazopanib) B ER . 7E— 2850t 77 =,
27 TR U A2 R b 5 R 28 Hiai B AL I BUME I R 8 5 7 G240 S Piam i 2B ik
FHUREYR T R EEAE B R A 5 B P I A BRI A R T 5 R VP AR I R R B CL 42 R & i
B RGR DU IERE (Y6 7 AR A0 P e A A B3R s S AR 3 X B i A8 A ) (e i N 5 38
A L A A R IV s AR E AR ORI A ROR & Be M4 s . £
S %, abexinostat () Eh & abexinostat #hREh, fE-—L85jli /&=, abexinostat
sl R 5P A AR ) o I R B SR Gk o 7E—2e s g 2, 2l E A T AL R e
WA 250 &2, abexinostat B3 SHUMAE A RFITEERT 1 /MEEE 5 2 /)b
N o 7E— 285 77 22, abexinostat BILERIK AN 5 Ko 7B L8507 &, 11
abexinostat & RE— R H 22 /b — A FRIE ) abexinostat B #h o 75— 2850 T &,
abexinostat BCH 2[5 & 2 AFE AR TP 4EHF abexinostat BCH: £k FA R R IR E 2 /01
G2 6 NI R IESEZ) 8 /NI . AIBCRIE SR 2 BTIR B 77, BLE (RIS 4-8 /N 5 — i
ff) abexinostat s EE LA “5HIE ) abexinostat s8R Eh o 48— L8577 S, Tk JeiE
ST MV R GURE  SERIR B R o A0 B85 T S, P s e SEMRi o 68— SUSli T &2
W, TR S B A M S A SR I S AR o A — S SiE T R P, TR EE SR AR . AE 1k
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SEHE T S, Pl e R AR . FE—SES T R, FTR e 2 1 AN A Bl S
PE—SUST 7 Z2 0, 107 R R RE A G B PR bR U VR T ST A A i A b
— PGNP

[0006]  FERELLS T S b, AN SCA T T AR 75 B TR IR T EAE 107 V%, AR XA 1A
IFEHEA (a)abexinostat (I #h i) & #, & (b) P & A Rl 76— L8877 &, 1%
P A2 R A2 M Je B R o 7R — 285 7 58, 1% 07 R BRI Bt I A AR R B Bt
Ve 5 JESEPT ML A BRI PR B R JE 5 18 G270 A A A8 A e V6 1k IR e R R AR s IE KT
I8 AR R I 5 Fe VR AE B R R B B 48 kR H o i 8 2B RRI B e RE ¥R T R
A FH LI A R ) s 4 T A 38 e L A R ) R o S 5 6 40 Mt ot A A R R R
BEAR B & 2 BRI A oA & s B IR A S . fE— 2500 7 7, abexinostat )
h 2 abexinostat Thgth, 78— L85l ;7 =, abexinostat 8¢ H £h 5 i & A= Bl 57 4
FE RIS BAHGR I FH o 7E—2e s 7 P, 2R F AL TIE AL R IR S . fE— 2852 y &,
abexinostat B Eh 5HUIME A SFITERRT L /DN BUERSG 2 /M » 75— 28507 &,
abexinostat B ER I E I 5 Ko 78— 2850 5 £, 7E abexinostat J&l # i &K it 1
Z/b—AFHIEN abexinostat BtLEh . E—25E 7 %, abexinostat I #h 15 & 2
LLAEAN PR 4E 7 abexinostat o H: £k 17H 2Um 3R FE 22 /D 8L 2 6 /NN B ELEZ) 8 /N
TE— 2SIl 7 Z2p, 207 A AR TR R 4-8 /I B 28— RIE I abexinostat B 3 DL
|2 abexinostat BRI E o 7R 2USE T ST, PTIRJEIE A MV AR GUREAE \ SE AR B A
oo AE—SESE T SR, BTIA S S SE R o AE SRSty SR, BT IR A R I S AR
SRS SE AR o AE—SESTi Ty 2D, T ehE 2 R o ARSI TT SR, Pl 2 A
NI AE— SO T T, Pl e he A2 B A0 e s S . A B ST T R, ik e
RERT B A BGR R AU 0 P 8 A R A 3 Lrk s B S P e A son Ve T
(o AE—SESE T S, 17 1R R ARG FH e B PR 50 JEUR YT BCE AT 4 A
2D FhE M7

[0007]  7EFE LSl 7 S, A SCATF T AEA 5 EANE IR 7 e K U v, AL EE il
A (a)abexinostat ( BCH: 2R ) B, & (o) Wamsm e (sl #h ). 78— 250y &
Wi, abexinostat (B #h ) Hmmei e (s ) 0 i . 7 — e85 &,
abexinostat ( Bk ) Sipmin)e (st ) RN sk AHgk R . £ — st 7 &£,
abexinostat ( BRILEE ) KM RIELL | £ 14 ROGELE2 & 14 RGELE 3 F 14 REE4 &
14 RGESES B 14 R ES6 3 14 R GES TR 14 ROELE S8 F 14 RUES9 E 14 K&
B 10 B 14 RGBS 11 F 14 RGES 128 14 REGES: 13 8 14 K. £ 2sziis &,
abexinostat ( BRILEL ) MIRIRIES: 2 R ES: 3 R IESE 4 R ES: 5 R JESE 6 KR ES:
TRAESE 8 R ELE 9 R GES: 10 RVESE 11 R GESE 12 K& 13 RolGESE 14 K. {F
— LBy e, 1% T EIE L REAE abexinostat (B EL ) A HHZ 51 abexinostat ( B
i) R, LSty %, abexinostat ( B ) HIRZGHIRIES: | & 14 K ES:
2F 14 R ELSE 4R EEAIF 4R ELESFE 4R EE6E 14 R EETE 14
RATESES 2 14 RFESE9 £ 14 RES 10 £ 14 RGES 11 2 14 ROESE 12 £ 14 Rk
TES: 13 2 14 Ko B850 77 2, abexinostat ( BRI #h ) MIRZG M2 ELE 2 K GESE 3
FRNTES A R EBE 5 R GESE 6 R ELL T R ES 8 KESL 9 K GELL 10 RGBS 11 KRGE
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SR 12 RES: 13 REGES: 14 Ko fE—LE500{E 7 &, 7E abexinostat J& B &— K it H
F/b—AFE ] abexinostat ( B #h ) o fE—2ESLJ 77 S, abexinostat FF&E & LA{E
AR YERF abexinostat ( B 2L ) A RN KIRE B/ DTS2 6 /N, A — LS 7 &
1, abexinostat (B ER ) (1575 & IAEMATPYERF abexinostat (B #h) M &l Rk
FE A /DIESEL) 8 NI AF— 2852 P, abexinostat ( BH: AR ) (5 E L LIAEAN A R 4
FF abexinostat ( B{ILEh ) 1A BN B FEESEL) 6 /T RIESL) 8 /NI fE— L85l 77
S T IE AR A — IR 1 abexinostat (B #h ) FIEE —FH & abexinostat (B
b, Hd s I E A T F R AR 4-8 NN o AE RSz T =, %7 VR
JitE FH 5 — 1) 7 1) abexinostat ( B #h ) L 58 — 5| &E ) abexinostat ( BiIL ) FEE =5
[ abexinostat ( BLALER ), LA %A — 3R & 58 = 2R =5 & (A FE 4-8 /NI it .
fE— 25T 77 8, abexinostate (BRI 3R ) AL HI A ORI, 7F— 250 7 &,
abexinostate ( BRI Eh ) 4 0 il A U TR 2 Bl 45 0B CUIRGRIZY . 7F — 285 7 =P, 1%
TriEAFE A abexinostat (B EE ) B — @R RFIZLAIE A abexinostat (B(H:
Eh) B OB CIRGR Y, 25l Ok R B 5 58— OB U IRGAI BRI R 2 4 /i 22
20 8 /NI ER . AE—2ESE T B, BTIA O RFIAIAELS 25 5 240 2 /NI 22245 10 /NI 3
W 5E B abexinostate ( BRI Eh ) o AE—28NIHE 7 B, 1 AR FEAE SR A T i
abexinostat (BRI E: ) o 7F— 265zl 7 b, %7 AR R A a2 it i meip Je (s
) o B T =h, SO E B RE R AT/ DIN B 5 /N IN ] abexinostate (B
) o AE—HEST 77 R, 2T VA AR AT /NI BCE JE PR/ I FH i e (B3R .
FE— e 7 S, T VAR — H WK £ 30mg/m® 224 75mg/m” [f] abexinostat ( 5k
HEh) o 27 &, abexinostat (@i #h ) M HFIEAN T 60mg/m” 2245 150mg/
m’ Z i) fE—SES T B, E A AR FH ) 400mg 224 800mg [P JE . 7E—LLsT
i 77 %7, abexinostat [ JE abexinostat #hEgEh. 7E—LE5ji 7 &b, WM ip Je i 2h 2
W e JE Sh PR h o FE— 28NS 7 S, 1% LR I 29 433, dmg 2244 866. 8mg FRIH ML
JEEhER 2L . fE—ReSLHE T S, BRI o IV R GO RE  SE PR sl AR o A —SESl T R
TR 2 AR o AE—SE STy b, PR S AR A o A SRS T b, B
AIRAELE B UM 45 W &5 B B /N0 M e 0N A g B S O S0 | B A1) B
Je SRS I R S U I A DR TR R A A e | NE K A R | 2R R IR
REK &0 M 34 22 90 | 52 AU I 0 BEAT B dRg A2 T 0 M08 B &0 MRk 08 L T 40 i bk B VR AT &
PR AR AT i LR A R R SR M i (AML) < 2ot R 4 e
M9 (ALL) B S8 AL 5 255 1 A8 PR BE T (1 a9 R0 B Al g o /E — S8 SE 7 h, Bid
TEIEE B - FLE - G50 &5 B A/ A0 Mo e T« O S L S0 L B U L R
FE SR BESN 80« B 40 bk B3 L T &0 o bR E 098 L 76 T 4 VbR R0 L AR A U R L e TR L
B R ZRAAE (MDS) FHB 41 s o 75— 285l 7 S8 rh, P e iE A2 ' 40 Hu g Bl O S0 . 7
— MBS Ty S, T VRS i Ik B DU R RS T B N A A R 2 b —
FREAMETT vk o A8 L6527 P, ZOr VAR I 20— Fhik B R IR RIEANE TR |
DNA H 455571 s ¥ 40 el T 53 1T 0050 sl sm) sPARP T 5 25 1 (445 sRNA/DNA $i
R s 22034 5 e 500 s P 8 A5 ple 3 7 A BEINHIF s P 5 40 g T
U5 S S a0 A5 5 5 O BB 5 BT ELE v sABT-888 s il th (1 A 25 s BTt (1 A 3 BT 2k
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P FTRILE A BR s VNS TR ;75 B Il s 2 By T Rl ity e s — A A0 i s R A B Il BT 4L
MO sAZD-2281 s RIR SEH)YT 5 VARER AP ; VIV BNT stk 2= K sBST-201 s AV
G EHE RS REMIE s R s RAEEK (carfilozib) s REERNT s RERNTT ;26K
HAT VO ZEBPL  AT BRETT U s by R s RUE R s IR s FaDE L 5 Fnla i
HHRBUAR A RO AR R XA o (A ER)E (RAFER I RAESR MM
fibise ;Mo JB AN 3R A NG s 2 P08 s 2R WA 2 R WAETRIAE s IR bkl ;5%
L T o sJEig e sHESERIVT s BERRIKFT VA B KB sAKVE SR s HER H) 2 SR
PR OB PIEE s URMERE G A4E =) s AR S 5 & VOME 5 & ZBR PP OK R BRI
E IR IR A 2 Ak SRR R R A LA s R PR SR e T
HFE a—2a ;TR o -2b R RPN R M s DY SR ISR S N I Ak 5 20
FEWK M 3% BER)YT s AT IR Hb 22 W 536050 SRR NN 2 RIS s AR VD MR s 22 3
a3 C22 AR F C oKIEH SRICERE ;2R N IRVE M s 28 PV sNPT-0052 514 4B 3T 5 58 I
EAER DR RS AR B A G R IR KB SRR B B A ST o3
I 551148 SR AE R 5 s BE e 2R A TR T S URVEIREE s RE R, LIEEER b
Wy A8 5 A L s 22 49 s AR sRADOOL s H AR 32 s 22 BB s A w] = sy | = s R
AEJe B CERRET RS Al S S B R Mg R R SRR s
WS S SRR VR R 463 K55 4BV S BB BV S R PT /1131 6V = Bt s i 2k
P 4E TR RS BT A s KB KEFI  F B s R Tl s ek 2
#h s DUS R BT o

Bf$ =158 BA

[0008] & 1 245 i Bl T Jiti F BE Wi JE +abexinostat (PCI-24781) K& XS 786-0 N5
YA MO AR . I BT P ED W (AlamarBlue) WHZH A RRCR T ARAL o

[0009] 2 25451 U BH T FH A el JE +abexinostat (PCTI-24781) FI4H-G % U2-0S & A 98
S0 P ) 205 R o 3 Oy WK % 2 A R T A

[0010]  HLIMAE 2B ) H T2 FERE AT o S UM A2 RAH IS — AN L ] @ 7E
TR IR A AN R I e A M 2GR BT o IR MR S, —Rh I A R, R
RN o AESIE IR T JA TR 200 7= AT My S8 (KT, AT BRARS T i me i JE 1 Th
B FF i 2T AR AT W] e R AE A 25907V o R T ek b BB ATCORS B o bp e e 2 )
P AR R BT I s e R VA T B AP TR 2K

[0011]  HDAC HIVHFFI% Ml J68 40 i 2 PR 20 7= A AN TR ) R Mt A A& M. XSS B ] B B S
HDAC il 55155655 it FH B AR AT A7 SR IR B R4 8 in o 4910 4, HDAC #5515 i DNA X T 22 R dk. 2
TBITFRNEIA] R M, TGN T AT 29 4 i EE v o N- RO -4 {2-[3- (N, N- Z ISR L
5 ) AT —2- IR R ] LSS - R (AR PCT-24781 B abexinostat)
JE TR NS I 25 T4 IR 2R 1 HDAC #1151 o

[0012]  FEIELESLE 77 ST, ARSI T AR 75 B R T S NPt i & A s A o 1)
T, SRERAMASLFE A (a) abexinostat SR A, K (b) P A ). 758k
S 7 FE TR AR E AR R vk JE B B o AR Be Sy S, %0 VA RN B
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A GRIRIPLTE I S DL 8 A R DR ) R e 5 AE SRR AP ML A BRI HE VA T () Jes E 1
A EERHUIM A A BRI T 5 R VAR R R R O 4 % e i 78 A i) pie ok () e i
(YA T A A PO 78 A R 5 B T B 2 o T A A R g o S 5 2 o 40 M % et A A )
(RN s BRARPT L E AL R A RO & s BREN TR A .
[0013]  FEFELESLE 77 S, AR T AR 75 B A4 3 e w8 sliHL 3k i Rk
() 77325, A AR ML R (a) abexinostat B R AT, A2 (b) My e st i, 7
— SOt T F P, 1% T VB AR I M e JE B ER BT 5 GE S MR e B R BB I
R 5 JE AR A p Wk e B 2 VA PR R E I R AR s R A et e B L Eh A A 5 e
VFLEYR YT I8 R BT 22 R HOOT W iy J B G 58 (R0 e P e i v s P iy e oy J s G 8
PETF WA JE B R Ry Y 5 3 0 40 e e e 2 Bl ER R N 5 BRI e i e B
HEMA SN E s BCEMEEAE .
[0014] fE R ST 7 R, KX HINE AT THIT AR %k B iEH (2
abexinostat BRI, & (b) HUE At 7E—Lestr b, P A st 2
ey JE B B o 7RSS T P & VAR B A A GRS iE g2 A A
FCHIBTIE I R R 5 AEGR AR R B 8 A Rl R A T R E R R AR 5 SR BT ai 8 A8 1R E
PE s RVFAEIE W R R B O 48 kR BT & A2 BRI otk i s i 1R v6 o7 A A8 A e . 587 A i m)
PRI RN LA S A RGGR ) i N 5 B8 0 40 O B0 i 28 A R R N 2 s B ALK I 7 A sl 1)
ARG R ;B eENREREA S
[0015]  FEFELESLJE 7 R, AKX — A FF TIRIT A 7%, B (a)
abexinostat B{IL R [ A HE, & (b) ey e eIt he 76— 285 77 b, 1% 7 AR T
A Ay e Bl SR BT 5 GE ST A e e JE B 3 TR IR R JE 5 1 42 A% O i e iy Je s R
MEVE TR RRIE R R AR S R M Je B £ 1A M s RV R VR T IR RIEE e K JE
X WA s G 2 R P g A FH e e 8 L B s 3R T SR X i e JE s R R i
I H5 0 20 e Xt i s iy 2 sl G R PR A A PR i ki e s HL Eh A 8GR i s B AT AR R
HeE .

N
[oo16]  RTE “AWAAY” Faim ) (B ) 5308 BN AL 2 B o an 8ok A e 71l
FRREF S 0 BRI 20 AR A fn / BRIBERIRR G . 2946908 B 55 A it
WEW . fE—ATJ51, iR HDAC D55 (BU1 abexinostat) o 7E—NJ7 [, ¥ HEF A
abexinostat H]EhER L,
[0017]  ASCHHATH “P8” M A LB REBERRIOE (release profile) o
[oo18]  “A=4H| F B2 ” 48 Jiti H () HDAC #P+i5%) (5] 41 abexinostat) BR 2% b A] #5211
Rl % 2 P S I S B AR R I W B 5 1 4 L. TERRAK N 45 251, 2591 B R
(AUC oo ,) TBHEHE XA 100% FWF T (F% ) o “ I ARZEYIR T BE "He Sk T A L,
IR 2520 A i, HDAC FDiI) (9140 abexinostat) 82425 b AT 8257 [ £h B R i 22 1k
TR IFERE
[0019]  “If 32K 7 Fi5 HDAC M5 (74 abexinostat) B2 %% AT H52 (K) #h4E 2 1R &
MR MR o BRI o NS B A, | T S AR IR AR A AT/ 8 5 g vy 7 5 I AH A
YEF, HDAC #I55) (111 abexinostat) B42h%% FR] 52 () R MBI W] Re R 2 il & 2
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()2 &84k . #E—NJ7TH, HDAC #HI51) (40 abexinostat) B2 b Al 52 1 #h i M 2K
WP RS2 R A FT AR o SBUHE, 18 W B K MRS (Cay) B B 5 K I 2 94 B ) s [
(T BRI IR SR TH] 2R N SR (AUC,. o)) ZHE W Z R B A F AR T iXfas
s FE— AN 7 ZE b, 74 HDAC i3] (51 abexinostat) BYUZA% ERTHEAZ 1R “ VA
7 A R T I R B SR A R AS [

[0020]  HDAC HHIFIF) “ A UM AR E” T (12 M2 e -5 B50A A T7 e 1 2 82 7K P 1)
HDAC #Hil51) (1) &

[0021]  “ 25 fie” B W ” — RO HE 20 AN 2D IR 4 24 A6 it AR A a0 N i A B A T
WAL B LR, a0, 29N E A IE R B0 BT ) K ER R RS

[0022] ] RSN P A 37 R T 7 B < TR I 4D A 2R P AR T A 2 24 S W3 g P 1 o
E BRI, — Ll mg. v g B ng VY75 /ml. dl B¢ 1 MESEATIE . nde s i, wl
Sr I PR I A B — R ng/ml B v g/ml HEATIN & .

[0023]  “Z5R0%:” Fig ¥ B ARRTTAE A Ak 1) 25400k P B W% 1) () A= 400 i I8 ) R 2%
[0024]  “ZfRF) J1%7 Fa v AEAE H A Ab ik B4 R 5 G I8 IR B I R 3%

[0025]  “PR 24 H” 2 458 I 9D B I b - 25 1 25 25— BE R) o ARG AR B ] LATE 2
RN FZNAAEE, AR UL, BHE 2 K3 Kd K5 K6 KT R0 K12 K15 K20
FTou28 Koi35 K50 K70 K100 K120 K150 K180 K200 K250 K280 K300 K.
320 K350 KM 365 Ko FEHE L T7 S, PR 24 B 1) (1) 550 = sk 2D A 29 10% 2244 100 %,
PSSR, L HEL) 10% 4 15% 20 20 % 20 25% 20 30% 2 35% ) 40% 4] 45 % 4
50 % 21 55 % 24 60 % 21 65 % 2 T0% 2] T5% 2] 80 % #) 85% 21 90 % . £ 95 % Fl1 4
100% .

[0026] “ZEfrfizA (fast mode) ” BY “VHALIAIH (intergestive) ” J&H EILH IR AL
EIARATHER Aizg) (IWC) KRR s A FR A . Z A MRS s AN B R R T
R dmcir L3, A 46 22 60 438, TR AR D AR BAS R AR A s TT S DR AR AR
() BT A A A D R, JCWS A e B B i s TTT 54 5 &2 15 438, LU IR RN ¥ &
RN i VU5 038 1R R F AR R AR AIE 5 TV T 355 Bl 2 0 2D 1R eV 1 R 3R — A
Frafio SIS ) 24 K2 90 238, PRI, 75 W A RIS TR, 5 241006 2 &5 90 7B
HE ) IMMC T] DAE A i 078 S 43R L o A TR K M9 5 0 Wb AN i 4 22/
J A2 g, A% A TE A T — B A%, RIS B Ll B o B AR o TR KRR B 3 25 1 Jga o
GARV/S =B rS s eava] P B W i 7 (57 N8

[0027] “HEFEEIX (fed mode) ” B “#&J5 (postprandial) ” 42 H W) HL 5 | A 1) A FHAR
o HIET BB IGIE RS A SO, iR 8754y 30 #2214t ey k4. B
FEAR RSB 34 IR IE SRR PR AR , 1% 5 T A T A e A AR ABL, R B ASCA SR
L2 LB WEWRNE /D i v 2 751, JLF R AE B R 0 B A % A28 Ak o AR AT
ORI N B WA B s T 20— A SOV RN N IOk T8 350 20 3T (R T 9 2 ik
o KT HAT TR ST LUV AL BRG] (retropelled) JFuE TH . R-P# 4 lem
(R RL R e BE T B K&y 4-6 /I

[0028] QA< SCATAR A ), BE s e (0o, B g A8 eap), S B, T pRia e ) B 2L
PEALHE, PRAC 7 M BB 5 RS2 HE MR B ME (R R & 5 1 2748 0 v R FRI E v M 1

9




CON 104244952 A OB B 7/56 BT

E A AR SE TS TR A FME s VPR IR YT 18 R B B O 48k J HEON 3 T 70 B B e ) e
S0 AT PR R 5 B T A R v R 4 e S 35T 4 6 v e R KT R 5 B ALK Y P R A
BoRE s BUE R ER S .

Abexinostat
[0029] Abexinostat ( 8% PCI-24781) #&3E T4 N51R £h 1) HDAC #HI5 . Abexinostat B4k
SRR 3-[( ZHFEEIL ) FEE I-N-{2-[4- (RFERAFE P WL ) KA ] 43 1 -1-FIF
W —2— F IR
[0030]  FEIELLSIE T S, RSO I T AR T WA PR b B NPt & A s A e )
7 BAEXMASLE R (a) abexinostat B ER A, K (b) Prif & A= psf). 7E—de
ST S RN A AL GRS IR e JE B R o TR eSS, 1 AR AR B A
A GRIR BT I G2 B 8 AL R B B R FE 5 RESE AR A Bt ML A R HE v P ) Jes i 1
A2 s TERHUIM A A2 BRI A 1 5 AR VFAEIE S R R Bl L4 R R R LI 8 AL R o M i e i
[PIYE YT A s A UM AR B s B2 T A 3 R LA 45 A 30 1) o 7 5 365 0 40 a6 e 1 A A el 5]
(RN s BRARPL IS AL R A 200 & S BEN TR 45 .
[0031]  {ERELLSIR 77 Z2rh, ARSCATT T A T SIS A S n i st Je sl 2 i sk
B 7735, S XASL [ E A (a) abexinostat LR I, & (b) damemy e sk ih, 76
— RO Ty Z Y, 1% 7 PR AR T M L ER R B A 0 e e i JE Bl B B MR 1)
RFE S JE B2 0 e M Je s Eh M vE MR R E I R AR i Mg JE s L R A T s
VFAEYRYT 0 R RE B LR R HOGT W s iy J sl G 35 B9 e X i A P i e oy J sl G
PRI AW e B R e A 5 38 0 40 e e i 2 Bl ER I N s BRI ey JE B
HEBWA SN E s BCETM RS .
[0032] FERELESTE 7 R, R HANIE A HF THRITIEIER T B EH ()
abexinostat BRI, & (b) FUIME Al 7E—LeSL 7 b, P A o) 2
M i JE B #h o AE— LS 7 S, 1% VR B AR P A AR ORI I 5 I8 S i A AR
FSGRIPT I IR A i s SE %78 Dy Ui A AL R X 1A 1k PRI e (1) R A s A e it 8 A ) A
M RVFAEIR R B O 4 R R BT 8 A s o M IR hE (R 36 7 mh A A o 38 A iem)
PETF RSB AE A BRI ) i N 5 B 00 40 X B i A AR RR R E s BRAER BT I A A BRI )
ARG E R eEMNERA S
[0033]  7FFELL S 7 b, A SCHE— B AT TR TR R 5, A A (a)
abexinostat BCHER 1B, & (b) Mamdeir Je s #h o 78— SUSiit 7 b, & 0y VAR
WA A JE B B BT 5 S ST A ey 2 Bl 3R (R P I IR A R 5 IE 2 7 Ry i ey Je B L 2
MEVA T RIE R R AL s ZE R M Je B Eh A MR s R TERIT B E RIEB O 4 K EH
X PR i s G 2 PRI 1 P e i o A R i ey S sl G 2 5 T BB X e st e R B g i
IS5 S0 4 B i e JE B G R R R s BRI A i L B A ORI & sRE AT R
HeE.
[0034]  JediE T BE FH 1 U Ik Rl S AR M 2 R G 0 A i S 1R AT ik B BT 5 | A, TR S5 A A
SN I HIZE R K Th g M/ B ZE 8 1K D B8 3RS B8O 46
[0035] e A LA g A 4 ik DR 2 Y T V) i AT 3R A e R AIE o TX e N3 MG 0 1 e
AR i J] ST 3 R 3 S 40 WU T B AR A2 AL A VR YT IR RE T« HDAC #Hil5H) 48 W/ H R
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T L X S S o K LAY, 52 B8 SR ABLT IE 0 A X
[0036]  AZRIE[RIZH Hh 5 A% 1) J ] I 9 2 it o 6 0 PR AR 90 A B 1) 75 B gl 4T P sl Pl . 25
PRI T I BOC T I — Rl e 2 A5 B T4l Ak 2 Ae v . A B R Y RN 4540 1 » FFIE
B ANHESE, FEAZAE L b 22 Bt i DNA. 78 70 WFT I 4 8 B /2 SBRAL R IE Z BAL
XA AR A 2 i 1 QL AL A Bl A0 20 o 1 Mt £ 6 IS8 1) B e (R A R A4 o
[0037]  abexinostat Xf HDAC g ()9 il 48P 0 1] T S BRAIRS—— P ir i sk k4B
FPR A, T B A 2B 2B 4T H 7. 2 abexinostat AFRAN MRS, — AN ATDTER O &
R FFEEREFT o IXLEFL IR ) — 28 | B 1+, S I0E B e R R R IE . 4812
BERRIEMAE (orchestra) BAr :—LEFLRIBEHT I, iy H & B RMR B QRS
[0038]  FEALZEZIGYT R/ BOBCH G ST 5, AE 9 e & MR 7 FE I 52 40 Mo S0 T ) — F 2 s,
— G B IR T Re AT T LR RE ] AEAR 2 9mhE R AR R R O I — AN 2 DNA B
J= R RADST HIE M R T DNA H3 407 AL 25 16 97 BORUR VAT, I & F T DNA (B2 R 2
(ALH5 RADS L) A Ay N SRl , LLFHS B IhRd 45 20 b 1K L8 PR 2238 1) DNA H34% o 7E I PR BT
A, abexinostat REEICH] RADS L (FIELE DNA BT EER] ) , TG A% BHIT e 16 52 o4t 4
[*) DNA [ 5E 7, 1T e XAk 2 18 97 FURUR B 97 UK
[0039] ZEIFIKATHFIL A, O &K I abexinostat M H £k (] U0 abexinostat ik /&
AA ZE MR 7 PR X RIS L T K T abexinostat & H:
abexinostat #hEREh ) MASMIANFE MM ELE L, HifE T RS 721 VLI,
[0040] A4} :abexinostat M Eh (#]41 abexinostat ( B £ ;441 abexinostat Eh{R
£h) ERIRER ) Ak 2 Pl IEg 4 B R HCA Ik, HLAE M S5 A A IR B A i e 1) /) BB AR
S H U o
[0041]  ES1A :abexinostat K H:#h (U0 abexinostat HERE: ) 78K A 4. 50 4.
Fi AR 22 1LY 2R G JedhE ) 28 8 1R iU R e N SR g LA v ko
[0042]  FEZ R b AT T 270 2 R MEE 9T, #1977 abexinostat
K (i abexinostat #hIREL ) WIVEFINLEE, FLub BN s 40 fu i) 2 B :p21 AL
& IR O R 4 e B DR b s R AR S TR AR RS s AR A
FHME OIS ER B3 sDNA 8 S 3R A2 00 T VAN I IR DNA $3 4% 538 SR T 52 AR 40 f A T~ 1) .
P75 S R E 1 R 0T
[0043] 7R3 S AN AR, BB U abexinostat DL 2mg/keg 7E 5 #.— iR
FIEFNZ IR 2- N FRIK BRI B S 25, DL AUC, . JU & 1 ik P R0 IR 2 25 1 4 B 2 2=
3 A 5.9 1w Mkhr T 1. 45 u Mxhr, KA O RAEDFIHE AL 27%.

LIS
[0044]  FEFELCSE T ST, ARSC AT T AR 75 B R T I i & A s A o )
T B MASLE A (a) abexinostat BRI ER A EIHH, 2 (b) P& A pisf. 7E—d&
S Ty T &I A A ) A i e b JE B ER o 7R SRS TS Sh T AR P
AR DL I S DU 8 AL R DR ) R e 5 AESR AR A BT L A R HE VA P ) Jes i 1
A FERHUIM A A2 BRI R M 5 R VEAEIE R R R B O 2 e i 78 A ) B () e i
PIYR YT A s A UM AR B s B2 T 8 38 R Be A 5 A s 3 1) g 17 5 265 000 40 6o e 1t A A e 5]
[RINE  BRARPT I E A R A 200 & S BREN TR 45 .
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[0045]  FEIELCSLI 77 S, RS T A6 75 S 44 3 e w8 sl 3k 1A Rk
B 7738, A AEXNASL[E A (a) abexinostat s LR I, & (b) damemy e sk th. ¢
— BB 7 ZE T, A7 VBT A ke B ER BT 5 S S 0 M 2 B R IR 1
R 5 UG A i Wk e B L R v PR IR E R R A s R e ey JE sl R A A 5 A
VIAEIRYT I R B 20 % 8 HOR IR e e B3 6 0 M Py e i v 458 FH e e oy JE B L 2
PRI WA M JE sl R e N 5 38 48 e i i 8 sl ER I NV s BRI e e e JE B
HEKARFE e NEEAS .

[0046]  FE R LSzl R, AL HANIE AT TIHRITIEIE R 7k B A ()
abexinostat BRI, & (b) HU A Azt 7E—LEs it /7 Srh, i4Pu i as A s &
e Je B B o FE— 2SIl T S P, & VR B o i 8 AR BGRI BT s RESR BTN A
BT R R s RESR 7R AP & A2 BT TR TR 1 2R 5 SEACHT I A AR Rl R A
PE 5 RVFAEIE W R JE B 48 ki BT I A R0 o PRyt 1Ry v o7 A A FH e I A8 A BT
PRI RO AE A BRI ) i N 5 15 00 240 M B0 i 8 A ORI N 2 s BRI It A ) 1)
ARG R B ENRERA S

[0047]  FEFRELESLE Ty B, A — B AT TIRITE AR 7%, B (a)
abexinostat BCH ER 1M, & (b) Mamein Je s b #h o 76— 2S5ty b, & 0y VAR
M) BRCHE SR BT 5 GE ST M e iE JE B 3 B MR R R JE 5 I 4% A8 O i e i Je B R
MEVR TERE R R AL s R M Je BCH Eh A MR s R TERIT R KRB D4 K R H
X M ) JE s G 2 R e m A FH e e 8 L B s 3R T R X i e JE L R 1 i
I HE 0020 e e s 8 sl R K A A PR i ki e s Eh i AGR s BE AT AR
HeE.

[0048] LS 77 S rh, PTadh it e MLV R G deihe « SE A8 B IR

[0049]  7E—4B5TjE 77 S b, i e A& R . 76— 28 S 7 =, Priddeoe 2 A R A
I o

[0050]  7E—4CSiji 7y b, Prl st ik B UM 45 e 45 B S B/ 40 Mg L /b
0 o it PR B S0 A 40 e R e I e L U 3 A DR R R AR TR A
968 NE K4 e « b 20 REAH MR ALK 40 B b 2290 52 k08 I B RE4H s 2 R 40 e . B 41
FROVAR EL 088\ T 44t Aok C0 80 2B 77 Ak 8 A A7 Vb 0 L PR A 5 B iR S MR A A
I (AML) S bR i Btk s (ALL) B 8 3 A2 57 0 25 A 1iE 12 P i F 1 1o DL %
' A g

[0051]  7E—2CSji 7y S, rdk e it B UM 45 e 45 B e B/ 40 i s i
Je O S B S0 R TR RS RR A MR | B AR TR L T AH UM e AT e
Jer AEEE AT U L i R RS AR e SR AR (MDS) DLA B AR e . AR SRSl T R
o, BT A A e B O S

[0052]  FEANSC A FFI 77— S8t 77 22 71, HDAC #ifil3) ( {5141, abexinostat B,
Ulabexinostat #hig#h ) AMamema ) (B s, trmebn e Ehig £k ) LA—Hps) & (filan,
FIRFANAL ) i o AEASTA TR TR — 2852t 7 22, HDAC #7111, abexinostat
s H #h, Ul abexinostat hEEEE ) A MAmin e (B s@lhn, tmenJé shigdh ) 21 (BE,
CLAr I IR ) A« 78 HDAC $RI57 (541, abexinostat BIL#h, 4 abexinostat &
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BREh ) Jemmein e (LR S, tpmein JE EhEg £ ) o A SO0, e AT RN Bl 2k
i . fE—SesE  Z A, HDAC ) (B, abexinostat B HEh, U1 abexinostat 1h&
) mamsia e (LR s, mameinJe EhER SR ) A P ARGR I . TR LSS =,
HDAC #1571 (5121, abexinostat s #h, 41 abexinostat #hiREL ) Kifmkinje (=L
0, e s Jé ER R ) 2 HIE R A

[0053]  {EASCATFRI T VAR — 28577 S, abexinostat ( B EE, 441 abexinostat
HIREL) ey e (B s, i meiy e shER R ) BA—FpF Y (i hn, — o iRGR B )
JEHH o AEASCATFI T — 250 77 %7, abexinostat ( BRILER, #] 4 abexinostat #h
fREh ) Mgt e (SR s, il Je EhiR Eh ) 43 (B, BLar R OIRGAAL ) A .
E abexinostat ( B #h, U1 abexinostat R #h ) MMy (s 5, i e
HIRER) ARG, EFIN BAHGR R . 7E— 28507 £, abexinostat (8%
HLEL, B abexinostat EhEgEE ) KMAmin g (BILER @4, tpmeinJé shig#h ) 73 FFIFAH
G . AE—LESEHiT %, abexinostat ( B ER, #1140 abexinostat #hERH ) A Me
Je (B slhn, tmein Jé shie & ) 73 IF EIN i -

[0054]  FEASC A FFI 77— SE St 77 2 71, HDAC i3] ({5141, abexinostat B,
Ul abexinostat #HhEREL ) K/ siipmei e (B ER s, th ki jd hig £h ) CLEURE I AY
Wi o FEARSC o FEI 7 10— Le St 77 22 71, HDAC #I5F) ( {5121, abexinostat B #h, 4
abexinostat £hEE#h ) A/ B MElY JE (BEER s, i Je EhRe £k ) AR ALt -
AF— Y852 77 22 H, HDAC #4I57) (5140, abexinostat {25, U1 abexinostat Thigth ) DA
PR BT, i e JE s 3L R (A, i JE Eh IR EE ) DUEURE R B H

[0055]  FEASC 2 HFI 7 VA — 4850 77 227, abexinostat ( 8 H 2, 7140 abexinostat
EREREL) A0/ sl e (BELER s an, i mein e Ehig i) DUEURE SRRt o 75 A S0 A T 1)
JIER— 285 77 T, abexinostat (BRI #h, 4] 40 abexinostat hREh ) Fl / Bif Ml JE
CECELER s, mamenn Jé Eh iR £h ) DLAURE I At o 76— 285077 2, abexinostat ( Bk
2R, B0 abexinostat £hEREE ) LAFEORE AL A, iy meiny Jé s 2R (4, i mily Je £
MREh ) DLsBE R A H

[0056]  fF—Lbsjt /7 Z= b, HDAC $I7) (45, abexinostat 8K H £k, &1 abexinostat
mgEh ) A/ s ) (s ER san, mamsin Je ShER R ) i iR (i, i s
7)) Wi . FE—SeSt &, HDAC #57 ( 1, abexinostat B &L, 41 abexinostat
R AR ) @i Ok (i dn, E I R EEE A ) ) FEH . 7RSS T b, e e (B
a4, ey Je ER R AR ) @I R (), @k BB R ) A .

[0057] #F 2650 &, abexinostat ( B 2k, #|U1 abexinostat g Eh ) 1 / BIH
e e (B R s an, iy Je dh R AL ) 1@ Ok (Ad, B IR EEE A TR ) MER . FE—
Susifi 5 A, abexinostat ( BUH: £, 41 abexinostat HEEEh ) Bk AR (F1n, it
TN A E— LS TT 0, taeein e (el ER S, il e ShEg gL ) i O
Mk (o, T R g sl 5ml ) i

[0058]  AF—HLszif &=, HDAC HPHi57) (U, abexinostat s H Eh, 41 abexinostat
RREh) H/ smamsin e (sl h s an, ity JE ShiR Eh ) I FR K N o 7R e ST
Z&Hh, HDAC ##iF1) (5140, abexinostat B, Wl abexinostat EhER L ) Mk #f ik A -
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FE— 285 7y ZE i, e Je (s Eh 4, mameiry Jé Eh e £h ) S FE Ak vy it

[0059] 7F — HB 5z 77 % b, abexinostat ( 8% A £k, 44 41 abexinostat L g 5 ) F1 /
s el Je CElCE R 9, i JE Eh g 2h ) W ER K i . AR — BESE Ty =,
abexinostat ( B &, il abexinostat #hig#h ) Wi #fk A o 75— 288t 77 %2, A
ey fe (Bl Eh sl , dr e Eh iR Eh ) LRIk N i H -

[0060]  {EASC oI 5 1) — L8 S 77 42, HDAC #pHiI57) (5111, abexinostat B #h,
Ul abexinostat shiR#h ) EAA MBI T M . EASCA T I 7 VA I —2es it 7 2, A wg
e (BILEL) BTN . 782850t /7 28, HDAC #iF) ( 5141, abexinostat
g H 2L, Wl abexinostat #hIREL ) FEAEEBIA N

[0061]  FEASC 3 T J7 V) — 28 S 77 287, abexinostat ( B #h ) A5Gl
Mo EARCA T 7ER — St 7 S, iamin Je (e ) A8 .. /£—
el 7 27, abexinostat ( BRELE: ) FMEIg e (s HEE ) S E R .

[0062]  FEANSC A FFI 7V —SE St 7 2 7, HDAC i3] ({5141, abexinostat B,
Ul abexinostat #hIREh ) L& AT 2/ — /NN EE f5 2/ DAYW /I o TEARSCAFFRITT
R SS 7 S, tameia e (B3 BT R DA — /N R S /AN T
AF— Y8525 77 22 Hr, HDAC 14155) (#14m, abexinostat i H:Eh, U1 abexinostat thEgh ) Fl
i e (BHER ) R AT R D2/ EE 5 2D AN TR

[0063]  FEASC A TIT )TV —H8SE i 77 %8, abexinostat ( B #h ) R AT 202 —/)
I B 5 22 /D2 /NI Tt o TEASSC A I — S S 77 S b, ik Je (k) 78
BRI R/ A — /NN EUE J5 2 /DA R o 7E—L85EE &, abexinostat ( B EL)
o e (eHER ) ERAT R DA — /M EE 5 2D AN TR

[0064]  {E—2ESTjl 7 S, A SCA TG 7 A RE— H W K 20 30mg/m® 224 T5mg/m’
[*) HDAC P #fil57) (%140, abexinostat BRH &L, Ul abexinostat hIREL ) o 7E— LU 7 &
HR K SC o TR 7 v B TR i FH 20 400mg 2225 800mg H M e (s HiEh ) o AE—desniE s
S, AR SCA TF I 7 LS — H WU FH 2 30mg/m” 2244 75mg/m” [ HDAC #Ifi57 ( 4511,
abexinostat EILEh, 41 abexinostat thgEh ), PL A %) 200mg 245 800mg HIMAMENHJE ( 8k
HEh) o AE— e P, AR SCA T RE— HP i 29 30mg/m”* 2247 75mg/m” 1)
HDAC #1155 (5] %1, abexinostat BiIL#h, U1 abexinostat EhER L ), DL K4 216. Tmg 24
866. Smg MM ML JE Eh R &

[0065]  {E—SESZili 7 S, A SCA T I T R AL RE— H W9 YR £ 30mg/m® 4244 T5mg/m’
(1] abexinostat ( B #h ) o 75— LS T; 2 1, ASCA TF I 7 AL it FH 29 400mg 2224
800mg FIMAMENA JE (B ER ) o fE—LBSLJli 7 Rrh, AR SCA T iE S — H IR 2y
30mg/m’ £24 75mg/m’ [¥] abexinostat ( BRI #h ), LA X% 200mg £24 800mg (M JE ( 5k
HEh) o ST B, ASCA TR AR — B2 30mg/m” 224 75mg/m” 1]
abexinostat ( B R ), LAY 216. Tmg 22 866. 8mg MM & 251K 2h

[0066]  {E—LEsjili 7 S, ASCA T G EEFERISE 5 K — H W IRt H 2 30mg/m* 2
#] 75mg/m” [f] abexinostat ( BRH: #h ), i J5 2 KA A abexinostat (BiH#h ), 7E—14&
SEJiE 7 =T, AR S TR 7 1AL i FH £ 400mg 322 800mg FO M MEtn e (s iR ) . 7F
— LS T T, AR SCA T AR (a) RREE 5 R— H IR ) 30mg/m” 224 T5mg/
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m’ [¥] abexinostat ( B 2L ), b5 2 KA abexinostat (g Eh ), L& (b) #iH 4
200mg 222 800mg MMl Je (k) o fE—2USLi T Rrh, A SCA T 75T (a) £F
#f 5 RK—H B IREH 2 30mg/m” £ 75mg/m” 1) abexinostat ( B Lk ), b J5 2 RAHEH
abexinostat ( B E: ), LUK (b) M) 216. Tmg 2244 866. S8mg KA MM JE Eh IR 2 .
[0067]  7E—USijt 7y e, FRELAY F A SC A I 72 L BRIE el 76— LESTili 7y
FEEAT A SO FE I 7 B B Ik Jg IRk 2 I B R B s T NIE 8. 70— 285K
W7, KIHRR AT A SC A T 7V

Abexinostat
[0068]  7E—4L50)i 7 %1, abexinostat ( B #h, )40 abexinostat FhEREh ) 1 JE I 2
B IR AR GEL 2R 14 R EEI R IARESLA4E 14 R EES R 14 R 0EH6
BIARESLTR A RGEL SR 14 R GESL IR 14 ROES 103 14 RES 112 14
RS 12 2 14 REES: 13 2 14 Ko fE—250 /7 £, abexinostat ( 8 H &, 40
abexinostat $hEREh ) W HAEIEL 1 & 14 K, 7&— 5 5 &P, abexinostat ( By 3k,
il abexinostat EhFREL ) M HIEEL: 2 £ 14 Ko AE—250 77 9, abexinostat (8§
S Eh, B W abexinostat B R R ) B A R E S 3 £ 14 Ko £ — L5077 &P,
abexinostat ( B £, # U1 abexinostat #hEREL ) MRMEIES: 4 £ 14 R, 75— 25Tty
%, abexinostat ( BRI 3L, U1 abexinostat $hEE3h ) M EHRIES: 5 & 14 K, ff—L
SEE T %, abexinostat ( BRI L, )40 abexinostat $hEGEE ) M H %L 6 & 14 K.
1E—HESLi 77 2, abexinostat (B H:EE, 40 abexinostat ZhgEh ) R 2 &S T 2 14
Ko FE—Le50 77 %, abexinostat ( BILEL, U1 abexinostat FhEREh ) 1 & HH &% 4L 8
214 K. {2577 2, abexinostat ( B #h, 40 abexinostat #hREL ) 1A 2
S 9 B 14 K. fF—H52il /7 %%, abexinostat ( BRI EE, #]U1 abexinostat EhEREh ) [
FIHA &S 10 2 14 K. 78— 250 27, abexinostat ( B H £h, #U1 abexinostat £h &
) BRI 11 22 14 Ko 828500l 77 £, abexinostat (B &L, iUl abexinostat
R WA EES 12 2 14 R, £ — 250l 7 £, abexinostat ( 8 &, 41 U
abexinostat thER1h ) MIFIHA RS 13 & 14 K. fF—251jili /7 £, abexinostat ( B{H:
T, # abexinostat FhEEEE ) WA 5 &£ 9 K. fF—4e5uji &, abexinostat ( B(
2L, 40 abexinostat ThIREE ) WIREIHIZE 6 2 8 K.
[0069]  7F—&E51jii J7 & H, abexinostat ( B EE, #U abexinostat ThEE1h ) i HA 2
VRS 2 RESE 3R VES: 4 R ESL 5 R IESL 6 R ELL 7 R GESE 8 RVIEL: 9 KL 10
PRGBS 11 R ELE 12 K ESE 13 REUESE 14 K. 45— 4852l /7 %, abexinostat ( B H:

#h, B0 abexinostat FhIREL ) HIFIMRIELL 2 Ko fE—48SL) 77 %1, abexinostat (8
£, Bl abexinostat FhEgEh ) HIEMIRELL 3 K. 75— 25L&, abexinostat ( B
£, Bl abexinostat R EL ) HIEMIZELL 4 K. £ 2517 £, abexinostat (B
#h, B 40 abexinostat EhIREL ) HIFIHMIRIELL 5 K. (£ 48577 %1, abexinostat (B
£, il abexinostat hEgEE ) WEMZELL 6 K. & 250 /7 &, abexinostat (B
£, il abexinostat ThEREL ) BEMIRELL 7 K. £ LE5Ljl )7 £, abexinostat ( B
#h, B 40 abexinostat FhIRER ) KR IELL 8 Ko fE—4ESL)E /7 22, abexinostat (B
£, Bl abexinostat FhIREL ) BIEIIZELL 9 K. £ L5 2, abexinostat (B

—_
o1



CON 104244952 A OB B 13/56 T

£, Bl abexinostat ERER) R MRS 10 Ko 78— 285077 2, abexinostat (B
£, Bl abexinostat EIRER) BRI IESL 11 Ko 7E— 285077 &2, abexinostat (B
£, Bl abexinostat EIRER) BRI ESL 12 K. 7E— 2850 77 2, abexinostat (B3

£, Bl abexinostat ThEEEE ) MFIIARIESL 13 Ko fE—HE5Ljf 7 £, abexinostat (B
L, 40 abexinostat #hERER ) MR HIEESL 14 K.

[0070]  7F — H6 52 /7 Z5 o, 4F abexinostat ( B¢ AL 2k, 4] {1 abexinostat Zh R 2L )
JE I, B K — IR abexinostat ( B #h, 5 Ul abexinostat R #h ) o 7E— 2850l
Ji &, 1F abexinostat ( BLIL &k, 4 41 abexinostat #hHE #h ) 1 & P, 8 K & it 1]
abexinostat ( B{HE 3L, U1 abexinostat EhgEh ) , E—L85ji /7 227, 78 abexinostat (B
HEh, 5l U1 abexinostat #hER #r ) [ JE WP, B K = kit FH| abexinostat ( 8¢ H: 2k, 1] 40
abexinostat #hREL ) o ERLLTENT, FHEL T — R =ZIRG 2, — RIRES 2598 /0 /MR
DIERIR AR

[0071]  #F—4bszjli &, 7F abexinostat ( B H &b, % 41 abexinostat Th & Th ) 1
W, R REH abexinostat ( B 2L, #41 abexinostat #hiR#h ) o 7E— LS 77 &
1, abexinostat ( B EE, U1 abexinostat EhREL ) 1I#5FIE M FE 4-8 M HEA . 7E—
WES e 7 S AT AE AR SO A T T S 55— &1 abexinostat ( B ER, 0
abexinostat $hEgEh ) FIEE )& 1] abexinostat ( B H h, U1 abexinostat thEg#h ), H
HZEE — RIS R R 4-8 /N A

[0072] #F—4eszjli &, £F abexinostat ( B¢ H &b, % 41 abexinostat EhE& T ) 1
W, R =kt H abexinostat ( B EE, #U1 abexinostat #hiR#h ) o 7E—LLSIi 77 &
1, abexinostat ( B ER, # U1 abexinostat EhREL ) 175 5= M FF 4-8 /MNNTHEA . 75—
WO 7 S AT A AE AR SR A I 7 AR 2R — 0 & 1K abexinostat ( B ER, 0
abexinostat g th ) .5 —FE K abexinostat ( B Eh, i abexinostat EhEREh ) FIEE
=5fE ] abexinostat ( BH:ER, H U1 abexinostat FhEREL ) , Horb iz s — & 50 5 & &
W =FIE R b 4-8 /NI

[0073] 4 TIABAIT AR, 7E45 25 H, AR abexinostat ()75 RN 5 iR & I 24 4 Fr 5F
RE DB 6 /N R DES T /N B A DIESE 8 /NI . FEZS 24 HYERF abexinostat I
MR FE LY T 252 6 /NNy 22 2032 458 8 /)N I B iR ) 8 4t A A 30 ) %) B 288 A ot /AR k2>
iE (19 R A 2 P 2 B

[0074]  FE—LBSTj T P, fE45 25 H, AAN abexinostat B UM KR E 4 Fr e R &2
DIESE 6 /I FE—EES T S, abexinostat ( B EL, fFl U1 abexinostat #HRER ) (¥
1) B A2 ELAEAN 1 4 FE HDAC HIHIFH ) 280 R B 22 /D 2935 482 6 /NS .

[0075]  FE—LBSLjl Ty 0, fE45 25 H, AEN abexinostat WA UM KR E 4 Fr & R &2
VRS T /N o AR EES T 2, abexinostat ( B EL, {741 abexinostat #HRE ) (¥
1) B A2 ELAEA A 4 FF HDAC HIHIFR A 250 B 22 /D 2935 2 7 /i)

[0076]  7E—LBSLjl T 0, fE45 25 H, AMAN abexinostat WA UM KR4 F &R &2
DIESE 8 /I AE—HESLJ T S, abexinostat ( B EL, 71U abexinostat FHRE ) (K]
) B A LLAE A1 4 FF HDAC FIHIFR) ) 250 R B2 22 /D 2935 482 8 /i)

[0077]  FE—LBSLJl 77 2, AR5 25 H, A& abexinostat (R4 R KK B 4t ¥ 22 /D 3%
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S 6 /NIHHANE I IESE 12,13 5 14 /M 7E25 245 H4E+F abexinostat B UMK IKE 2
DRESE 6 /NI AHANEE I S 14 /NI BG 5 T iR 40 e A A PR B A8 A /AR gk 2D R )
KA 2 A,

[0078] A Ty i B Jis 22 5l 1 IR ¥ V& il HH 1 abexinostat £E A 7K 71 i H ik A= 4 B H 2
2 E ML) 27 % . AE LI B U 5% B A8 RS Uk R a2 TR B 254K380) 0 2 Xl o
abexinostat FILHALICLE N BB

[0079]  Xf AJiti i ) abexinostat ) H )& J5 Hl 4 2 10mg/mm® %24 200mg/mm’, 7F— 4t
S 77 %, abexinostat [ H & A4 30mg/mm’ & £ 90mg/mm’. {F — L5 7 R,
abexinostat [ H & A% 60mg/mm” £ 4] 150mg/mm*, {E—LE52 )i 7 227, abexinostat [
H 51 & 4 2 20mg/mm’ 25 30mg/mm*, 2 40mg/mm’\ £ 50mg/mm’\ £J 60mg/mm’ % 70mg/mm’ £
80mg/mm’ ] 90mg/mm’ . £ 100mg/mm’, ZJ 110mg/mm’, £ 120mg/mm’, %] 130mg/mm’\ £ 140mg/
mm® BLZ 150mg/mm’, {E—LE52j /7 2, abexinostat [ H F&E N4 20mg/mm’, {E— L85
Jiti 77 %1, abexinostat [ H & A% 30mg/mm’, {F—LE5LjlE /5 51, abexinostat [ H
oY) 40mg/mm’ . AE 2L T %, abexinostat K H & A 50mg/mm’, £ — LS
Ji %, abexinostat [ H & A% 60mg/mm’ . {E—4E5TjE 77 1, abexinostat (1] H &
A2 T0mg/mm’. {E-— L85 77 %1, abexinostat ¥ H & h 4y 80mg/mm’. 7F-— 2L 5 7
%, abexinostat [ H & A2 90mg/mm’ . {F—LE5LjE /7 51, abexinostat [ H & A
) 100mg/mm’ . {E—4E5ji 77 Z 1, abexinostat 1 HIE N 110mg/mn’s 7F— L85 /7
ZZrh, abexinostat [ HF&E N2 120mg/mm*, 7E—L852 ) /7 2P, abexinostat [{ H &
Y 130mg/mm’. {FE—LE5Ljiti J7 7, abexinostat i) HFE A4 140mg/mm’s 17— L8 5L
J7 %P, abexinostat [ HFE A% 150mg/mm’,

[0080] 7E—Lb5jfi /7 %P, abexinostat B H )& A% 40mg %) 60mg ] abexinostat,
[0081]  Jli ) abexinostat ( B #h, #4 abexinostat FhIREL ) B HFIEREHE TR 5=
AR 4K, AE A S BR il P 1 2 461, 12 DR 35 A 458 A0 FH PR ol 500 1) SIS 2 e R P S 20 B L P s R A
BENFAE (B, AR AERSY ) R/ Bigs 21t

[0082]  FEASLATF I TT LR — 485l 75 %8, abexinostat ( B £k, 4] 41 abexinostat
IR ER ) CLEBER RS o EARSCA TR 7L — 2850 7 %2, abexinostat (B EE,
#l1 abexinostat FhERER ) LASBRERI AL H .

[0083]  FE—4LSIjti 7 &, TR FIBYAELE 25 J5 24 2 /NI 2224 10 /N IR B Py 56 A R
abexinostat ( B(H:Zh ) o

[0084] fF— L5 Jy &=, abexinostat ( 8¢ I #h, 41 41 abexinostat #h & 2h ) #H i
Rk (ol @k e 22 sk /) ) A . 7 —LESE il 7 £ 9, abexinostat (B £, 1 W
abexinostat FhEg#h ) 18 IR CUIRGFIZY (o, B g e 7)) A . 7B 2eSi &
H1, abexinostat ( B £k, 40 abexinostat th#REh ) Wik #oB CIARFIAY (ot , i id i 4
B

[0085]  FEASSL 2 R 7V — 2B Sl 77 S T, % 7 A G i & abexinostat (B
) WIS — 0B O RGAZLA & abexinostat (B EL ) SE 0B O ARGRZY, Az 58 —
TR CIRGRIZY 55 58— J40RE IR ZL TR R 20 4 /NisF 224 8 /NI

[0086]  fE—ULszjfi fy R, abexinostat ( BRI ES, 41 abexinostat #hE2£E ) 18 o /K
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P
[0087]  {F—4L5jE /7 22, abexinostat ( @&k, #1410 abexinostat EhEREh ) 1EM AL
TARERIN A o 75— 285077 S, abexinostat ( BRI EL, U1 abexinostat FhgR )
TEAAT /D2y 1L /M o 75— 285l 77 287, abexinostat ( B Eh, i1 abexinostat &
MREh) HEEFER DL 2 /M .
[o088]  7E—UEsijit /&, i abexinostat (BUILEY ) HRPSAESM . 76— LLSLili 7 %
i abexinostat ( B ER ) ERIW SR HILGEIE 2 BB T Nk FE. 18
— 2Ny b, KA abexinostat (B(ILER ) .

Abexinostat K24 Hf
[0089] 7 HELb4 I T, I /)N B 9 2D Ui A A % 52 HDAC # i FAk A 916 T BN PO 8¢ 3]
(e A o 4 SR /s KR ik 20 ik — 60 5 9 I /N AR 250D F 25, 000/mm” (4 e Ifi /)
R /9 T] Al i PRI abexinostat [ HUR & M 49 DA 808 f e 75— 28 SE 7 &2, A
AT T — SRR TR abexinostat ( B £, ] 41 abexinostat $hg#h ) M2
Ji i) abexinostat ( B #h ;5 Wl abexinostat £hEg & ) R 25 M. 7E— L85 )7 £,
abexinostat ( BRI £k, %] i1 abexinostat ThEE L ) MK I A =41 E abexinostat ( BYH
£, i abexinostat IR EL ) 1RIT T R IIRL.
[0090]  FE—HE5zjfi 5 &, abexinostat ( B Eh ;U1 abexinostat EhEREL ) IR ZHH
RIS 1 B 4R GES 28 14 RVELE 3R 14 ROES 458 14 RES S 2 14 R%E8L6
B4 RGESETH 14 RGESS R 14 RVESE9 2 14 RVESE 10 2 14 ROESE 11 3 14
RHEEZE 12 8 14 REUESE 13 2 14 Ko £ 850l )7 £, abexinostat ( BRI #4541
abexinostat ThREh ) HIMRZGHIEIELL 1 &£ 14 K, £S5l &, abexinostat ( B¢
JL 3k s 4 abexinostat R #h ) BRI L IELL 2 & 14 K. £ — 250l 7 &9,
abexinostat ( B 2k ;U1 abexinostat ThEGEh ) BIIRZI B 2iES: 3 & 14 K., fF—485L
W77 %, abexinostat ( B EL ;)40 abexinostat ThIEEE ) KRR IESLE 4 2 14 Ko
TE—2850 i 7 %8, abexinostat ( BIL #h s#U1 abexinostat #hREL ) MR HIEIELL 5
214 R fE—2500 )7 9, abexinostat ( B EL 45 U1 abexinostat FhER#h ) IR
RIES 6 14K, &Sl 7 &, abexinostat ( BRE Eh ;4541 abexinostat #hEgh )
IR IES: 7 & 14 Ko (B2 J7 9, abexinostat ( B L 4541 abexinostat
k) MR R IELE 8 2 14 K. 250 jE 7 £, abexinostat ( 8(dL2h ;41 40
abexinostat ThREh ) MR GHI EIELL 9 & 14 K., f£— 5 jli &, abexinostat ( B
R 9] U1 abexinostat Fh R #h ) MUK 25 B2 1B 4L 10 2 14 K. £ — 2850 5 R,
abexinostat ( B H 3h #l abexinostat EhEREE ) WIRZGHAZIELL 11 & 14 K, fE—485L
Wi 77 %, abexinostat ( B 2L ;)40 abexinostat thEREh ) MIRZGIEIES: 12 & 14 K,
1E— LSS 77 2, abexinostat ( B EL U1 abexinostat EhEREh ) MRS 13
£ 14 K,
[0091] #F — 4850 /7 £ 7, abexinostat ( B¢ H 2k ; 1 Ul abexinostat h /& 2 ) IR
IR IS 2 RVES 3 RVES A4 RESS R ES6 RVES T RES 8 R ELL
O RVIES 10 ROES: 11 RVES 12 ROES 13 RoGES: 14 K. £ 5 &,
abexinostat ( B ;440 abexinostat #hiREh ) KIRZMIRIES: 2 K. 725077 &
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1, abexinostat ( B{H:2h ;411 abexinostat hEREh ) IR R RES: 3 K. 76— L
J7 %, abexinostat ( BLELEL ;41 abexinostat EhEREL ) IR H RS 4 K, {51
SEEF7 %, abexinostat ( B 3L U1 abexinostat EhEEEh ) MIIRHARIES: 5 K. 1F
— e il 7 %, abexinostat ( B H R B0 abexinostat EhERER ) AR Z5 IR E4L 6 K,
TE—2850 0 7 %2, abexinostat ( BUI£h ;U1 abexinostat EhREL ) IR MR IES: 7
Ko LE—LESLJ 77 1, abexinostat (BRILEL s Wl abexinostat FhER#R ) MR 27214
8 Ko 1E—LESLjili Jy %Erh, abexinostat ( BLIL# ]l abexinostat #hER#E ) IR Z 2%
829 Ko fE—50l )7 £, abexinostat ( B 2E 4 40 abexinostat ZhERE: ) IR 2]
SEIESE 10 Ko 7E—2ESLjli 5 %2, abexinostat ( B #h ;i U1 abexinostat #hR#E ) HIIR
MRS 11 Ko fE—2E50JE /7 &9, abexinostat ( BRI &L ;4 U1 abexinostat #hFREL )
RTINS 12 Ko fE— 2850077 %, abexinostat ( BILEL 4] 41 abexinostat 2
) IR ZGHA %S 13 K. sl /7 %P, abexinostat ( 8{H £k ;441 abexinostat
HIRE ) MR IES: 14 K,
[0092]  FE—LESTjl 7 S, ASCA T LB IES: 5-9 K& HiH abexinostat (8%
H 40 abexinostat #h R £h ), R J5 % 42 5-9 KAt 1 abexinostat ( 8¢ H &, 71 4n
abexinostat #hR#h ). 7E—LE5 i B, AL AT m LB REIES: 5-9 K& H i
abexinostat (B H: &k, 541 abexinostat R ) , SR JF1ELE 2-9 KAV abexinostat (B
H R, il abexinostat FhIREL ) o 7B LS £, AL AW T EEFEES 6-8 K
H jifi H abexinostat ( B¢ H 2k, 1 41 abexinostat #h & 2k ), 4R J5 i& 42 6-8 K A jiti A
abexinostat ( B EE, {7l 1 abexinostat ThEREE ) o £S5 T P, ASCA T T4
FEIE4E 6-8 RAFH i abexinostat (B £k, U0 abexinostat thREh ) , 4R JG 4L 2-8 K
ANjitiFH abexinostat ( B(H L, U1 abexinostat EhEREL ) o
[0093] 7 —2L5Ll 77 o rh, AR H BT AR &S 7 KA H i ] abexinostat ( 8%
S Eh, 19 4 abexinostat #h 8 #h ), SR 5 % 82 7 K A i abexinostat ( 53 #h, 1] 4
abexinostat thgh ) .
[0094]  7E L5t 77 ZErp, AR SCA TR VAR R & 4L 5 K& H i FH abexinostat (8%
H 25, 5] i1 abexinostat £h /8 £h ), 4R J5 & 4L 2 K A jili A abexinostat ( 5% H £h, 41 40
abexinostat EHEREE ) .

ik =
[0095] MY JE, 5-[[4-[ (2, 3— Z I3k —2H- W[my —6- % ) ( I ) 2 2& 1 mmg —2- & ]
L ]-2- L IRRWE I — SRR 2, A& — PP AR IV A2 s ol 3h) , 8 ) 5 1 5 P i A KR
T2 AR (VEGFR) =1, =2 A =3 M/ ifiT 4B A K K52 48 (PDGFR) —a A PDGFR-B L A T4
W BRI T 52 4 (C-KIT) AH I 1) 1% 2 B vt Mk
[0096]  #F Lyl 7 S b, mamkiA e (kI Eh, B dnig ety JE 2k iR 2h ) 5 abexinostat (8K
H 440 abexinostat E R ) BEA MM TNk, £ S0s0E gy b, mmeipe 5
abexinostat ( B £, U1 abexinostat FhEgEh ) BEA A TN 78— 2852l &, ih
el JE g 2 5 abexinostat ( B £k, 41 abexinostat HhERE: ) BES T TNk, 8
BN TT S, MM JE Eh R £ 5 abexinostat [{#h (140 abexinostat #hiRh ) BKA T
T A%
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[0097]  FE—4Gsijti 7 S, i Je ( BILER, ) ity JE R BR 2k ) % 4 A A,
fhn, ARG 7SSy i, fEANE A abexinostat 1A (B, 7 abexinostat ]
LTI ) FEAE LA e e (Bt EE, @l iy Je 2hIR 2k ) o 7E—28s it £,
FEANE ] abexinostat Hia] (B, f£ abexinostat HIMRZYHIA ) 45 1kl A A e Je (st
b, 9 i s JE AR R B ) o

[0098]  7E—4L5jti Jy b, iy Je ( BILER, o iy JE SRR £h ) DUEDRE I ALt H
FE— 2852t 77 2 rh, il e (B SR, A iy ey Je SRR #h ) DAFRE S Y e ] o

[0099]  {E—Es5jitiy 2, mami e (sl ik, ) dnip ey JE Bh e £h ) d@ ek R (4,
W B ) A . AE—2esy FErh, i e (s ER, i anma ey e EhEg £ ) dE
REHURE O ARG (o, i R ) R . fE LS R, ki e (AL,
i anma i Je EhR £h ) i R RGN Y (Alan, d@ g s A R ) i

[0100]  7E—SEsjfi 7y &b, Mkl e (Bl Eh, il imippdenn e Eh iR 2k ) 10 i # bk N it A
[0101]  7E—2E5LJt 77 Zh, i abexinostat (B 2L ) BHEPSIESME . 75— L5007 &
1, it abexinostat ( B ER ) HEPHEUE. BILCEE S Mt T NS 16
— RS Ty e, K] abexinostat (B ER ) .

[0102] 7288 77 ZE b, FEAN M Ah T 28 B X e A ey JE - (sl R, 461 i e
JEERIREL ) o AE—LESLHE T B, fEE R R DA — /N A i e (sl LR, g5 i v
JEERIREL ) o AE—LESLHE T B, fEE G 2D AR/ il A et e (sl 2, g8 drr e
JehiEh ) o

[0103]  FE—48s5jti 7 Serb, i e (BILEL ) R —IRVEBRPIIR R IR Y
W« A —2esilr Erp, iHmema e (eIl ) BRI . E—Leszjl oy =, i
e (EE ) R =M . 7E—2esjliy b, iamin Je (sl ) SRR .
[0104]  {E—Hesijfi S, it e (sdEh ) R o 76 —2850HE 77 9, fme
e (EdER ) BRI BT 4-8 /NI IE T o A8 — 28 STi 7 &b, [T LEA SR A JT I 5
EALFE A S — RS e e (Bl ) NS SR E i iy 8 (BRI ER ) , s —
) B AN ) & (A b 4-8 /NIt

[0105]  fE—desjfi g S, w8 (siEh ) SR =Wt o 7E— LB e, i
e (RS ) EFIERRE 4-8 NN« 78— S2 i 7 &b, TR A SO A TT IR
AR S — R R eih e (SRR B TS Mg e (B ) fEE =HER
M e (AR ), HAiZss — & S R B =2 RI6E 4-8 /N

[0106]  fE—eszjfi g S, tamin e (sEh ) SRR « A8 —2es2iE oy 9, fhme
e (R ) MRFIERRE 4-8 NI« 77— 28 S2 i 7 &b, AR AR AR SR A TT K
SRR SR E R iaein e (SRR ) CESIE e e (s ) R S HIER
e e (ECHER ) A TUSR S ki e (SRR , Bz —FIE L B 5 E 3R =)
A DY RIS 4-8 /Nt H

[0107] 4852yl 77 22 7h, B MR JE B H 57 &t 29 200mg & 2 800mg . £ 400mg 42 2
800mg B & £ 600mg %= £ 800mg. E—LL5 i 7y 42, MMy Je 1y H 51 & & 49 200mg 22 4
800mg. £E—4ESLJE 7 2270, W MRIE JE FY) H 77 2 4 400mg 222 800mg. 71— HESEjE 7 %,
AP JE 1) H 55 &2 20 600mg 424 800mg .
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[0108]  7E—HLsizji Jy S, My JE 1 H 5 &2 29 200mg £ 400mg £ 600mg 5% 800mg .
1 — et 7 2 rp, WM B 1) H F &R ) 200mg. 75— E8 St 7 2, Mk e i) H &
FEZ) 400mg. 7E—LE Sl 7y Z, tH i JE i H & 240 600mg. 7E— L85l 7 &, ik
A JE 1R 51 B /2 29 800mg o
[0109]  7E— &5l 75 2= b, M Mkl JE R R 3h 1) H R & 2 29 216. Tmg 32 24 866. 8mg. 4
433. 4mg F2 4 866. Smg B E £ 650. Img F24 866. Smg. 7E— 4Ll 5 ZE b, WMy JE h iR £h
[ H 7 A2 2 216. Tmg 224 866. 8mg. (E—LE5L il 77 22 1, MMk e £k 2 £k 1 H 5 2 4
433. 4mg 2% 866. 8mg. E— L& ST 77 1, 1 MY JE R B 3R 1 H ) 2 4 650. Img 4
866. 8mg,
[o110]  7E— 2850 7y %2, i e iy e £R IR £h 1 H R & 2 4 216. Tmg 29 433. 4mg. &
650. 1mg 5% 866. 8mg. £l 7y Gy, ik JE $hIR Eh i) H 1 24 216. Tmge {E—
Susi s S, AW JE Eh R h 1) H ) B4 433, dmg. £E— 2852y b, MY JE £ R
I H AR AL 650. Img. 7E—LE3jt 77 b, W Mein e Eh B2 R Y H 572 & 4 866. Smg.
[o111]  JiH ¥ abexinostat ( B EL, i 40 abexinostat TR Eh ) K HFIEME TIAR R
T AR 4K, AE Ay HE BR il e 1 S 461, 12 D81 25 A 458 A5 T P ol 350 110 248 28 L e i P 28 20 e L P e R A
BEFRFIE (B, (R ER ) A/ A 2R tR

HDAC FIHIFIL A4
[0112]  FERESLSE 7y 2 rh, AR SCA T T A0 75 B b B9 o i 88 A B B8 2851 1
T3 BARXAEILE ] (a) HDAC $0IFIBEL 2R B0 R, & (b) P B A= sl o 76— L5k
i 77 227, % HDAC #5712 abexinostat. B85 Ty 77, P E A B2 e e iy
Je s Eh . fE— 2SR, E T VE BRI AR N I PUIE s SELEPTINL A AR N BT
PER AR JE s RELE AR Ui A R X 1A T IR E 1R A AR 5 ST I A R I 5
VPRI R B O 4k i P 8 AL s B M IR iE (0 v whAse B o i A8 A2 ) s 71 i
BT A A R B Y. 5 35 4 BT L AR T R s B AL I A A BRI P R
el EELs.
[0113]  FEIELCSIE 7 S, RS HF T 75 75 BE A PR rp 38 ne me i Je BeL 3k 1A 2ok
(0773, RSN ARSL R A (2) HDAC PO s R R, K (b) mamein e stk 76—
HES i 7 G2, 1% HDAC FNHIF A2 abexinostat. 7E—SE50 /7 S0, 1% 7 VAR A me Je
sl AR BIPUIE 5 AE XTI M JE B R BT 0 R R 5 JE 2% AR S i e JE s R X VR R
JEIE IR AR s ST ey J8 BCEL 3R B M 5 ARV TR VAT 8 R R B VAR R R HA XS i M
Je m L B (TP (e P A i iy 2 sl S HR T R AR i e e 2 L R e Y 5 18
0 LT i WA B R R RV A 5 BRAEC A s JE BREL 2R B 8GR & BUE TR AL G
[0114]  TER-LEST 77 b, RSCH AME A I T 18978 aE B 7732, A A (a) HDAC #Hl
SR ER I I, K (b) P A i) o 46— 2852 77 22 7, % HDAC #5712 abexinostat.
TE— 285t 7 2 b, AP A AR R A e JE Bl B o 7 — Uil g S, 107 VR PR XS
UM A2 BRI BT s (B2 B 3 A2 BT ME R 8 s JE G20 S e I /8 A8 R R v MR
SE R A s SEHT I 2B GRIRA F I s RV FAE I8 Kk e B OV R e H ol A A2 s ok
(YR8 E (1 3697 A UL A A Bl ) s BT B8 3 X B I 2B Jg 0 (0 i % 5 28 &40 J o af 7%
A2 R R 5 BB I A2 R ) 80 & s BUE NI R 4L A
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[0115]  FEIELO ST 77 e, A SCRE— B A JF T8 Y7 i AE B 77 v, A5 A (a) HDAC 1)
il 75 B Eh 1 R B, K () ip ey e Bt AR R — 2B ST E &P, 1% HDAC HP i 5 2
abexinostat. 7E—%ESJE 7 2, 1% 07 15 AR A ey Je sl I £h i 5 ZESE 0Ty Ml JE
BlCH R IR I A R 5 1 9270 O o s iy L 2R sk v P K R 1) A 5 A e i JE AL
A MY s RVFEIRYT I R RO 20 R ORI iy Je sl 3 e ok e Hh A e
Wiy JE BSCEL B 5 BT S R b e o i B R P o S 14 0 8 BT e ey JE BCEE B R R
B ALK oy ey e BCHL R A GRS BUE T E R A A
[o116]  N- 323k —4-{2-[3- (N, N- “FIERZUIE AL ) 2R IFMRI —2- ZEFRIL 2 AL | S %0 )
KW (abexinostat) HAUINEEH
H3C\N/CH3

Abexinostato

[0117]  7E—ANJ71fl, abexinostat fEARC AT EFAERN 255 BB 3 EH. 16
—MJ7 i, abexinostat /24 #h IR EAE A
[0118]  Abexinostat H 74K 2% Bl 82 I #h A4 : (a) 4 abexinostat [FJIR I 1+
WaRdoh B S TrnmEEE T (V) RSB B CEEEE ) B E T
B AR O AR FH T (NH,) B R 2L 5 (b) 1l abexinostat 5 252%% Fr[ 2 KIH AL
fk (ELAEREIENG, I WG . — CWERE = LBl 2 T =B N- AR . — a5k, =
(M) PHg) ROV SR, PSS W WM 28 1R 2 B 55 20 2R IR T L 2 5 () 1
it abexinostat SRR ISR 12455 F a2 IR I NV M TE G 2L 252 B2 IR
ALHG R IR R IR O IR A R B IR B PR 55 s BT HILIRG, o, A, 1R VTR IR BRI
FEN TR SR IR  FLIR A IR VIR HIIR Y R TR IR i B IR« — 9 SR T A TR
FPGTR R IR 3 (4- SRR LTS ) X IR ARG . bk ER TR TR 1, 2- £ =
TR \ 2— FR 2k ST AT TR T 2RI IR  2— 28T IR 4 FRIEXN0E —[2. 2. 2] =F —2- & -1-
R I PEREIR V4, 4" — W FFIEX - (3- 23k —2- i —1- R ) (3~ IR —F IR LI BT
B LR AR IR TR IR Y 2R R L 28 R /KA IR Bk R TR R B PR 2% o
[0119]  FHAMKIZ 2% bl 252 B i B FE AR T Berge 22 A, J. Pharm. Sci. 1977, 66, 1-19 ;
1 “Handbook of Pharmaceutical Salts,Properties,and Use, ” Stah FlI Wermuth % ;
Wiley—VCH I VHCA, Zurich, 2002 H ]k,
[0120]  7E—H850JtE 7y 2, XPAEBLHEIR AL G4 1) 057 B0 43 b 2 AR S VAU ) AL
SUEATAE A, TS 122 2 A A S MR 2 e /D BIOH B o IX BB AR TE D7 B 454 |5
N TE EHUARSE, a0, SR Uk, 5= VIS5 78— 7 1, fEIREAR ¥ HDAC 74k
EAEATARU R NV BBUR AL i B AT AL
[0121]  FEULFER AL AP AFE RN AR IC AL G4, Jo 5 5 A 57 1) 258 =rn g 4 vh
BT NS (R EeAr & AR ], (H2 — DB AN R T O O R 7 i E s 8280 5 HAR SR
R B B AN R IR o AT 5 N R A A P )[R 22 48+ A FE A ik
B BN S EIAL 2, B4, 23 5108 HPHPCUCL NP0, 0V PSRV L. FE IR 3
22
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B[R] i 2R AR AL AL S0, 0 A S e 5 | N T TS A R 3R 4 PH A EC B A, T T2
) BIEFAL I o BT, AT CRIT, °H) f8 RAL ZRIBARURT A AR K048 oy B g
A GUE MR BT 3 BURIAT 7 O0 A 451 S B8 I vy A4k P = 3 300 s oA 0 3] 1 75 K

[0122] U+ 25 WAL &) 2ARSN 1 2 s 25 25 7 S 69T 7 iR &R 7 i e
HDAC SR G s BAT S (D) Zifar)Lasib &4 -

JOH
2 S
R3
A(D)

Hrp s

XA -0~ NR°- 8¢ -S0),, Hdn ko182 H R HE. ~CH;\ ~CH,CH, ;

Y AW L FE A S - R N 62— RS P TR 3. —CH (C,H;) CH,—+ —CH(CH(CH,) ,)
CH,— i —CH (CH,) CH,~ ;

R® & —CH, 5 —CH,CH, ;

Ar D 280k (ZR AL MEIRR L R IF M I ok Ry Ik | e SR I CH = CH- Bl X (255F
g —2— 2% ) CH = CH. Horp Ar AR e g — A s S BARIE BT B, i AR 7 b 1k B &
B R I P LFE AL LSS L A OHL - IR SEIRIE —4- FEAE S
1-(2, 2, 2- = LI ) WREE —4— R FE N, N- TSR PIE N, N- 2GR T 2- |
AL LR IE RS P2 2- W AEUE AUt L 2 bk —4— ik AR R M —3— 26 AP AEUE
2- R G 2N N- TR G AR TR 3- RN A A ik —4- EE R
3- FRIE AR I I | 2- ORI ARk 3— R AU AR 3L L4 R AU - AL 3- AR A
FEFE nEnE —4- FEAE L2, 4, 6— =g IE AR 2 SUARIEnE —1- SR 2E. 2, 2, 2- =9
LT FE 4- BRM —1- FEORGEIE I (4-[1. 2. 4- =R —1- 3k - R AL 2- ZRIL 23
M dot —1— JE PR L WRIE —1- JE PP 24— =0 P LRI —1- R 4- FREIRE —1- FE PR,
3,3, 3- SN T EE 4 FOETREE P AL 4- U EL T R R 4 R L R A A
I e —3— 25k FR A3k AR L L DO SOt —4- R4 R 2, 2, 2- =R O FE  2- MM e —1- 3 L4
WRIE —4- FEAEFE . N- AL -N- TSR L gL . N- AL -N-2- ZRIL Z L 3L . 3- BRIEA
L 2 PP 23— PR R TN 5 WP e o 2 PP 2 L 3 R PN R T IR 2 — AP 2 W N- AR -N-2- Mg —3- 2%
CHEFIEME 2-(U- ZFPEFR) 2R 2-C- ZFPAIEFRE) o5 N- BRI R
B - PREEFE I 3- (2- RILZILAF - L) ok

Hj% Enl 21k
[0123]  7E—ESLjli )7 =1, Ar DAy 2R FFRRIR —2- 56 HLAE 2R Meng —2- R 3 A7 B DL
FEPEUR N, N- IR IR AR N, N- A SRR I - AR IE AL 3- FUORE S
B4 WORESE - PR ORI - FEE I 2, 4, 6- = FORSEIE - T 2- EACeE -1 3
FHE2, 2, 2- =R CAUSE — G 4- BRI —1- JERUTE - I3 4-[1. 2.4- = -1-J - OF
FEEFE . 2- SR L FE 3 BILNEIL PR 2- FEIECHEIE PR g b —1- PR IR
W —1— FE A FE 4- =GR I FEIRIE —1- FE 6 4~ FREIRME —1- L FF3E.3, 3, 3- = HNAEIEH
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T A- RIS I A RIS W IEIE AL (4 R IEIE I L 2- (3- =R PSR
FEOHE ) N- 3L N- IR A L N- IS N-2- R ORI I - R -
FE3- FRAEEN AL - 2L 3- PR N AL A N- AR N-2- W[l -3- BE O
AR 2-(4- ZRPERE ) OB N- BREEEIRE - PR PR 2- BELER
S

[0124]  {E—26SCjli 7 2, Ar 2R IFRRIR —2— J& 7R 2R IR —2— ZE3R 0 3 ATl LR
FEF R N N- RS N N- ORI - PR LA TR, P
I 3- SN AR AR 2 bk —4- JE AR 3- R T AR R 2 . 3 AR T AR BE A 2 ik
ft —1- FE P EE eI —1- ZE 2L,

[0125]  FE—ESjli 7y T, Ar DA 2R FFIRIR —2— 55 HL7E 2R HF e —2- ZE3 5 A7 B DA
FEP AR 1 R FRNRIE —4- FRARCHE VURIE —4- SRS DU St g —4- 4.2, 2, 2- =
BT 2- Mg —1- EEZEER 1- (2,2, 2- =R E) WRIE —4- A,

[0126]  #F—SLszjifi 7 & rh, Ar O AN 2KEE CH = CH, A i 28 BTk Mgl by b ik 5 AP
T LFE VPRI LRI P IS - OH A B A BURIE AT EUAR . #E— 285l
T, Ar A RS CH = CH-,

[0127]  7E—2E5LJE Ty Z2h, Ar ZEES, Hor R R R bt bl — A B A BUACSEEUAR.
[0128]  7E—USLjf 77 21, Ar AWML, H A i bk I AT 1R M Al — > sl A AR ZE AR
[0120]  7E—48SCJli 77 S, Ar AWEIRSE , H P iZ sk AT e Mgl — > SO A BAC I T HL
A BRI B S TR R P A O3 A A AL AL O,
2- PRI LR 2- RIE LA FAFE L 3- RINEIE L. 3- BN AL P 3- F
FENEERER 3, 3, 3- ZRARIETE,

[0130]  fE—48sijfi s &, X 4 - 0- AR hA.

[0181]  fE—2u5uji 5 2, X 24 - S(0), H R® A&,

[0132]  7E—HESCRli 7 =, Y AW LFk o 8205t 77 =1, Y O W £ 2k 8% —CH (C,H;) CH, .
FE—252 i T, Y iy ~CH(C,Hy) CH,—

[0133]  fE—4USjli 5 A9, X 4 - 0— R N&E s H Y W 43EEk —CH(C,H;) CHy—

[0134] T TG AW 254830 ) 25 5R0E V45 25 07 & IR IT TT AR GBI 1 73—
& HDAC PRIt S FE e A X (T1) g5 &9 -

LOH
RS O H

A0
Hrp .
XK -0--NR°— 8 -S),, HsFn k0,182 HR NE.-CH,\ —CH,CH, ;
Y VL EE A IR 1- ARV A 3k 2— ALV TA 3 . —CH (C,H,) CH,—. —CH (CH (CH,) ,) CH,
F1 —CH (CH,) CH,~ ;
R® & —CH,, B¢ —CH,CH, ;
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Ar by 2R3 2RI W IR | 2 PR R S sl R Dy 3, L P Ar TR M ST k% 1 AL
WSRO P LR A CE AT TR A —OH AN R AN B T B
5

R* i =3 . FFSE. & 386 N N- SRR 2L N N- L0 5 A 2- AR 3
LRI I RS L 4SS 3L 3- S N AR P 2 L bk —4— 56 3L 3- AL T 4R
I 2- AR A PRS- R PR 4- A - PR3- FEERA T
g -4- FEAR P2, 4, 6- = FOREFEIE PR 2- FACHEE -1- B PR 2,2, 2- =R OHEER
FE A BRI —1- FEIRARIE R 2- JRIE R Vg e -1 SE I ORIE - 1- JE I 4 S
FAELORIE —1—- BRI 2E  4— FZEDRIE —1- A3, 3, 3- RN T 4- T ERE,
A= JRATE Y AL L P35\ 4— J 2R SR IR I PP e -3 FE AL R L N- AR -N- RS
A N- AL N-2- R LG RE E  3- RO TARR 5 A 2 L 3— PR TR 5 I il kP
K 3- FREE TR — FE N- AL -N-2- W[ —3—- L Z A AL 2- (4- =R
) LFE2-(3- ERPEIEAIL) LI N- BILGIEIRIE - PIEIEF I 3-(2- BRI L
FEE - FH) I

Hk bl i,

[0135]  FE—LE5j &=, Ar g K FF Ik & .

[0136]  fE— &5l /7 S, R N, N- AT 620 56 AP 36 N, N=- = 2 JE 2 2k Pt s
ft —1- FE AL RE —1- ZE 2L

[0137]  7E— 285077 &8P, 1% HDAC FIHHIGRIE B N- F2 5 —4-[2- (4- P MM —2- &
WIEEIE) LRI ] BN N- B 4-[2S- (- WHEEBER S ) T8I ] RPEL
N- 322 —4-[2R-( Jx - WHEEELZ AL ) T 40k 1 R B N- 2k —4-{2-[4-(2- P& S
SR ) W —2- FEBRIL I ] LS ) ARG N- BRI —4-[2S- (ZRIFMEYy —2- FLIREL
WA ) TR |- KPP WL N- 523 —4-{2S-[ ZXFFmemg —2- AL L ] THEE ) K
P sN- 2 —4-{2-[3-( AL I ) R IFmRmy —2- JLdt @ gt 1 O3 | 2K kL ;
N- F83E —4-{2-[3- (N, N- = FISE AL Ak ) SR IFRRIR —2- SEat et ] 3L | KR
(abexinostat) ;N-#83& —4—{2-[3- (R NRIE T L) FIFMm —2- FERILRIE ] L85 ) 2K
TG sN- 323 —4- {2-[3- (3-FRIL TN EIL L) KR —2- B a i ] L83 ) - K H
W sN- 25 -4-{2-[3-(2- R CRILFIR ) KA —2- BWmERE ] 28%E - F
T sN- 23, —4- (2-[3- (mEmshe —1- FE RS ) ZRIFIRNg —2- JEIRILEIE ] 25H 3 - 2K
A g sN=- 23 —4—{2-[3- (WRIE —1- & A3 ) Z80F0emg —2- BEIRE R AL ] R - 2K
ARG sN- 23k —4-{2-[3- (4~ FIEDRME —1- FL A 3L ) 2R R0 —2- BEIREEE 1- 2R
B IR N- R HE 4 (2-[5- (PUSUILIR —4- S50 ) R IFIRIN —2- SR ] 4%
B} - WAL sN- BRI 4 {2-[5- (2- MEME e —1- 25 ORI ) SRR —2- FEIRIL AL ]
LR | - WL sN- 3 —4-{2S-[5- (- bl —1- 26 L5 5E ) ZRIFWRIg —2- FEIRIL A
B TERE - RFER N- R -4 (2-[5- (- i ke —1- T ORI ) FRIFIRIE —2- SL
BRI |-1R- FIE - £ ) SRR BRI ;A0 N- 222 —4-(2-[ (3 (R FF Wk —2- 2% ) -4-( =
RIS ) - T —2- k) &3k 1- QR ) R B ;s 2y E T2 i dh.

[0138]  7E—HESLjl 77 227, 1% HDAC il N- gk —4-{2-[3- (N, N- Z L 2L k)
ARIFRI —2- BRI A IE ] LI T KFE% (abexinostat) o
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[0139]  7F—4b5jifi 77 22, % HDAC FIiI5i% [ 25 WO 2004/092115 5L WO 2005/097770
A TFI HDAC $HIF, —F AL NMEN S . TR

[0140]  HDAC #5140 abexinostat) , [ FHH 252 F a2 () 4k 22 bl
[RIsAD) » UL 2 Bl A AE, LR AR T 00 8 TEAH i 7 46 i e X 45 B XL BB 1 X
FGPRPRTE R g BN Z Y. 2R Y) A R JC R4 A
[ ey AR HERRHE S o X 51 ] L 25 5% Wi 40 SSRGS 590 1) A AL 27 L BE R In T 230 L Je
W AE s AR e M. 2 VY B AR X— B R AT S B LD AR 6T L R
i AT AR G2 R0 25 PR o AR e RIS RS . 2 A IR 35 T 45 R 45 o TR R i A7
WS SR — R A S BT, R A TF B 2 4LA ) T A8 25 o X
() HDAC 57 (440 abexinostat) o #E—NJ7 [, EILAL A FF I 24L& h A8 45 i
WA abexinostat ER IR #ho 75 —ANJ7 I, 7E UL AL 20 FF B 259 20 6 W b A G 58 T 19
abexinostat. fE—NJ71Hl, TEHAL A T 254 & Ad FH TS 2 JTE 1K abexinostat [ 1R
tho

ZHM9H A

b=

[0141]  {ERELUSRl 77 Z2rh, AR SCATT T A s SR AN BNt A8 A R A 250 1
7, B MESLE A (a) abexinostat U ERFEIHH, & (b) Hrif & A pisf. 7E—4&
SE 7T ZE T AL A RS e JE s L o A8 EE ST T S, 207 VA PR UL
A GRIRI DU I G2 P B AL R DR ) R e 5 RS AR A B L A R HE VA P ) Jes i 1
A EERHUIM A A2 BRI R 1 5 R VAR R R R B 4 % FE DL 78 A ) B ) e i
YR IT A s U AR B s B2 T S8 38 R Be A 8 A2 B3 1) g 17 5 365 000 40 Jf 6 e 1t A A el 5]
(RN s BRARPT I E A R A RO & S BREN TR A5 .

[0142]  {EREAESR T7 S mh, AR SCATT T AR T B A 5 i sy Je sl 3 3k i 2ok
B 738, A AEXNASE[E A (a) abexinostat R I, & (b) damemy e stk . 78
—EUS T S, 1% 07 R BERARO E ME bE JE B IL B BT § SE XA M JE B R AT
R s 1E B2 78 2k opy e by J& G 2 X VA R PR RE R R AR 5 S K e ey e B #R A R 5 e
VEAEIRYT I R e B 40 R HORH e ey e B G 286 R 0 M Py e i 45 FH e e oy JE B L 2
PETE R XA v BCEL ER Ry S 5 15 I A0 e e ey JE sl ER R s BRI e vk e B
HEBMASGNE s BCENMEEAE .

[0143]  FERLLLSTE 7 Srh, AR AME AT T AR 75 BRI TR iG T7 e 1 7 V2, AL
Wi (a)abexinostat BALER I, & (b) PUME LR, 75— 2850y £, P
A2 R R e JE BREL B o 7 — S8 T S, 1% VAR AR XS B A A GRI KIPT I s e Sz ht
M AR GRIBUTE R R s 9 G270 A B i 788 A RGR HE V6 Pk FRDSERAE 1R 2B 5 JE KBt I A8 A T
FIE P s SRV R R R B O 28k Ui 8 A sl R BTk e iE iy 7 AR A F poam & A
G s 4 T S8 R I A s ) KT Wi L 5 3800 440 JH R B L A BRI RN 2 5 PRI L L A
AR SO E s EEATNEEA S

[0144]  {ERELCSE Ty b, AN CHE— B ATF T AEA T B AR PG T IR AE ) 775, A F
JiH (a)abexinostat S HER I, f& (b) Mamkma e sl 78— 2857y 2, %071
Bep AL X ) My JE s L R FIBT I+ 4 22 X My s iy JE sl G 26 T M ) i R 5 JE % 2% 4y i Mk i e
Bl H B MR P IR (R R AR s A M e JE s 3L SR A M s A VEAEVRYT R R RO &
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R JE H XS TE A JE s G 3 e 1 R A T s e s JE G R S 3R T R X i mkf JE
AR PRI HE Y. 5 35 T4 A e e e G ER B R 5 B AR i e JE s B R ARG BE AT
FERAS

[0145]  f f— b el A A3 EmTe sz aork CRIERIE M ey ) B s AR i Bt A 32
TP T8 FH B G B HE A A TR0 PRS0 00 T a2 2% E s ) ol S
TEFIREFH) o 38 BIHA  BAR IR TE ) C 45 724 41 Remington: The Science and Practice
of Pharmacy, % 19 hx (Easton, Pa. :Mack Publishing Company, 1995) ;Hoover, John
E.,Remington’s Pharmaceutical Sciences,Mack Publishing Co.,Easton, Pennsylvania
1975 ;Liberman, H. A. F1 Lachman, L. %% , Pharmaceutical Dosage Forms, Marcel
Decker, New York,N.Y., 1980 ; Fl Pharmaceutical Dosage Forms and Drug Delivery
Systems, &5 7ThiZ, (Lippincott Williams&Wilkins1999) A ic % AR LL, iX L R 7E b4 3
FINMENSE .

[0146]  BEASC A TFHI 7 AT I ZH G ) H & abexinostat (s H2h ), F/ sl mein J8
(SILER) , LA R — Rl 2 A« (a) Kid 7 (b) BAK 5 () iR < (d) B (R
(e) WEWEF ; () Bhus) (G ) ; (@) Ml < (h) Bkl ; (1) A ; (5) B 5 (k)
wVF /RG] 5 (1) SR/ AR s (m) HEORF 5 (n) ERRIER 5 (o) BBER 5 (p) 28 ¥R7T %
P

[0147]  FE—ANTJ7 1, BEASC 2 IT 777248 R 254 -& V0B s 157 (B4, abexinostat
abexinostat K& MAMEIAJEA / Bl Je i 3 ) b & iR —MEi 2R« (a) IRR
B (b) FUME 5 (o) TR AT HER 5 (d) PEALIROR AT YRR 5 (e) HEREE ; () ek (E2K) 5(g) =
bt 5 (h) B UABER ;s () EIRIR 5 (§) M CIRIER s (k) I s (1) ¥4 5 (m) BEHE 5 ()
Bof iy 5t 5 (o) BB HRERES ; (p) ZRYENA ; (@) TURALIEHD 5 (r) FHRINHEE R ILLTYE SR 5 (s) OPA 7~
e CELACHII SR ) 5 (t) AR METYER (W) RNZELTYER 5 (v) SERETYER ; (w) BEIRES
CBME ) 5 (0 ZCERYER 5 (y) Hufie (ARl 5 (2) BRIRBN.

[0148]  E—2LSLjli 7y &, BEASCATF I TG WA & A& AR 25 % L]
A ) 28R W R R BB ) B TR A 4 9 ME Ry (B, abexinostat.
abexinostat ()& MR JE R/ BUIHMEIAJE IR EE ) R —Fp 2 P /e IR IR B4 B U ) .
A 18 B e R TEOR) B B AR R AR AN PR T2 /K B K 2k B e B L KW ME R 128 2 A i AR
BIELCE  ZRRE LA G . A S YIE ] DAL E IR R

[0149]  {E—2L5ti 77 S b, B A ST A FF I 7 VA8 I 259 205 ) e A AR 1 ) 2, L
A0 B 4B BRI T R o3 N — A sl 22 M RO 39 RAASE A U v 208 B i 2 I B S
XIS HAT BA . R U AT A RS A 7 VA A vk s VR R AT A 7, AT
X RIURE AT Ry i B 5 Hs AN A4 o JERE T VAR T+, Bl Voigt, 58 156-69 5,

[0150]  FH A6 7 ORL -5 i () W TR 790 A7 » 48] 4 A e s LA Y 0 81 P B ARk IR 78 71
Bl £ EAkE, Bl Syloid® % (Grace) & HTEEH KRR, U0 SYLOID 244FP,
#lin Avicel® Y (FMC Corp. ) Tl ET4E %, 4140 AVICEL PH101.102.105.RC581 B RC 591

M, Emcocel® %! (Mendell Corp.) 8¢ Elcema® %! (Degussa) ;5% 7K AL &4, Wi ke HE
W Ry BRI AT AR, ) W FLRE A ERE R R ATRE LB L ER ORI S
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W BKTER S RKTERY D ZETER B BETE R B AT RS A B S EREE SRS,
I BT IS B IR U VR IR 4T Y Sk, 19 G PR R T 4 25 L YR P DR 4T 4 3R sl PR A 3 P L 4T 4
%5, RO B E OHBRY (Rl RAEZ 2. 0x10° £ 1. 0x10° BE ML 1. 0x10° £
5. 0x10° 73 T 1), Bl e 7 h PolyoxX® (Union Carbide) FIMRTEH ) 58 2.4tk s Joz

SR YR CRR A2 B A L 1000 13470 T2 A2 500 22 2500 IR A K ) , BLA I IR
IR 5 2R 1TV TR0 5, 190 G o 0 1R e 218 28 1%y I 8 3 T i 130, 4 g B BB 1 1E - =
RSB IR £ IE T DUBe S50 IR £« I 7S B IR 2h 5 E 1 )\ G TR IR &, e S5 IRAT IR £ 2
TRy, 90 gl R B EE 1 1E -+ TR AR IE SRR B L 1E T DU BRI SRR £ IE TSR
T CHMRIR TR 5lOE )\ B IS SR IR &, BB fehot R 26 S Y (1, 45 G R sk BE 14 E - —
FETA IR 21 1E 1 VY Re AR 1 1E 1 7S Be i R £ BUE 1\ Be i R 2, BRI IR 2 F A i g 28 1Y
Y= - TV P, B 7K B B R R S R VR TR T Rl TR R U B R A R S
KU AL = IR PR BE Bk —JM R IS, MR IR 2 IR ME M B A LG &Y, W A LGl K
U AL B H A BRI  FR I R B Bl IR BR IS . AR AR IR e — IR R MR BN —JHIR G, K & —FF
G TR S, W1 548 AR IR IR I8 \ B £ 1% 400 T IRER IS 28 £ T 2000 il I5 BR IS, 'Ry ) /2
8 R 2 ® (BWC) 5 Synperonic® (1C1) #IHAE 25 / AL EL S .
[0151]  FE—2U5jE 7y S b, B AR ST T I8 5 vAAst B 259 206 00 0 B ) i s A 5 2,
HALE 2 A S TR B 24 2% BTS2 10 3h S I B ET 24 5 UL A T s A 7 B4 1)
—PhER Z B TE R . AW S YIE ] ULA & JE B IEH)

[0152]  FE—485 0 7 Z2rh, B A S A T I 5 vEAT F I 25 A1 & W0 A e 1 A BA TERE Rl 43
FH > — P GEIR BTk A3 SRR, FF B8 L 2 /DI AN TR BRI TR] 24 0. 5 /NS 22 8 /NI [ I 48
ki T AR AL S A E SR I 29 G W) o 2T AR A WS R
FH—Ph Bl 2 P B BB T30, a0 B L83 1 n] T 0k 1 2= & A D vl JR2 ik 4 o i) i T
Gl

[0153]  7E—HUsijfi Jy Ze h, B AR S I 5 VA4S G 250 41 -G 0 e ) o4 X0 32 303
TR A 25 3R 28, LA B 20 A 103 MR e 0 R0 — P el 22 b 24 2 b ] 12 52 IR T 7 sl 1k, S
AL FFLE A TR) SR 2 R 5 2R TA) O J2 A3 A AR R S BB R 2y E R A kL JF H R
HIHE A H R I AHTE WIANZ

[0154]  FE—HL80j 77 S rh, A SO T I VA8 F B 2590 41 A W 805 B s A ok 1 X 1)
TR VB T RS 24 R R RE s B

[0155]  FEUL$RMERIZ5 A S YnI Ve N Al e 2 =R A $e it . A0 3
R & T X 3518 A NS 2R3 45 24 9 LA s o 0 s e e A 2 B U ot
BT R DL AR T B EE 1) ¥R T %R 1 T 1 I M A DA BT 7 1R 2 A 2 AR B
TEF o AT F & T X B F] - B RE M S 1 IR EE . R] 43 B LA B2 IR FH A7 7 =
B 2 B &Y AR AT B 24 NI DL B0 1) 567 77 B 245 25 1 2 AN AH IR )
FREER . 2 ERERANE 5 5 e &7 T

[o156] 2545 A0 m] LA 2 Bl 5 3B AT B, FE 0] LS AL 2 P R s, o e R RF Skt
JEAEIRBE . AE— L8500 T W] BE 75 EERH AL 2525 245 5 I 250 RE 0, .22 — o 2= IRV N 1)
25 CRIE R ) 5 DATE TIUE IRV TR) B FR PN $R E JE AN e S R il ( RIEREREIA ) » Bl (it
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2ieh 25 fa i ST BRI (R, SRR ) o

[0157]  CUIRHAGRICA TR T R I < F 70 JIHE R SORL  BORE RORE B ). B,
FEE AL GV S IR/ BB 0 24 2% E T2 VER (B Tk B EER
EVER ) BEVIEFATR B RET R (g AR AT 4E 3 ) ok B IR VB IR S VR
Yo SRR IE o R IR IE R B VR IE R T VA RS TR 242 T 52 ) R
IR G R AR SR T ) (BRI R ) ) BRI BRI, AR E AR
THEAREREE AR HRIR I A1« T B AR IR i AT 35 R IS AT 4 2245 3R LRt Jot
i« B J v R R BT AP I B SR I AT AR R BN B A e R B IR IR A  H 2R RS L R | L
AU IR A R ERAS  FUAE L S 0e b H ER I SR IE A TR R . fE— S
PR AR I PR TR, LB A A E g B 12— 3 i ek ) o A9, 2 e R B AR AR AN BR T
WV 188 ZRFL AL I PR R EY « Sl b i W\ S VE T FLAL I K L AL AR L ek — 4R
fk VEEER AR T TSR ER BN IR BE R N — N

[0158]  FE—NJ7 10, 75 LR IA PR 1 it 3500 FH s oHE 1) 3B 38 B3 I B8 Tl 1R 5 2 vt M AL
E RO

[0159] K& FIBaE kI 7 S ), LR A FAI7E R il 5 IR EF e 3. AId ks &7
BB FRE AR TUEky, W R KiEs D2 Z ek f AL ie sy (fl4n STARCH 1500) ;
BHRS B, Qe bl ] 250 B A e B Bl S RUELRE s AR S b S, o] v AF e W R TR L i
IR h A SRR EUA | Panwar IR\ IE (ghatti gum) VAKPH IR (isabgol) #F ¢ HIA,
W RPIELT YR P I 4R R SMmu s el (PVP) (HERRBEER (Veegum) « V& M- A2 Bl $7
HPESLER PR VBB IO RUTUR B s A 438, 40 LA 4 32 IR TR 41 4 25 R R AL 41 4 224
BRPILAYE RN PR G R R ORI Y= HEC) RNIELT 4= (HPC) R TA 2k 2L 4T
YE % (HPMO) ;T 4T 4E &, I AVICEL® -PH-101. AVICEL®: -PH-103. AVICEL®
RC-581. AVICEL® -PH-105 (FMC Corp. ,Marcus Hook, PA) ; X HVR &Y. & KIH A
FILFEARAS PR TV A7 S ORBRAS I AR 4T 4 32 R IR AT 4E 3 AT AT R &5 5 7 U 1 L H S I ek
B8 (LB EE JE R TR A VE ¥y TR A . TE ML (1 2 4640 b (RS 5 3R K- o 29
50% 4] 99% B,

[0160] & id RGBS TR RE(EAS PR T B IR — 40 AR RS - FLBE 1L AL  JRE0E LI L 4T 4 25 .
U A H EE S TR FRERS .

[0161] &3 () 9 AR B0 FEAH AN R T B 5 230 1 s 4T 4 32, o P IR 4T 4 A AL 4T 4
TR RN AR B T ACH WG s B TR W e, Gt IR e FR AR R BE 40 HV s M A7
B ACRET YRR, WIATIOR P AT R TR AW, WA R AL s AT HRVE R IR ERES 5Tl 4T
Y22, IR I CTRUER BN JE SO STARBR TR, 10 T oK TER L 4% B e B R EE M TR Ak
VERD AT saligns s KRG 7RISR HE R 25 AL-E M T i g ) ) AR R SR AL T A
7], H25E 2 ARG A AR N R 76— 7 1, fEI IR 254 5 529 0. 5%
Y 15% 8L 1% B2 5% T 1R .

[0162] &3 (13 M TR AL FE (AN R - F I FR AT s 00 TG R sV vt s e ot A0l s il 5
AUEE HEREE TR, L AR RE AR 2 T (PRG) HESER A REER R B A A
ACAE D LFE AL A 0 AT T ZEAERT I 2 R VET BB Tl s R K R K S 9 s Rl T PR 5 9
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W 2T 5 FIREIR I S BfR svEh s 0 s AR BRERS, 0 ABROSIL® 200 (W. R. Grace
Co. , Baltimore, MD) FICAB-O-SIL® (Boston, Ma [ Cabot Co.) ; %X HIRAMW . 1E—A T
i, fEMAE B G A ST 2 0. 1% 24 5% B & IETE .

[0163] @ MBI SRR A — S LiE . CAB-O-SIL® (Cabot Co., Boston, Ma) F17G

AR A . & TR AT e GAIE R ZKH T FD&C Ge}, Mg AR R AL AL B B FIK

ANHE FD&C ek}, MEHE (color lake) , MIIREY . CICRR KB TEGRIL N 2 E 4R

& R4 A, BRI AR E

[o164] NV Bk, RIEAE[F]— IR Fp AR 2 B A AR IR il BE A% 4 T DI RE .

[0165] LU Sl /5 S rp, B AN ST 23 I ¥ T3 32400 T 1R 25 0 25 AR e o A P ol £ A 791

TR R DR A Py 791 22 P il ) s A A ) B A R R A A 5

[0166]  fiai A< 52 15 IR 'R HIAELAE iy AL AP 3 AR R B0 4K

[0167]  fE—LUSH Jy S, BEASC A TF IR I A S BB A K

5 NIRRT IRER IR AT YR 5% s TG IR TR — AL IR IR IR D) s BRI IR B 1R

EPYE R B RN IR AT 4 50 B IR B IR e A 2k AR AT 4R R (BRI A

AU R ) RIEIR OHGE R — RN (PVAP) ; TR IR G — MEENIGIRILRY P&

I ERIL I, BRIRET AE 28 ( S HEIIREE AN Q2K — HIRIR L 30 ) 28 LM S oK BRI R

RPIENIIR / IGIRILIRY) s AR%8 — PR FL L5k LALETYE 30 s IR IR G R 2 A i P L 2T

UE s DU RRR — IR B PR ET 4l 20 s R IR i 5 HUIZ

[0168] ¥ A2 B 1 Fr i) UG I HE Bk  BORE  Blokr B 2 IR A, AT A HAE 2

BANIRTAS R

[0160] M A A< FAY Py 77 e FE B A A B [ s Py 570, L m] DU ) 8 i A SH IR A 5

SRR A FIA AL

[o170] LA AR I 1 70 R /KU PR ) S O R i 1 P ol A ) o SRR AR B

AT 52 CEELTYE 37 R IR Y 2000 58 & I 4000 AR 2K — RIS R 4T 4 3. AT,

ATRA B R — s P 2 B A ARl 21— i Hs i PR i 46 (0 Hs il A

T, LA 73 2 B R A0 s ) 94 ) T B A R o

[01711 A 5RI5RI B Al i LA j o3 il 2%« SRS s By — i e 22 Aol L 43 £ 8 1 sl T 51 2

5 HIBIR i VPR SOREAR AL AR TR R 73 » 12 8 A sl 77 B RS 5 771« o k) P e 2R 5

Yo T R RIRT /B o YA ARTRIRTH R T 7E REL ISR AR (4910 B o 0 A

[0172] £ L8NS 5 S HP, BEA ST o3 I K 5 A8 T 1) 25 M 2 5 0 e A 2 e st e %, 3

R AH B s AR LT YRR Ve BB IR A ) 2% o A WIS 3, AR h TR A EE (DFC) , FH

AR — D BAE A b N e S T . TR EE (SEC) 2

RIERIRSE, QA e, FOE I AT i D AL SR BLIK 2 o le AT ¥4k . IR IE W] LA

AUHEARN 72 AR AR FEREAT AR, LTSS s ol 1T R 70 R o

[0173]  ZE @SRRI A A+ BT B FHIAL

[0174]  fE— LU0y S P, BEASSC 2 T (0 75 940 1 250 21 65 D A e o) o St s Sadt

JBGRAIZY, ALARSEIR FF S8 bkt 328 ) L B ) RURE PR TBOE 2K

[0175]  fE—LUSCHE Ty 5P, BEAS S JT (9 5 A% 9 250 21 5 1 o A Bt T TG 7
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(T2, B HE B IR RREE ik 22 i1 8 1) FRE PR B O 2K

[0176]  FE—485jl /7 S, BHASCA T 74 I 29 &) 2 s BRI B K . a0
FE DG AT AR, AR P87 Fig — Fhom AL, b 21 10 ARES 21, 335 1 s 20 e S 11403 2R s o7 B AN [
TR, BB RS IR IEH (extended) ZEK: (prolonged)  $55 4L ki oheidk
BRI R PRI RN B B 2N A A 22 P AR S AR N B3 ) RN R DS R T8
TVEBHTHI 4%, AR EARRR T, iR BB R B 2 Uk R B B Al e
RE A 2 Z A R LA A o 3 M R TR R 0 s mT LI b S8R SR K /N A T AR
[0177]  FE—48sjt 77 S, BEAS SCA T B 75 V548 FH B0 25 4 & 0w L il b Re B Ry M 371
(f5ltn, abexinostat. abexinostat [ &h MM JEFT / B JE i 3 ) Bl 2: Bnl$;
21 B R T

[0178] SR A WAL, FBEAA 1) ARV R PO RS S 78 42 1 0 — BEI (] Py 24
FRIE A N AR I IR FH R BB A A S 1 11— B () N A5 167 0K I 245500, M
PR T [ g 24 B i 87, 3o o B e i) 0 g S 3238 TR 2 N FE I R AL, IX 46 25 A A2 AH
IS (10 R A5 TR TR T AN RE SR TG IR o AE— el g S, B AL S TE S K 1) — BUIN (R P 42
BEVATT A ROK S 9 HDAC 304157 (451401 abexinostat) , M T 45 ik 58 K i) [ {24 1 24 0 7 .
[0179] 75285yl 7y ZE by, 70 I a {9 [ (500 28 mT LA Ag B il by Jo A B A 1) S IR R T8 1
RS2, B, a0 /e e 1) 250 46 1 T IRGRIZEY , SFLR) F s A ke s 78 1 T T 1)/ i
(RIRET . WS AR 2R S i i 0 BB BB R BB tH R R 3 / B (B BB TS ), A
B R A/ B E LA R R URE R R AL S BRRL BRARORE, 'EATT B B R A I Bk
LA ) o AE—ANJ7 T, W A< CUIRGRI B AT DL 2 [ AR 23 A B A S 0 IO R BTk
(CEMESREAKNBAEAR ) MRE (BAREAEAR) .

[0180] G E bAd FH (RIA TR “ AEIR BT Fi Be A% 72 1738 Hh — L8188 5 ] T A B 56 R T
[R3B3K , AT B 2 R B IR R TS B 56 R TR A B AL T R . AR e S
S, SEIRRE T T 1A A o AT AR ACHR A A 68 11 )5 B A FEAN A A AN 2 78 pH A
T4 5 (8 i A, (ALY 5 FSE S pH R if . 7R AR BH I S B Hh U] R IR
H pH AR R A T 2 1 B 5 7 SR S W T mT AR s A< LA SRR F 8 i sk o 76
— S T S, P AR ARG AN S T RIRE S . ey &b, BEM K
HAHBRRA Y, FeEAI—Le M i, A FEEA R T -

[o181]  HUEZ, HFR A AL R . ZEAESET pl>T I

[0182]  WNIGIRZE AW, WHIRE SRR (FE2CAEAEYB AT FKIVEAERE ) Wk
E U RIFE BRI AR M AR A, o 08 PR TR I B 2R 6 ) A9 1A 4 FR S TR s B S L SR D R fic =S A
HNHREEHEY) . Eudragit %% E.L.R.S.RL.RS FI NE (Rohm Pharma) W] F] F¥&fEAER
MLAF KBRS T-¥ . Budragit 241 RLANE F RS 70 B 73 h AT, (B2 G 35 T,
Y T4 . Eudragit 251 E 768 DM, Budragit 41 L. L-30D 1 S 76 A
AL, R g

[0183]  £FYEEAT Y. AIERIA A RZATEWIG FH  CEAY R A A REESME R
P T 40350 2 s PR TS 1 S VR S o LRI W] B 5 AR (R P RS B T A4 o 402K — R IR iy
FRA 432 (CAP) 7E pH>6 T¥ifi#. Aquateric (FMC) 25 F/KI RS, & — Pt T4 11 CAP
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R FLIE (psuedolatex) , Hifioky <1 um. Aquateric H [ HE B s T B 45 B JE ve iR A 4
Wedk s H s . e A IE M SR ATEY AT ik —RESIRAT 4R (Eastman) ; FIEAT4E
% (Pharmacoat,Methocel) ;47K " IR NI FFILAT4EE (HPMCP) PR FHBR L A Fk FR L 4T
Y7 (HPMCS) s FIBRIF ER IR IR A2 TN 2 PR R 2T 4E 2% ({91401, AQOAT (Shin Etsu)) o HR IR FtiAE
HUAR IR R B FR AT A4 . 481 21, HPMCP 101 HP-50 , HP-55. HP-55S . HP-55F £ /&4 id .
T AT Bl A BRI AR AR ARk o o0, A5 I8 20 B A BRI B R TH 2 R SR AT 4 240
FEEAR T AS-LG (LF) , HAE pH 5 R # ;AS-MG (MF) , HAE pH 5.5 T sF1 AS-HG (HF) ,
FLAE T 5 pH VAR XL YR R PRk, BRAE A 400k T /K 70 8tA
[0184]  ERPEEFR Z A4 HERES (PVAP) » PVAP £F pH>5 R, X T KV B Wi 5
fKIBEN.
[0185]  fF— b5t 7 S A, A0 A TT DLl AL 2 98 Ak 50 R RT RE 1 L A A I TR A
FEF AR/ B IR, EAR AR . AE N EATIARETER = OB
(Citroflex 2).=Eks ( =B&1E H MG ) « ZBEEF IR = 45 (Citroflec A2) .Carbowax
400 ( 2R £ BE 400) BRI — CW8 Fr R — T Be ZBEAC S H i EE  H i IR0 R 6
N REFIAR 28 — R — T o R b, BB TR IR N MG R 26 G il i A & 10-25% Y
TEAGTR), RER AR IR Tl R O R B R = S =l o A A E R
U 55 B A LA LA o DA TS FE L 20 LR £ 1 HRGRIZRY 1. 42 31 0A i 1 P 3128 1Y) o
IEFRAL 2 BT AR FESEHE
[o186]  [R¥EAL TSN AT LA ) A A igs A €3] Bk 77 2 T PR 57D

THIEFR W) B, v LS B PEG) » DARGSS B2 BUEL AR, ek 0 4 SR I 0
BT i o
[0187] %% ] & & M9 B % T4 % R 3% B W & Budragit L®, #F 5] & L-30D® #
Fudragit 100-55®, &A1 H£5 [E f#) Rohm Pharma 3% . 7€ Eudragit L-30D® ', i 5 %
SRR R 1 1. B0 1, CANZIEERM AR T pHK T 5.5, 18 8 1. 5-5. 5 1
B, B, — R AFAE T B i A 1) pH s HE L5 ) AR B i Vs AR (E K T 5. 5 11
pH ', &Y, 7/ A7 ZE /) pH {H .
[0188] &bl 5 b, MRS U NG IR AW 41 4 RAT B R BR IR 054
R MR A . ARSIy R b, Mk 4 Eudragit® 251 B L. RL.RS\NE. L
L300, S\100-55. 25 — FIREL PR 4T 4E %\ Aquateric A& = IREG PR AT 42 . LIRET i3 (40
KRN L AL AT 4 1 BE IR S TR N 2 P IR 4T 4 22 B IR 404 40 2 — IR B A1
Cotterico
[0189] X F—2uS A1y 254, Ik LA “ ko™ o7 AR 254, Horb s — 50 4R L 25 i
WILETR &, SR 5 2 o R (R B, 2 SRR IR 259, SR 5 2 — A AN ES R o R
T B 0 2 08 T3 ik o B, 0 AT B 2 24 ) 1 — B IR [ P9 VB 290 R T, 2 S BRI
— AR5, AR5 R — B AN B S M TR T3R5 R0 25 )8 T < k™o
[0190]  fikyrhr 2443k 32 48] 4 m - A 0 20 5 1 HL— IR0 FH V99 R 8 = R 109 ) ol T e
G VE (presystemically) |7 v AU 35 Pk 57 R0 R 4 4 — 52 1M 2K KT DL S 25 342
e NIRRT el
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(01911 Jhkyrlr5) 284 e 7E ¥4 il 1 i S T V0 i 10 T B () it BRAE AR o2 iR AL FR A — AN B2 N T
BENK T A8 O8I 16 22 i et st 370 A it FH A 3R 28, 2 ot R 2R A, B AR IL /IR 1 B
HDAC 357 (4140 abexinostat) oIy bl #5527 i 2R A HIF o 4, 3% 28150 A FEE A
W T7EEEH LR 5 5,011, 692.5,017, 381.5, 229, 135.5, 840, 329.4, 871, 549.5, 260, 068
5, 260, 069.5, 508, 040.5, 567, 441 F1 5, 837, 284 FP IR (K AFLL 5], 76— A SLili 77 2,
FEREFI AR A48 2 DV (R 22 0000 ) 0 AkartoRe J ] 44 1 ) 28, B 3 A R ML A
(R 58— ZLWUR AEBE I FLBI AR N i FE AR b 7 R AE— 5 7] & 1 HDAC #5745 4
abexinostat) B2y A2 I EE o 55— 40k T USSR AR (1) B AT & AR RN / B
o B 2R R AR LA I ORE, RO E T IR IR P AL i A R E R 2% R Y
75% AIEL) 2. 5% B4 T0%  EARIEL 40 % £L4 70 % 1) HDAC #7157 (#1241 abexinostat)
B 2% BRI 2 [ 3, 1% HDAC I S — R ek Z Pk G HNR & . AR & 2% bl
ISy, B R DRSS HIE R IRHRN G 2 2 /M 220 7 /PIIRSEIR . AIE A
A ALFE—Fh a2 Phn] 22 1] B AR A, 400 4, AN 289K Uk, pH BUBR A (AR ), WA

IR (101, Eudragit® £Po.Eudragit” L30D-55. Eudragit® FS 30D Budragit®
L100-55. Budragit® 1100, Eudragit® $100. Eudragit® RD100. Eudragit® £100.

Eudragit™ L12.5. Eudragit® s12.5 fi Eudragit® NE30D. Eudragit® NE 40D), 4 #

MU 5 AT E R AT AW B I SRR AT Y TR, sH A TR R A R AR AC, AR
HDAC #ii571) (51 1 abexinostat) s 22 1T 52 i 3k ) il 75 i 22 R I o

EZ UV AE S
[0192]  {E—2C5i 77 S P, BEAC ST A TR 7 VA8 R 29 46 W) oh 2 Rk i ke he .,
ALFEZ) 10 v m 22 3mm. £ 50 1 m £ £ 2. 5mm 5% 100 v m 22 Imm B4R 2 FORURL  fhoks 85
TN X822 FOkE T LW AT RL  TVRIERE B/ TR B TR AT s L AL — YAE Wi 5 -
A M A EATHIE . 20, %1, Multiparticulate Oral Drug Delivery ;Marcel
Dekker :1994 ;1 Pharmaceutical Pelletization Technology ;Marcel Dekker :1989,
[0193]  GnE bR (1) H B W57 8k gl A 5% 25 W4 -G 4 3L 1R L B in TR 1 22 S0k .
73 B RPRURE B Bt 0] DLAS) R 22 0k 268 B B30 W] DA 5 M s B 1R AT A, s MR &
V) IBK R IR PRI R A4 . 2 B0k gk — 2 I oM IR B sl A 31l
[0194] i fRIM 25 R GE (IPDAS) & — M 22 UKLy FAIH A, H b A 028 F3fl e X &
R HORI A B BB AT R % R IR A BOR HEAT i, R ]l A A R 2R A
WERGRERBIRERRR K . 80E , Wik ] DORE BIiE Mk s B ks b, BL A4
7 BB 2 kL . 5 W] A o AR A8 ST RURE IR 2 Rk T R S IR L. — B4
IPDAS Jv, FLAE B o JRE i A 70 0 290 BRORE, LR 5 DASZ 4% B A i i) 77 00 16 i
BEAN T AR, AR T3 R . WG R N2 ROR P R G 2 i TE B T35/
TR IR I 2 ki P (R 28 SR/ SCER-G ) / T  E BU UE FE i &% AE . TPDAS [
o PR 2 i R0 ) 22 O PR 5, SLORIE T 290 51 2 E B i) 2 00
[0195]  BRR IR R S8 (SODAS) & —Fh 2 BRI H A, H AR A% ™ A 1T 50 24 I EL 8%
M 2T A A 2 g R SR o LT3R 22 o il ) 25 R0 2, B0 5 25 ) OB AR 5 15
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SRR DL AR R O ERE /0 12 /NI, A3 Hb, WIS RIAH SRR O, 2 rh 25 R ik
GEIRET /NS o
[o196]  FI4FE IR FR G (PRODAS) K IN 4 il B B I Be B & iy K/ e 3
MIMER A A T 6 AR 5INRZANF RN 772 ] Be i, Horp & —> 5ph
I 1l - 2 7 R 78 B W T P AN R R I 2 . X e 20 5 P AL S OB | AE IR RR ORI / B
RN R BT SINANE RN /S B 3fl, AT im0 2 &2 T e . HERV/NlH b AR
1. 5=4mm,
[0197] ARSI W £ AR N 5 ORIV 2 H & SR BSR4 88 R 40l T 70 S 19 1) 57) o
X IL RGBS, B, T REV RS, IR R OB RREF AR T
Wl s 2 FLEE 0T, AR TAER AW RS, B 4G S, Qo fH ] B R[] e 05 R0 s o PR
s PR DT, W - = - = H R s KEIRBEI RS BRI RS A T IR RS
W VR 2 AT AR A g ) R0 B A PR ORGSR B R ) SRS 22 WL, 0, Liberman %
N, Pharmaceutical Dosage Forms, %8 2 jiz, 28 1 %%, % 209-214 70 (1990) ;Singh 2§
N, Encyclopedia of Pharmaceutical Technology, & 2 i, & 751-753 71 (2002) ;3 H
L | 5 4,327, 725.4, 624, 848.4, 968, 509.5, 461, 140.5, 456, 923.5, 516, 527.5, 622, 721
5,686, 105.5, 700, 410.5, 977, 175.6, 465, 014 F1 6, 932, 983,

R RRE
[0198]  {F— 2L St 77 52 1, B A S TF I 7 VR AT FH R 2590 405 ) e A FH A 5T B R
N 53 EL I R o 4 R 2 L ) 3 O SO R TBGR B (20, Takada %5 A “Encyclopedia of
Controlled Drug Delivery, ” %8 2 4% ,Mathiowitz 4% , Wiley, 1999) .
[0199]  {E—bSh 77 G2, BEAS S T 7 VA8 F R 25400 206 WA FH o et ) 2k o o
AT B, 123 e B A 3B K 2K ) 2 Tk ) BRI 3R 54 RS LR S R R ARAFAE:
IS WAART AN, 4 2 BERI 8 1 5
[0200] W] ] T 71 B & b 22 S IR A R R (RS BR T LT 52 5 2RO i ZROBE RN SCREVE R
T IR O] A7 AT 2 SRR A o A S B IR A SRR i A I IR RS 3 Jig e AR i
SERE S UTHY, QORDRS 022 2RI s R K A, an R Jee s W AR, anOR il i s e iR Ak W IR A
TR IR IRIEE A s RETgE R, LA YR (BEC) I LA 43 (MEC) (& R L 4F
Y: 2% (CMC) « OMEC\ JR LHE 4T 42 (HEC) (RN FRET4E R (HPC) (ERIR 4T 4E 2= (CA) \INRET 4k
# (CP) . TIRET4E 5 (CB) BHIR T IR4T4E 3% (CAB) . CAP. CAT\FR N 44 % (HPMO) |
HPMCP \HPMCAS  ffii 2% = FRIH BR F2 TN 5k FR R 4T 4 32 (HPMCAT) F L FEFR L BT i 52 (BHEC) 2R
IR el (258 CHTE R ERIR LR B s T e 0T IR R s A EEIZ (R NIGTR s L 26
RS TR NGERIILEY (EUDRAGITY, Rohm America, Inc. , Piscataway, NJ) ;5%
(2- B LI - PEARRES ) ALK ;L- BRARM L- B2 SERR LY v AL
M - BRI CRILEY 5B D- () -3- BRIL TR ML EAMIRATED, i PIEAIGER T K8
FRIENIGER TG FRENGIR O NIGIEE e - —HERECE) RENGREEM (=
PRZAIESE ) TIEAMIREE TV I RV FIFLERY) .
[0201] {585 77 Z2 o, BEAS SC A TF I 7 VA48 F R 2590 20640 FH AE B i ) 25k o b .
ATRCH o W MR B R s EC T PR R B, — BLgn 2y, E il i HoE ok i 1 B AT
IR & T FHAEAE 5 W 28 e B A B R AR T, AT BERL, W28 06 FE A |
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RN IHGRBRTHRT A BPENGRTPEETENGR TR AR LHE R
AN TNIGTR PRI - FRENIGIR T ERIL R OM - BER OIGTRIL R 4 / TN L5
Y\ LA/ TR LB SR R 06 SR LG BRI IL B Y R 8 LW SIRATR 4 2
FMRINE TR TEBE T IR ARSI O /| CIGBEILERY . LW / BER L9
g / LIGlE = e e R I | CIRRFE QTR R A LA BEAL Je e BB AL B K
R £ B  RARAG IS R I 3 = R LR SR e R R IR B L R W, RS KB AW,
W CHEAT Y 35 R TR 4T 4 35 A8 28 At W R0 A2 BRIV 38 73 /K AR 1A SR B R £ 0 Wi s FHIR T Ak &40 »
LTI BRI <l i R =

[0202]  {EREL AR RE R, WE RSN ) 2 nT LIl o) anfd FH R 2R SR R RS
KK BB AR/ BOE TE LA RRLAR 16 MR 5 B A ) B L B AL A R i AL e IR )
B R IEAT #5 o

[0203]  FE—ANJ7THI» C5CIE R EG E ob AR AT R AR N 3 L0 R 7 v 4, LS LR R A
FEBRZAE R e i Bk — 3RS R

[0204]  {E—uszjfi /S, SIS R R R AR A, WE B FBsEh 29 R

[0205]  FE—HE50Jl 7 &, BEASSCA T 5 iR I A &8 B B s B e Bk
i, AR E AL WS R ARREEE AR (AMT) FiEr 0 RS (BCS) o — MM &, iXFE
(e E BA 2 DWAAN : () FATEERSFZL s (b) BF 2Dk O r iz
J, % B R A% oA Jat o 41 T I ) 7K A ASE FH I 7K BRI 1] %0 BRI N » DU IR i 2 ik
V7 H 1T 5 | S 25 DR T

[0206] [ T IS TERL 2y LA, 1835 55 B A% O T MR A 518 E R, 13583 E 77 £ 3K sh /),
FI A K AT R B B8 B B A O N . — KB IBF BRI KSE K R A, H
PR BIBREGY” T RKE”, AR RT3 K M SRR IR R AV 2 B
WP FRAS BRI £ ¢ (PEO) VER & - (PEG) A I (PPG) B ( R 2- B &
Bg) B (NHIR ) B (FIERERIAIR ) 5 LI el (PVP) AZHK PVP R L& EE (PVA) |
PVA/PVP 3L 5E4). PVA/PVP 58 /K I S5 A 4t FR L TR A R FF R AN LR SR BRI L3R S K
PEO ik B 21 K VE R UG AT KR PR JE 4T 4k 22l L A SRS R L FE 4T 4 35 (HEC) (IR TN FE4T
HEE (HPC) RN FE FSLAT4E 25 (HPMC) R AL 4T 4 25 (OMC) FIIR L L4 4 32 (CEC) il HE IR
B BB EURAE (polycarbophil) « BHKE  3 JE B R FR L Z R VE WA o

[0207]  J5—2RBIEFREBIEIR (osmogen) , HBEHE WL K DL i 5 J] [l A0, 4 B it (1148 3% s
AL A IE 1B R AL RS H AN PR T JeHLER, 49 anmet iR 2k « Ak Bk L LIRS S B A L
TR0 T TR B B R A PR B I R AL BRI R FR BN 5 B8, 490 A e SR L i 0
JULIEE . LA L 22 25 0 L R T KRB L LU B T T O R A B AL, 19 an BU A I
B KRR E DR TR Dok IR 5 T AL . C R VKR (edetic acid) BE
12 AR BRI BRI A R 5 R & s e IR AW

[0208] W] LA I ELA AN RIS H 6 (0098 35 500K 5% W 70 S AR I 22 Rt P i 50 28 128 3 2 o
g% o B, AT LIAE G 5 R , ) 40 Mannogeme EZ (SPT Pharma, Lewes, DE) SR¥ZAEE AT A
NI PR B K, AP I P A2 B /5 (REE 7 A5CR A T ) R M SR I LA AR S —
BEI ) N 4 BR VR 9T s B ORI T T3 Ko ZEIXPR IR0, 306 P 8 23 LI R 1) 35 2 R T LA
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AR AR A B3 P R 2 )
[0200] PR A% 0otk m] DA 55 25 A 25 B B 20 AR ST P 1 3 R SR AN 8 A, LR 5 7] 284 )
MEfRE B R m AR E s T
[0210]  AJ FI T+ 72 e I F0 A4 AL A8 25 b 25 B VAR IR S0 AL S 0 L BRI L 3R
BT YE R AT, EAEA AR K] pH 1~ R /K B & MR AR AN B, 803 5 Tl
2R (BIANAZ IR ) 1A K AN PER o W] F T A )6 18 2R 50 1) S 191 B, 465 15
[ ARG BRI ARAL I BE PR AT 4E 32 (CA) W RRIRAT i 3=\ BRI AT 4E 3% B TR N TR 4T 4 35 i
PRETUER IR T TRETYER (CAB) L CA ZFE R L5 CAP. CA 28k R AR | CA BREIHIRNS |
TR = FREETRET 4E 2% (CAT) . CA AL Z AL LIRING . CA TRIR LR CA W LTRNG. CA HifR L
P\ CA T2 F s CA TR R T i\ CA A FR ZRTRAIR IR B s S TR IR - ELREVE My = CIRIE L2 B 4
FHE =R B AR QB P IE CREE R G I = LR IER R &8 - LR O
fig . EC. PEG. PPG. PEG/PPG 3224 . PVP, HEC. HPC. CMC. CMEC. HPMC. HPMCP . HPMCAS . HPMCAT
Z (IR ) ME (NMIRER ) ME (TENMER ) MR (PRGN ) AHILEREY).
SENT T SRME RIDRS S0 SR L IR I SR SR SR R R SRR O R LR A A
V) B LA FE R RIE ARG IS il o
[0211]  IE B A] DUR B AK A LR, b fLEEAC B AR Fe 3T HAS 57K A B e
{HZKIRE, 3 EER]S 5, 798, 119 T T AT I XAE B AR K R 3%l i i —
B BUK MR SR IG5 L% TG FE DU S0 R R TR AT AR ) SR TaE L SR 2R
WK O R SRR s ) SR Ml 9 CMi R A R R AR TR N5 R 2H 1l o
[0212]  ~3E b IR C1A] AR AR S 1 MR B0 GRS FLITI T e #3K 1 m] DU i
F3 b S TR R ) 2 1 s T B R A AZ 0 PR T PR B PR A8 S0 2 T SR AL T e T
b, 3338 A AR AR B i, andese [ L) 5 5, 612, 059 F1 5, 698, 220 123 T (SR
FRJAN X TR B R AR DL o
[0213] 5 P A3 (AR TR0k B RORE 0 28 AT AR AS bl i~ 57 M i) J5 R ML 8 % 0 1)
RS A B8R FECE R B AT
[0214] VBB IRE AL 2520 & W03 v AL 5 5 A B AR AR ST P 1) BT 7 s A, A
P& R R BR BN T
[0215] 3% 45 R 0 B4 ] DL 4 BEAC SIUIH R N 08 N ) 8 B 7 VE R B R SR 2% (2
O, Remington:The Science and Practice of Pharmacy, [G I ;Santus Fl Baker, J.
Controlled Release, 1995, 35, 1-21 ;Verma 2 A ,Drug Development and Industrial
Pharmacy, 2000, 26, 695-708 ;Verma Z& A\ , J. Controlled Release, 2002, 79, 7-27) .
[0216]  fEILE SEHETT S, B A IR B 25 W) A& W)L D AMT 20k 70 Y, LA & A0 5%
DI RRIBIE I, 1202 0B S TR B i 25 % a2 O stk . 20
FHEEH T 5,612,059 I W02002/17918, AMT FREFI B W] LU FEAC U E AN 52 LA
SADARAY K% N 3 KR R TN SR S EDN I N RPS I A TP | A b a7 S A
[0217]  FEFELESLHE Ty S, B A IR B 25 M A& W)L D ESC ke ) Y, A & 5k
WO B IERR, ZA% OB B I TR Ry 3R S A e 3N e 1 25 2 b ] B2 52 R 771 5K,
(8

EQ=IAwl
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[0218]  FE—485jti Ty i, WA S A T AT - A e s 2 IZ e . £
2 R RS AL, B BTEH B 25 O EARERIOIER ) , AR5 2. H)F
HE T AR b R E & 24 LIS A s A N iR 25 N —
JE PR TR R B 222D 3-6 /NI RIS TR] o

HORE
[0219]  7E—2C5ji 7y Sy, B A SO FF B 7 32A% F B 25 406 0 R S RE 51 28, %5 L e
WERETAN DT 75 % BT i TG B A, B0/ B0 2 i A% 0o & BIRE s ¥R T T 7 B
B BB TR AR R e T, 1 USP XXTT, 1990 (SEE 25 ) ATk . SR 94 598
FEISEE ) IR K 7] BRARL SO~ FIORE 55 55 o

W '8 A s 2
[0220]  7E—2L5jil 5 FE WA SC A FFI 5 24T FH I 250 416 W s sk v 5 v BB N
HAT I E M A 2, UL R EUR ARG 2. AU R E S a i FE sk N ik iy I
PSP D SR TE P R I UL ST TR R R 45 2
[0221]  FE—2850JtE Ty e, WA ST o I 5 1A I 25 A& )t B o) il & T B 4%
e a1t S | PR o = SR I | N7 SN = 1 NN 82 N2 7 N NP Gl v 1
TEVE AR 0 Tl BV BSR T V) B R 2R o XA PRI SR 2R ] DL Bl 25 R P22 AR AR N 7 L0
B E0 T 7] %6 (20 Remington:The Science and Practice of Pharmacy, [d ).
[0222]  THRIFH T B 445 25 1 29 LG 00 nT A — Fh el 22 24 2 b nT 42 52 1R 380 A4 R T
TEFR, ALFEH AR T /K MR 2R AR MR BUAR HE AR PR iR BT E D AR K BT E 7
B 577 FEE 01 A R T S AR R B iR ) S ) L % R P AR R SRR I A s AR A L
I YR TR B LA &5 55 FE ORI BB S 50 A R IR R (eryoprotectants) IR TR
#) (Lyoprotectants) AR5 pH P15 AP ML AA
[0223] A& /K PEE AL FREA IR T7K Bk AR PR #h /K BUBE R 22 rh #h Wi (PBS) &4k
B SR AR EG A S VAR S5 9 T 2R Y S R TG R I K Y S AR 2 R R LR R G
U |/ = N TR ey (E O N U o 1= 7 7 RE 0 N7 1 I S B £ £
AEAZ I AT T Z1 A8 T 22 BRIV K S 9 S AR T S R R RSy 1 R B i =
BEAEERERF I o AKTRE A EBISEAR T 1, 3- T SR GRAR O (FlinE s —
FiE 300 FIEE & ] 400) I - H i N= FI2E -2 IEms e i . — FF 2 2 e ofn — AR I
[0224] A IE BT A BT F R B R (AN PR T2  F s 7R il 551 28 AR I S U T I\ X
5L R R IR P IR RN PR A PR R AT R A 7 R L U L R R U XN TR IR R T R R 5 4
FRERR BRI AR . AENEEHOREAR TS HmAcG e, 51ams
MFEFE AR T 3R AT R B . A 18 K HUEALTRIE 40 A SC TR (1) 0 28, A, 46 P 1R
AR IR A . A G R RIS AR EA R T 3hi & R . 518 10 BIE A 7
HUORIAE A A ST IR IR L, R 5 R IR AT A R A R N AR AT e = SR L IR el . &
T8 PRy LA ) B 46 G0 A SC i i A8 28, A B AR S0 K L AL B8 H RE R IS | 3R AR LA K
WL AL BRI R PR 80 AN = L WERG BRI . &l B BB & ) B (AR T EDTA. &id
(1) pH IR EA R TE A R TR MILR . S5EN4A e EAR T
RRS , 06 o — FRRIRG . B — BOMIKS RN ZE — B — BOMIRS (IR T 25k - B - IR AL T
Fmk 7- B - K (CAPTISOL® | CyDex, Lenexa, KS) .
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[0225] 485t Ty 2, B AR ST 2 I 5 A I 259 41 -6 0 4t O o) oA T B 5 1 R
ZiEL 2. R RS T2 MRBGE S g . 25 S B SN L 205
A B A ) TR R FE LR 50 o B M B A SRS LA 20 TR, IE WA
SRR RH S BRI o
[0226] {4850t 75 ZE Y, B A ST 2 I 5 R4 I 25 41 -G V5 4 B 2R B s v fe
fito FE—SOSl Ty 2 rh, BEAS SO TR A8 FH I 25 A5 A b o B ) 8 T s e
PR, ALHER TR R AR 5 R A, I A AT R A . AR X AN T R, BEAR S
NI TTAE I A SV R B B E B BRIt o 78 S — ANt 2, BEAS 3L
AT T7IEAE FH B 25 A -G A R a0 B AN I 7 L, i AT A =AY . 727
— AN TT S BAR SC o R AT I 25 40 A S B B G 1R FLAR R A

JEEIiE
[0227]  FEFELESLE T ST, ARSC I T AR 75 B R T BN & A B A e )
T3 AFEXT AL A (a) abexinostat B ER I, & (b) B & A . 78—
S T FE T A& A A ) A R e b JE B ER o 7R SRS TS SP T VAR B
A BGRIRPLTE I G2 P AE AL R DR KR R 5 AE SR AP L A R HE VA P () S e 1
A FERPUME A ORI A 5 AR VPRI & R el O R R B 8 AL R B e R i
IR IT A s B AR B s B2 T S 3 R BT A 5 A B3 1) o 17 365 0 40 % e A A i)
(RN s BRARPL I E AL R A RO & S BEN TR 45 .
[0228]  FEFELESLE 77 S, RS T A6 75 S 44 3 e me e sl 3k 1A Rk
W77, AAEXASL[E A (a) abexinostat sk I, & (b) damemy e sk th. ¢
— BB 7 R, 107V B AR A ke e Bl ER BT 5 S S 0 i 2 B R R 1
R 5 UE G2 A i AR ) B 2R R Vi e PR E ) R A 5 A e i JE Bl L Eh i 1 5 A
VFAERST I R R B L0 S e HHOGT W s iy J sl G 358 ER) e e PR e i o s P i e oy JE sl G
PRI WA i JE sl R e A 5 8 4 e i i JE sl ER IV s BRI e e JE R
HEBWA G E BN RS E .
[0220]  FERLMLST 7 Serh, AR ANE AT T AR T BRI TR G TT R ) T2, AL
JiH (a)abexinostat BALERIFHH, & (b) HUIMAE BRG] . 75— 2850y £, Pt
A2 R e ey JE B R o B — 28NS 7y R 1% O VR PR B A AL R BT s ESRPT
I A BRI ME B A JE s 9 G270 S B i 788 A RGGRIHE VA T RO SRRE 1 2B 5 JE R B i 78 2 i)
FIA FYE s VPRI & RE 8RO 28k LI 8 A2 R ok e (4 v 7 AR A o i 78 4R
) s HE T R R T A R R e N 5 2 I A8 B G Be fn AEE AR ORI NF s BRAR B A
BRSO E BB EE A S .
[0230]  FERLLLST T Srh, AR SCHE— B AT T AR T E MR TR G TT AR U2, AL
i (a)abexinostat s HER R, & (b) MMl e sl dh. 7828507 b, %071
Bep AT ey ey @ sl 3k (R P 1t 5 S 2 M Wkl 8 e L 3k Rk 1K e 5 5273 A ey A i Jed
HLER M VA PR E I R A s RE T sy JE BCHE BRI M s RFTERIT B RIEB DA K
Ji& HORF i ey @ Bl 3k AT g he mh AT R e st JE s G B BRI AR 6 i e @ s
(R ) N 5 S8 T 4 6T Ty A i JE B EL B R R 5 AT b M e L R K RO & 5 BCE AT
TE4E.
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[0231]  FE—285jt 77 S, BHASCA HF B 724 - 294 &0 3097 ARERE. 18
— SO Ty SR, BAR S 7 iEAE 294 S R TR 97 NI R A e . 75—
SO Ty S, A SO A T A I 29 A -G T 657 NI SE RS .

[0232] ML ¥ 2% 2 e ik 458 01 9430 B B 8 VR o » 20 1 L9 BB 208

[0233] kLR 2 A0 S R R A0 M TR AR B e o R IR AP RN RS, — KRR E AT
SRR, HAR R AEE— PR FR A Reed—Sternberg 40 U4 L. 57— AR E AT GME
9o, SRR PRI 2RI — 4 S R AN Mt o AFE T Sk E vk — o o B 5%
Pk (f8EEK) SRR EAREE (PREAEK ) R RRE.

[0234] [ ML A2 FF 4 T M BE s 0 23 40 i e ohe IS SO & i 40 B = 28 FF kA I
wmH.

[0235]  FE—ANJ7TH, BT JeiE Ay S AR stk LR B8 s o AE— N5 T, AT Jesd e A0
PAIRE VPR VSRS I AR TR R R Al wge (blastic tumor) BXREANMUIR

[0236]  fE—uszjifi 7 S, AR SCA I EH TR 97 LM o —2esili y b, A0
T TR T e M S8 o AE—SUSt 7 SR, RSO I 7 TR T IR A S ik
I o

[0237]  7E—SESLjl 7 T, A SCA T TTEH TR R

[0238]  {fE—uszjfi 7 S, A XA ER TIRITIE B TR REE SO0 PR (i
PRJRE £ 4 AR SRRSO DRIRE S IR U7 PAVIRE ) R VREE BSR4 4988 L I U T R W G 988 5 il
SOE R (R0 M R A/ A0 e R A R Al s s ) i (4B R 3K
A MRIE | IRIE R R B R AR TR B s B B CERIR AN M R EIE LIRIE
NEYD I I E I Nt N = ISP IN Y M R0 N RS R =i N = By
Jo IR ET I AE  BRR ) /  CBR S BR E0RE  SS e R R RV AR ST LR A R
MR AR R 2T 408 AT 408 ) R (e B R IRRE SR B R e B A P LR ) sk
PRA:ZGETE 5 (I 4E /R AR [ BRA0 e 1 bk E8 . i ) S JBE e A R (et 4 i
S AT AN IR ) AT AU BRI RS ) SRR CORS SR 4 Mo oag | mas e IR IR M e« i
S~ GBI | TR () Dt e« 2T A8 L 2T 4R I8 W g IR g ) I <R an s (I
S0 Mg ) HEAER b Rz RGN MR | I PRRE A IR R | IR sl R R (A
T ) ETAE AR M AT R 4 2R 40 P RT R TR T I PRI R SR IR R IR e PR R )
Z R BEE CEME B4R E R VEE R CHECE SN EEE ) R ERCE R
BEAI R R R VR AT 408 B RE TR A LA R s MR R G PR B R IR A 2R
TR VAT 28 ) VIR (i ISR R DA IR A R TR ) A R RS AN R L R A
Jo AR e IR B MR AR T AN R [ A SRR ]\ 2 M e T B AN R D S R A i
T P22 ST O D i R0 R L ST R PR R ) CEBE (AR AT 4R T R | A R R TR L A
B R TE (FERERE) FES (CERUE MREITE SR E AR ) JOPE (OP
[ SR 2 iy RSk R s . 7 5 W IR AFESR L celioblastoma. 3% B4 BRIE R 732898 1.
Fir |2 — OBV 40 B8 Sertoli-Leydig 40 Mufeg o PE40 M Bk B iR ) VA9 (isetk 4 i
Jei s R PV B AT AR L SRR BRIE (G D40 R | iR 40 e L e AR AR (IR
AR SOUL AR 1O () IR SR R (REFE s [ 2rERTiey: 1. 2 e
BEAH e 1 095 1 Pk A O 0 O 1 05 i B S A R 2 R MR R L e e N A
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CEAIE ) ER A AEE TSR [ B ER ] Bk B B R SR A g | 6
RA0 e SV R ISR B RS TR DR | IV L R R AT 4R RR I E VR O
R R BRAN R IH g
[0230]  {E—ANJ5 [, Ik e hi A LRI | &5 1 &5 B e« e /> 40 B it « /) 4t o it s o
FFJet < O SR A 0 B = S0 B D« R P TR TR e A A R KAl
JLPRT  Fsh 28 BR 0 MOS8 K N MG 2290 L 52 RU0R s T B 40 e A2 T 40 i eg Ik R L R R R
T BESE S MERE AN MM (I pE (AML) S PR 4 Bt I (ALL) i RENE AR 4 G
TEFTEERETE (A P (CML) .
[0240]  7E—USIjl 7 2, BT g e A B 4 g o
[0241]  FE—USjt 7 22, BT dene A2 5P S0
[0242]  fE—ANJ7 1, FTIRJERE WK L o AE— AN D7 T, IR E Ry B 40 bkt % . T 4 it
RSB FE AT AUk R AR A R L
[0243]  FE—ANJ7TH, TR ERE 2 T 40 Mok B 08 51 1 095
[0244]  TE—ANJ7TH, Frik T 40 Btk R A S0 T A Motk B8 . 76 55— 7T, 1% T 4 itk 2
SR B A I A T 20 bk 2 REG A PE A s / W R . (B — 7 T, 1% T 40 MR BB B Tk
T 4Nk 8 . 77— J7 T, % T 40 Mtk LR 2 R AR T Ak 8 o AE— N7 T, 14 T 41
PRELTE A A T 20 M bk 8T VK B BRI B MR bk 8 SR T 41 bk B8 K/ T 40 bk £ 98
RCPR T 40 (s /R R
[0245]  FE—ANSEHlE T R, BTN A AR o AR GG T LD IR 4T 4R 4L 2R | I o
SRR S SCRFA LR RE . IR ELE LA AT — B A SRR AR L I AU
B TR ET 4 1R 988 Ao 2T G 98 | &% 4 20 23 1 A /D [ 40 HLRE B S e TRVTRG i AR TR AT A A
Jed M7 A/ B A0 R | I PRV IR R TRV T UL PRI R T T AR VR L TR SR AT
2R 20 e P 2 T Y DRJRE RS PR R I PRLRE L Askn 87 TSI IR L A P B R L
PP 22 SR B AR TR . AE RS R, FTIR AR S A A R
[0246]  7E—USjl 7y e, ARSCA T ITER TIRTT N R A
[0247]  {E—HESTjl 77 2, A SC AT IE R T 697 AR BEE A 5 4R A1 (MDS) .
[0248] szl 5 S, AR SCA TR vE R a7 ARB M EEME (i (OML) .
[0249]  {E—Lsjili Jy A, AR SCA IO VER TIR97 AWAEE A Sk R . 78— L850
T, RSN FF T ER TR AN EZ & .
[0250]  FE—HESTiti 7 B, AR SCA T ER TR N2 R HEE .
[0251]  fE—SLsjli 75 2, A SCA T I 5 VA TR 7 18 bk L ik (1 it o AF — sk
W77 ZH, AR SCA TR 7 1R iR T 2 Ik A M i .
[0252]  {E—HEsiji 7 S, A AR ER TR AR SRS
[0253]  7E—HEsiji 7 S, AU A H R ER THRIT AR

L AN SN
[0254]  TERELLSE 7y e rh, AR SCA T T A0 T BRI i B9 N ifn 8 A RG] B A8 1
J5 i, BFERAMASL R (a) abexinostat s #h 0 B, & (b) HUmME E k). (£t
SEHE 7 S AT A AR GRS e JE B Eh o FE— RS T S 1% VAR X B
A RN BIPTIE s SE L UM A BT IR A J 5 R AR D HUIML A A8 o v R ) JEhE 1) R
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B RPN E A G AT HI T 5 Se v ORI e R B e A e T B AR ) B T PRI
FRIVE YT A8 DI AR ) 5 T B8 X UL A ) ey v S 5 358 om0 S e 10 A A R )
HIRE s AR AL BRI A G & Se R A 5.

[0255]  {ERCLESCHE Ty S P, AN SCA TE T AEA /5 B U b b maeib e sl 5k A 2k
(K377 15, AR ANAIL A (a) abexinostat skILER A9 A, & (b) mameif e skdtsh, 76
ST G, TR A e JE B BRI 5 A S e JE s ER R BRI
I 5 S 2772 W PRI JE s 5 XE v P e i ) R 2 5 S A el e s s A A 5 e
VRLEVR YT I B Jre Bl 2 28 5 JRe HE OGS A et g sl R (RO e P A5 P e et e Bl 2
S T R N I e mHL R A S 5 100 20 S i R R P R B AR M JE B
HE ARG R e ER4 5

[0256]  {EACLLSL Ty S, AL G AN A T T AEAT /5 AR T G 7 JRIE 1 7 i S
JH] (a)abexinostat BHER AT, K (b) UM E A £ LESLHTT S0, P E
PRSI JE B o AR 2B S TS S, I TVE BRI AR BRI R BT ISR BT
A AR ERIDTE 1 R 5 S 22 A D i 8 AR BRI RV PR IRRIE [ R AR s SE LI 2R B
A I s R VEAEIE S R R B D22 R B A BRI B M B Va7 A A B 8 A=
JRR 5 B T R A R A A RS P A L 5 K0 48 X B A R B s B e A AR
SRR RGN R BCE TR 4L

[0257]  (ERCLCSC 5 b, A — 5 A I TAEAT /5 B R T G 7 JRIE 10 7 i S
JtiH (a)abexinostat s i), K (b) WaMER e s gk, £E— L850t T S, 1% 5Tk
BEARNT i M A 8 s SR B 5 S8 2 X A W e s R RODME IR R 5 B 2242 D i Mkl e
sl SR AR T A AE I A 2R S SRR WA JE s SR T T s RVFAE VR T B R Rl E 2
R Hh R WA J L s PR P ) e A P A e i JE B 5 45 T R G A e e B
52 FRT W S 5 35901 240 M T WA 0 8 L B A R 5 PR M e e s A GRS BT
MEEAE.

[0258] £ ANSCHE s S, ASCHETR (AL W RUTTEIE S 0 T R BT ia Ty IR AE RS 2 AT
RO LR H R 7R A A0 o 8, CEUE IR AL &, MEAT TR B R I SE 7
FE A A AE R — 2y G T I e 25500, R T BRAL SR AN ) i A [R]
AR o AE— A SEE T S, RYRGHAL I T7 AT HIMES 245, XA B T UL BN ALAL, Xt
I 25 R RN 28 25 50 BEAT 12D (VR 3

[0250]  {ERLLESIE Ty S, B AL 50 (0 B AR SRR B gk 1 TR B R 1 72 W A A AT D0t 28 2
TG I L 5 E R YT T 56 AR PHSEETT S P AL SR (4l (RIS B B[R]
I B[R] A7 7 S0 ) BURZR 4 24, IX Bk TR RE R 1 B (IR AT Bl AL 50 14
B FE . FERLESIIETT S, 4 25U IR 2 AIAEVR T 77 S8 R AR T 48 25 B 2K
KR TR BT iR (0 RS B IR UL PR o

[0260]  {E—/NSli 5 S, N B AR, VAT RDIE R4 2577 SRR 2 P DR 3 AT IR 8, IX L
DR 2 48 R A FR R (2R 28, DU B A e PR B R ol R AR T RO IR, £
—ANSEET S SERRAE T 25 2507 AR AR TR A b B T E TR 4 2 T 5. AEXE
B St 7 S, BEA AT HDAC #0077) (414 abexinostat) 55 41 2550076 77 e 9iE fo v oak
/1> HDAC #l57) (5140 abexinostat) F1 / g5 — 2550 1A 2
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[0261] AR R 1 AR B 7 S BN A8 I8 3 1) T 0 R AT It FH AN 25 2, L rp = FE AN B8 2 ) i
PRARSL 25 2457715 25 2 R 22 R LA ol B2 A2 2 R &= .

[0262]  FlroCiE I G WERAL T 3097 A 2R 1) HDAC i 57) (541 abexinostat) ,
REAS G IR R — IR EBERMIIR R R =R 45 2. AE—DJ7 1, 29 A -Gt 7HEK
HDAC #1055 ( 1 abexinostat) , HegeWs—RK—IR% 25,

[0263]  {E—4USIji Jy R, A SCA T 75— DA HE 5 abexinostat (BRI ER ) i m:
e (EIEER ) BEA il A 1 2455

[0264]  FEHLLCSHE 7y b, @k A AR BRI, (504 & R IR/ANR T 2 ib, (HAR RS
HEVRTT RIS, X 83 YRR IETT an b A3 B IG5 ) SRIG SR A SCA I AR IT Rk . 1B
— eSOy Serh Gl i R B IR s AL S —AA TR IR ERRIT T %) HnaiE
HHTAR M aaAL . FERr 1 SE e T ZE R, G b R PR A e YR R sl R T VAT B 5
¥R an kb o FEASIRI B S 7 Zrh, A8 FHAAM 25570 9 A PR AE T 0 danm sl 1y 80 D 1) 2
Ak

[0265]  HZGY{Eia T AlE AT, T A RGN ER EA . (ARG IRIT 7 AT
Ny, 24 ) R0 L& 25 50 IR 96 7RG B 1R o 2B ek AT R SR . A5 A, T DR FH Y A 2
2y, RN At A B VBRI &, DME @ E -l R s o fEFELE IS 00T, BRG R IT RVEAE
AT B A N PR R LA B S FH A — A 2 0 s P A B BEAR VR T A R

[0266] R4 AEFR il M I SE 51, & a7 77 Seiias T — 289897 7 &, Hrh abexinostat ( B¢
SLEL) Fumamsin e (BRI ) 25 5966 T B 25500 T 69T 2 A IR s 5, I B
S RN 2GR ST 18] (AR ART I TR) BRI M R 2550006 T 21k 2 e o HOE R FRIX ARG
57 P IBRA A ) abexinostat ( B 3 ) Fipmsijg (sl ER ) KBS R LR IT
b A A A B BAE AN R INETRLR /Bl A b BIE I Rl B 25 25 o BG iR 7 i — 20 0 FE R vh
I FLAE 22 AN I [R) A A 10 DA 6T R I R A 3

[0267]  FEARAMTAE LT, 2 MG 7 0 ME BT 45 25, A48, o, R dn B4 25 2 A N
(07, AR5 RSt 7 S LU — G — T NE A2 BT (AUVE A 7= 8], 1 A B — 1R AL 7 B
PER WA B AL ) 32 L2 MasT Rl FEASRISE T b, YR I7 R — M L2 50 245
T, B AR LA Z A B 25 T o AR 2R 250 AN [R5 25 B R LU Sl g S, 2R 2RIes 24
Z (A B ) Ak AT AT e 52 09 [ Sl an A2 F 0 210 4 . R E A
ZHFRIAT LA AR SCA TR 7 A AT

[0268]  fFHELUSIE 7 A, WIGR4A Zie ik T ARZE 245, 9t AU SR B ) VTR BT
W, 55, A G EREEE STy S, 7R R B B B e R AR JE — BURTAT BN H AL
ANTFRITT s FRRR LRI AT P DA 2B ) — BN TA) o FEFELESE Ty S2rh, AR SCA T I 7 e 4
TR I RE T A AR B TR R VR R BRI Mo a), s 2 b 2 F 2 L M HEE T
1 Ho

[0269] #4167 5 B :DNA H34% 7 s ¥ 40 S AL g T B0 TT $00 5] 5 BE AL 7] sPARP 1)
3R 5 o A R R SRNA/DNA AR 254 U 22 03 0] - S B R S B I A
) 5 7 A R 5 POER TR R s M T TN S ) R v R R B B
ABT-888 ;[ Hh [ /2% Pl /22 B BRERPT s BT RIYE A BR s HINGEIS BT /N I NZ s 2T T
B 200 iy e s — AR A0 A s R AT NZ N s BT LM SAZD-2281 s AR S m]VT 5 DIARER 9L 5 DL
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DT R A2 IV AOK sBST-201 s FVH 2 s VH % s RS20 5 R s R4 s R R
K (carfilozib) s RERNT s RERNT (2R EAN sVIZE BP0 T BRETT W wohr e
VR RUEPLEE AR PR M s POBE I B IR Bt A R R s AR R KT a
R s RAFERIRIUA s RAER IR e BN R AN 2093k 23
tb 2 s 2 L 2N TR s TR Je At R s 3R LE 2 sKAYT o I e sHESEREIT BRI MK
FEWH ARFEWTHE ARV S AERE w5 s UK s AR B R WERE G 4E =) B 35 4R
JE s 7 PO o 75 Z IR PO AR R SRR & Ik s R IR A 2 m Ak s BRI R P ST
PHIEL R s R BB s FRAR 52 s TINE o 2a;FI0FE o 2b iR SRR
Fiz 5ok iy e s FRIBE DU S0 F IR 5 TG R 5 TR B AR 5 Z0 e DK MR sy B =) 7T 5 FRRUTT B IR AR M 29 ]
FAEL BRGNS 2 TR AP 2 RE R O L RE R C KB SKITEBE AN
BRVE T s 23 B sNPT-0052 s it FEBPT B 3w F R DA (R BB E A4S
RIORL S WARER B S oK IR 26 S IR JE bt X5 Nl 85 1148 s 1R ) 5 o 55 38 il 28 0 g
AT S URVEVR GG W REE SR O RE R sIMW A TR EUE s ZE 40 se AR SRADOOT 57 A 57
ML VPR R U RS s R AR BRI R LRET BB R MBSy B
SEME N R JETRE SRR VDA B B S NEG B RNR FRTAE R AEETK SF RIS
P FEVU S BT /T-131 FEVE B0 s M ZZR BP0 4E TR S IRWENE ET L K
KB KBEIE AR Al s R IBRIR 25 s AR BRI

[0270] {5255 77 Z2 T, Frad A A0 B 24500 A I e A Bt 00 o) 500 AR B A ELAR H
- DNA- A0 .1 A 37 DNA- AL IR/ S48 540 o

[0271] {5 — Bl 77 S, T B4 ) 24 501 DAy B D M B T 2 e YA St ) i ) B SR R
(CPT-11) B LM | F ik hE sk w7 T

[0272] B ZA BRI 57 FEEA R T e g8 e AR e P Je Uit Je kI
B P e ORI e FTPE e & e e s B i AR e R e VR b e v HE e A
LR B JBIR e IRV B VBT JE VR 2R JE | Uit bz JE T soratinibs

[0273]  FE—48SL)E 7 Z2rp, Pl @A i 255508 DNA A e fml / BUSUR BT -

[0274]  DNA i Hese R / BOSUR G YT AR AR T v S 48 5 L 2R I8UR 259« 5 B R e Ak
) UG FERR PR R ARSI SR ) XUE BeRedbof (0T 2888 3 CUNAEA) PR
Wy (N 5— FPRWERE BRNENS BRI ) (IR D S B AR (A5 G A B ARFE T
ZRWA) EHIFNHEIF] (ol anBrERRR GREENR ) 48RRI / 40 BPD IR PO A R
TR - A U RSB EIR) S BT IS A TR IR | i A R R Al M T AR (R
TRATI 00 A0 LU T35 T 0 T A S A A AR 2 UG £, s AT A

I
| o

[0275]  7E—SLSLjfi )7 Srh, TR A AN R 25500 4 [ A 1 2 25501 (MDR) PRI sl 551, R il A
R F AL SRS MDR. 3% 28 MDR #1505 p- B (P-gp) HIFMHIF, A
LY335979. XR9576. 0C144-093, R101922. VX853 FI PSC833 (fR%F#M& ) .

[0276]  7E—LLSjf )7 S, BTl @A 1 2550 0 a5, LV T e st , S Sk VIR
RN WG R P R ek, G AT R T A FH B TR YR 9T A A HDAC F 5] (45
Ul abexinostat) BT SE. 1EMEFIELREMEEIE -1 SZAHEHIH 5HT3 Z R4 HT5H (&
FF ) B A% i ) B FE A6 ) B L WA F BRI zatisetron) o GABA, A2 KB (B &Sy ) .
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B E EE (it ZEKAR VIR A IR e sk e, WSk B £ RS 2, 789, 118 52, 990, 401 ;
3,048, 581 33, 126, 375 33, 929, 768 53, 996, 359 ;3, 928, 326 1 3, 749, 712 FT AT ) £
FEAE PR (402 7% S0 H TR A 22 L ROVRIE B L SUA MR ST R LT PR AR S I ) Wt
N2y (H1 A2 RSB, a0 3Esa B 2R Mg hr BH 25 280 B L 26 b y& e TR F2 8 )
KBREEIE CAnRIRR S o KRR s S Ui ) AL e Cln i 3679 i AR 22 L T 5E (emetrol)
VAR ) o
[0277]  {E—4ESji Ty S, il @A K 25 0 H AR 2R UK -1 2 ARFE PR BHT3 2 k4
PUFRHN S TS [ T 1 i 55
[0278]  {E—deszjfi 5 S, BT @a it 25002 v 9697 2 255

AT IR A, 040, 3% SR 2040 M A2 e S2 AR Ba 351 (ks T —a) .
[0279] {25t 7 S b, PTal & 40 (1) 25 50002 mT T30 97 W8 ks 40 H sk 2D iE 1 25 771 o
AT TR T W8 rh MR 20 ek /9 1R 24 500 PR 9] A R AELAS FR 3R 755 e R 48 A F e A2 A
e 3 i A4 B8 7, an ARz 4 o SV IR 7 (G-CSF) o G-CSF [ dfdEg w2 .
[0280]  7E— &5 5 52, BT iR B A 25 50) by A /b —Ff CYP I HD D Rl AR L
abexinostat (B{ALEh ) skifmema)e (sdLEh ) i—Phok 2 CYP BRI S L T, 5 CYP
PRI RIS 25 FAR T PR AR T o3 T2 2550 29480 0 24P i
[0281]1  HEBEAVEIT AFF T WO 08/082856 FIWO 07/109178, —FH A LTI ANIERNS
%,

i CIREEIS
[0282]  {E—2eSil /7 P, A SCA T ESE— DA SR E T . U E T, RO
I7 2 W E ARG VAT R E AL S e . B AR U RE B X RE R B T B A FL s AR Tk
P sE B HE S VAT X ( “ HARALZR”) TH 40 e, A 131X L4 fu A R gk b K. BARTR AT
[ B BB A s 240 R L 40 e, {2 5 3 BB SR P S s L B BRI Th e . U AT T
TRTT RS, WK S W FL S AT SIIR G B/ BCE SRR . IR W] H
TARIT A PR LR (439 oy I 9807 s 0 L R B 2R R P E ) o
[0283]  KpE 5 36 8 22 Ji i 4 M PRV A H TS AR N ) L T g AR s Y o IR
WUV (U PE B T8O YR Y7~ ZHL 2 IR) LSS AR PN BRSNS YR T 7 IR 8 ) o A FH N T
AT SRR T — AN, B FEAE AR . W2 FEHTE . TE.
AR 45 W R0 30T o
[0284]  ARiE “TU AT B “ USRI AR A LA, BFEAR T o B My
PRI AR AN o UR AT B A BN B R B Bl 4 1940 2538 7 6 1S3 FLIR B2 JEk S BH AT
P RE 1 R e MR o AR IR T2 I M AT AR | 007 R B R M e T R 2 2 40 e G A X
1M & A7 5.
[0285]  FE—HESl 7 &, ASCA T 7D T B 2D —P e b7 AR 3 B A
VEF, Wika 5115 S (10 1E % 2R AT YA ik 2423607 3 5 AL UKL, AR SCEAIE IR 7 V08 5 i
SN YRTT AL B O IR — S W R 0 i e A P R G

RAD51
[0286]  DNA #5115 ‘T e B AR A TR 2 M R T A 41 BB A0 T F0 ™ 28 (1) 40 Je Th RE R A . DNA 15
BARGN TIRAMrAEAFAE R EE ., 25 X5 DNA W24 15 &2 10 W R 3= 22 DNA & R AL 2
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YR (HR) FUAE RV R umiZEs: (NHET) « FAZ M) RADS 1 ZE 2 KT B (Escherichia
coli)RecA W ][R, ZE R 4) RADS1 £ A 7E R A h R OAE o

[0287] AR Z ¥y MhALEE, 4o ), 8 ik T 40 i 7= A DNA 345 1 6 0 R R 5 677 3
o T S0 o i 4 e LA TS BR ) DNA (& AL, WIIX SR T7 VA T7 AR T BE 22T 59, T e
7 2 ) B DASRAS S R R VR 7 AR

[0288]  {E—UUsijili 7 S, A ST TR 77 15 T B AR RE o A P 40 e DNA A& 5205 1k
[0289]  FE—485jt /7 b, R SC A AR R G167 BRI B DNA (B R v E. 75—
WO T A AR SCA T AT P & RADS 1 B BRCAL () DNA & L o

[0200]  7E—SE52 it )y FEH, AR SC A FF I U7 V9697 5 DNA JE [R) 95 AR o 0 B B A Q1K 9
fE o AE—LESLE T S, A SO R 5 ik — ARG il BE A5 3545 40 i DNA (3897

[0291]  DNA FE [R] Y5 AR vy i e SR B & 1% B F 4L R R 1 3R FE :Ku 70 Ku80+ Ku86+ Ku.
PRKDC. LIG4. XRCC4\ DCLRELC M1 XLFo 7E—NJ7 [, FriddeshE i B 0 FE4r ik 05 8 Pk fd
1M R B 40 B ybk TR o AE— N5 T, T e e o AR SC AR 1

[0202]  {E— 8652 5 &, ASCA IR TR 97 AR ki A2 B K (ATL) PH S
iE o

[0203] AL 4EHNH] RADSL ¥& M (45141 HDAC #NHIF) (#5140 abexinostat)) IEISMKIEES ¥G
J7 IRIT RIE S AT TR E LA A5 20080153877 A1 WO 08/082856 ( — & fEIL G| ALE
NBF ),

2k & |

[0204] T AEBEAL A HIAE A GT7 ik AL, FE LI HE T il XAER 2
BARECR AR B A, IZ A S X SO — A B DA UV E S, B R
B R AR SR AR AR ) 7 AR A ) — A SR ARC AR o SRR R A A RS B L R
ARRE o AE— M7 P, A 2 PR R L SRR B

[0205]  fEIEFE LI & A A RL . F TR W S K AR RS, Bl , SE &
M5 5,323,907.5, 052, 558 Hl1 5, 033, 252, 25 BH B 7~ HA R TR R4 0
TVE R IR AR T AEATIE T2 HAT PSS 250G T BRI e R B8 T
TE LSRRI A DRI ZH A5 0 ) R B 35 o

[0206] XA 2 f AT s 0 55 5% T HLAE I A BT 38 77 325 A R B A s TR 6 3R e 4 e
[ARER

[0207]  FE—ANSEHE Ty Z P, bREEAL T3 LS ZAHSCHR . AR — ST S0, M bR
BT BE BT SO E AT MO B B ZIE AR AR B NI, REEAE TR B A
WA o A HE TUAFAE T RIFE RN A AR (13832 3% (receptacle) BUECH A, bris 5 R4
FARIR. AE— ST S, b2 HI T RN BRI TR e R N . BRI pr oG T
UNLEEAR TR 1) 7 i A IR 4R 2

[0208]  FERLLESL T S, A AMA G EH TR AR E T, 2 RESH P
ARSI A R I G e SOk, A R, £
AT S, B a7 Bk B ARG AT 45 2 Ui B ARSI S R B Bk B
Bt AT 8 2 A A s B B BURF LA BT RILE (1 3K B 7 2 AR SC IR (0 T 2, XA 0
A S T AR ] NSRS B 2 25 [ 29 S HEE . 51l S8 1 20 5 5 ph S

45



N 104244952 A w R B

B 24 i PRI RE T 2 (bR 8 B Y 7 b D

43/56 1T

3K e 151
[0200] S5t 1] A Ul W 1 AR 4 0L, i AR PR A2 BE SR AL O BOM 2R i

Abexinostat HJ& 1Y,
[0300] Abexinostat fRHE3EE LH|5 7, 276, 612 (IS0 7 ATk il 2%, H N B A4E b4 05|
MEANZTFE,

SEJE] 1 :Abexinostat Eh RSk 1 HE Ik N VAR
[0301] ¥ Abexinostat #h g #h B HI A FFAK A (IV) ¥ LA T A EPTHHIE R 5. TV
W e 55 Sk R Ja IO T4 v 45 25 IR il ) o RS — IRMEAS /N LA
abexinostat #h /& ik 7F 255 £k /K F1 50mM FL R £k 22 79 % pH 4. 0-4.5 P [¥) 25mL (1] Smg/
mL (0. 5% ) ¥ o e AR R A 1 A T ) 24 ORI 1), 9 B L Tl B A n B, &
1 F2s T IR e B . I TG A2 2-8C,

® L IVIER (Bmg/mL) FE 4 pY

B Ao mg/g B A Bk
(% wiw) (w/w) (575 kg)
Abexinostat 282 # 0.5 5.0 0.288 kg
R 0.45 4.5 0.259 kg
fAsh 0.665 6.65 0.382 kg
EHTA K - - %, kIR
IN S AT/ 2, P
IN %8 3%, E8mE pH4A.045+02 ) ) =%, BHm

[0302]  H LW abexinostat FhIR#h 5T R 4T 4k 2% FUBE RIS IR IR BEVR & JF 4k M # iz R &

YrImON 2 0 I e B Aol B R OB i B ( LR 2) o IR LA RR SR I 2% o 20mg 771 &5 A

FELE 4 2 54 LK (5 T e HE 7 ) 20me (10 abexinostat SR Eh. 100mg R IR 6L FE 4

2 SR O ILEFEE T 100mg abexinostat high, IR FER A 30cc HDPE Ji I H

AR N 25 5 AT % B 9T F LB AR Y B e T a5 0 o5 20mg T 00 A 4 R AR 50 Mt

100mg 71 & 58 A7 4% I BRI 30 Mgt B/ 7 fEsHilEi 20-25°C (68-77° F) .
* 2. HRERHE

2% REHRAE Mg/ & ek
Abcxinostat 28 # HEFHEE | 20mg® | 100 mg® ERGHAR
Avicel PH113 e
(B ) NF 68 mg 76 mg AR R
LA, LK NF 157 mg | 17.6 mg e # 7
PR 42 NF 1.3 mg 1.5mg )

iy
Ry
N

|3

57 1551

@ AR EEF abexinostat [RS8 R4 AT

[0303] % 80 T AULANFI 24 v B Z IS B HR T 1. 2 T oaskh, Horh BI% 400 vk
JRE abexinostat hER L,
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[0304]  FEVALIKBLA A 7, 4 400 seiEky / MEA -+ (30/50 H ) BiF TR IS
abexinostat #hREh Bl — i 5 UK B 2 A 9 R I 29N 3 51 TE .
[0305] T i R 5 1F) = T BE %5 i 5 Budragit NE30D (Rohm Pharma of Weiterstadt,
Germany) LA 2:1 (BRI G AEIRIREL ) WHLHIR G . MG HEZL EWR e8RS
Ve DA B A i i 0 A T, AT 3RAT — 2L BOAL R e i i I TR RORE s 32 . i 840
KL HAAE 50CTFHE 2 /NI AR IR 504 B BREINE , N AE L WA .
[0306]  FHAN[AIAUAC )T BT T A% LRE 22 /b — b, DLIRAS AR 5 I RV RORE IOH % . 7EA
S, il T AL, — B E 10%, 55— 2138 30% . 1l ik DATIE L AR A
TE— S FF HIVR G W IH 78 B I ol 2% SR A ) 2o
[0307]  FEXF A 1Rt FH A7 5 2 5 2 — A PO A FF R R abexinostat, HLEIZ) 2-3
/NI BRI GE I I TR 265 22 0 o S O A R abexinostat, HLFIZ) 6-7 /N
WIGH R o I TR 25 2 )5 o BRSO B S5 R TR TR) (2 25 B RE TS PRI ) ) ) AR 1L ) g
#/b 3-4 /NIt
[0308] ALK IR AUAK 25 A2 AR AR R 1T 5 AT 3 TT DA FH A S sk g n iy He e A e & A
o

SR 4 £ 1) IR TR Bk ik e o) 1]
[0309]  VETEAZ LR SLHG] 3 Prik il & o F AR B A — RS 24057 55 Eudragit RS 30D
BB LA 1 :0.6 2 T E IR G . BSEs) 3 KRS aRRE 0 b, Niifl%2 4,
TR HA R 2 B A FE LAAE N H IR K 858 mh o (it 2454 (1) ey 2 i I 1) TR) R URE T 26
[0310] WISt 3 ik, VA AR AL, H ARG WIH AR E

S5 5 < fok e il A — R B A 1)
[0311]  H TiiHH abexinostat #h18 #h (kB o) B i ik DL 22 B8 2% < (1) B il Py Fif
FRBRERT R ) 500, B AR A AR BRI, S8 E (2) R P A R R B B IR I, RS
G B . X R I R W R

3. AR (B )

0%y Tt TR
abexinostat $hFREE  [FEMEF 20. Omg
KGR A L=l 38. 5mg
TEh TR Gl 38. g
FRIk LR VER N Ji 2. 4mg
TR T 771 0. 6ug

[0312] 18 ik o) 5R L 1) 24 ) R R0 L %00 il A T VRV 3 R e i) 2% 7 711) ] i ik
PRI&E RHLEEAT , BOE A IR G W E R AT 6l o) L R, AER 2 )G
1=2 /NI P 58 2R T P ) o

[0313] B — P B A 15 IR A AR BEAT B A, LR R R 2. A 2
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abexinostat hREhAE4A 245 5 R IAEIR 4y 3-5 /i B —WIERE A FIH 2 SR A
HEATAAS, LIRAE 7 3. 7 3 4 abexinostat #hRER IR 24 5 IR AEIR 2 4-9 /)it
i FH I AC AR g 25 — AR SR AT AR

®A4 R 20CH0AK)

45/56 1T

D% Thke HiE
AL B EIE LA “Hns” 100. Omg
Eudragit RS30D |FEIRFEELA M KL 8. Omg
WA BACE 6. Omg
FFER=CB AR 2. Omg
x5 Al 3CHEAK)
Fgy Tige B
IapiilR! A ETEHERIR “ 0 100. Omg
Eudragit RS30D |ZEIRREHCELA AL K} 12mg
mA BAHSy Tng
FFER=CB GRS 3. Omg

[0314]  JReext /B 1 1 ey 28 T ECRAT ISk (B J80E 5 abexinostat bR+ 4]
AREIBUR AR 25 )52 3-5 /M, abexinostat MR #E M — K FIRI B UK L B4 2i f5 24

o Ik e i fe S e ) R
[0315]  EEE SCHl%l 5 (IT7 1%, AN Z AL AE AT & 5 PR AR il OB Bz I8
PEME SCHER BN FURES 25T AR 2% o JURE RN F — 8 B I s M B EAT 34K,
Hog AR ML) 3-5 /NI I TE 2R TEO o 58 — A 73 BRI S A SE K IR s AR R X 3
BEHRLIEAT A2, HE LR LY T-9 /NI I TC 25 R T8 o F2 ISt 8] 5 Pradixd
AR AT LB, B8 AE SR (NI AE R L A A — R OB TR 571
SRR T o R AEORE RO
[0316]  abexinostat [{RFEIREEOA FIUI N il % - & S0 FpSOB BIRE A T8 1A Rk
A /R R AT 5 2 1 5 e I B S 255 B2 s R S A T
B 2 7Bkl R SR U 5 o AEISAT R RENL / 5 B0 RIS I N K, SR S 034 T
Gh 2 SR ERIGIERL . SRR AL IR TR S BT RR0R 2 T R (“LOD”) O 4-T%. KA
A1 20 H §if B R IX LU RIURE o PSR ORE IR e i A R 3R 6 Bons -
R 6. FFEERE ORGP
By %HE

48



CON 104244952 A OB B 46/56 T

R 10

IR AL 10

R FEA4ER (30

HIZHE 50

7K 23%

* FE N it FE A 2
(03171 452 ok, i n b Jr i i) & (%) FF 828 R 77 55 P 7% &2 1Y abex inostat 7E V A $ii
FENLF TR 10 4> Bho X T 3R S0 N & B ) A e ) Prav® BB IR B & IR
By, NB), I IR ARG 5 0 bh. BiZm&EIREMIER N AR, BAEAE 10% EEK
abexinostat. ;= ER I 500mg ( BN 3/8 Je~ sMHAE N 2. 6Kp) o F IR ELfEl an LR
K TR

x 1. RSB

D%y %HE

R 6 MFFERBIRE TR G |88.5

abexinostat 10

fif R L & 5 PR N 1.5

[0318] AR JGXT F FIBEAT A H S50 o 0 HH S IO AF F AL USP ¥ HE e 2% (1T 2R3y, pH 7.5
Lz P 50rpm, 500mL) FIEAT o PRI 2 /NI IR TEH £ 30 % 1] abexinostat, A JE FF4E
BT T2 98 % 1) abexinostat 7 12 7N 25 I 759 2R

St 8+ A [ R S B A
[0319] L1 b AT i T8 ok VR T 5 2 10 9 I e « R R 5 G AR e 6 e ) ol % R 8 R R A
o LEA BT G FEAT 2 A0 B iE R (AN IRt 4 2080 ) o H SIEEF Y 2K ik
B ER TR . FESERE OB TE I oy 1A 13K 8.

* 8. FREBE ORI

%y %HE
R 12
IR G AL 18
I W 65
LI YEZK UK 5%

* CHEELTUEZOK IR T 2 25 % R AR, RS E (B 5% ) SO A,
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[0320]  7E V AUEFENL P TR DI SRR e 10 438, NN I 2 BE, KR Gk 8LR &
580 ARJG AN LIEEFAE 2K o B, SR 5 BEAT BA0 5 BR8N E AR L = 5
FRANAE A il WV AR A5 2 RRORE e 0 B e SR 0 FH D3 AT S ET 4 22 /K 23 iU 0T )
BATAAR o Ay SEPUIX — o, B LFEATYE R (Surelease®), 400g) 5K (100g) TR A7 K&

Wo SRJG, {F Keith Machinery ®AHY ( HAE 350mm ;4m¥E# 20rpm ;WA miME 0. Smm ; F 7]
PRIE 40° —50°C Bt NEL 1kg ; 7455 —Conair Prostylel250,60° -70°C ) i ;i
ITAAC. AR EL 5% . FifNEZ 500mg. F L@ WLl R 9 B

R 9. BA IR AR 7
D%y 9%

R 8 MIFERBIRE RS |83.5

abexinostat 10
LAY 5
B RTE & SR AN 1.5

[0321]  7E A3k USP %5 e a8 b DB RLE ik 5 i i 1) 7 X3 T o HH SRS . FERT 1-2 /NS
HAEAR IR FIANEE L Z T 10% 1) abexinostat, A )5 VY LUAS & 2B i abexinostat,
{1529 90% 2| 100% ] abexinostat 7E 12 /M 513 BIRE

St 9 AR SRR TR
[0322] i HH 36 [ 25 L i 4% T £F 37°C A1 LOORPM 15 235 th il o ¥ H A BBl I [R) 224k, THER
0-2 /MRS 0. IN HCLo 7E 2-4 /NI, 47 BUA pH 6. 5 IR #h 9% 1, 71 4-24 /NI, A1 i
i pH 7.5 IR h 2% 1P
[0323] B, {8 USP 111 & (VanKel Bio-Dis I1) H&FAG% L,

SEtEf 10 ARSI / AR AR T &
[0324]  ZEZ PR H A A S XTI RFREAT VRS , LU E pH A T B FE R & I .
HSEEAE A USP 111 24 (VanKel Bio-Dis I1) W#&&HET. A T #isE X T R 55 HAE IR
BFAEEORAS Z A ] BEAE LRI 22 5, 2680 30 % 46 AL S IR VA rh kAT (R o v s iy ( 3k
7)), DU B A Rt IR 0 R 0 B i . RN E T AE AN R DA R I
HIE (“Z2507) . pH- A7 (VSRR 20 DAL AL IS 2 ) Wbl Mk 10 o, i
FE4 15cpme PR IFE S AAFA 250mL .

®10. Hfr / BEHEHTE

E &N
“HEa “Ha” B 18] pH
30%4% % Tt &k 0-1 8 | 1.5
30%7E & T 1-2 /8 | 3.5
30%7E. 4 ik Tk 2-4 B | 5.5
30%7E & ik o 4-12 1 | 7.5

[0325]  FIHI A 771 _E ) B s A BE B (1 AT AE A8 BRI £ RAS B T8 B35 AN RO H R 1Y
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ARl

SEHER] 11 -1 #ARE

9 H
[0326]  fffisE IHMEIA JE Th IR 2h &5 abexinostat R Eh A 78 i B SE AR B 3 b i 22 =k
i 52 P LA K fme K 5257 5 (MTD) o
[0327]  ZRAE abexinostat #hEREE AWML JE EhER £k DL &k —# 4 A 1N 254880 )12,
[0328]  FIFIEIKSZ25 % (Clinical Benefit Rate) = CR+PR+SD. % M ui 3 Eb A5 F1 G 10F Fg A=
123 (Progression—free survival) KyFA50]597 %%
[0329] M) Y AT A W) 5 3 P B 22 7 I8 RN S R b 1 4 8 1 S BR AL IR 3R AR 7K P AR
B a2 T AL fE VEGE | VEGFR. HIF H1 RAD5 1 1N B ARSI RIS Z AR R AR
[0330] HRERFZEFREZ SN ONP) AL 5 AE R ISR
[0331]  f§/H FLT PET (3" i —3” —18F— W IE ¥ RS Wi 233 ) PR DhRE RS, A
N 55 41 R 53 R TAU R R AR A N 5 g i . PRI AH DG

E 'f?-i/)"—‘

[0332] G FFJHPREEAERAHL ) B A J2 T WAL, LAV abexinostat Sl
SR A W22 Ak I 2 2L A M HER G 11 #AF) &
[0333] 3 1-28 K, & H—ik% Tipme iy e #hBe 3h, JF Nz 2 D 7E4 AT 1 /N8R Jia 2
NS TEABE IS LT O k. 7E58 1-5 K58 8-12 R\ E8 16-19 R HAM], & H WX O
abexinostat FhiR#h. AR RS 28 Ko — AN JEHIRR LT (0] 2 28 K. i dk T
FEN B TR
N LR
[0334]  Ta f] « B35 0200 A0 AT 20 21 23 2 B0 0 2 I B ) 6 A 1P S 98 1) SR P R
[0335]  Ib Jif] « 35 WA AT 20 20 23 A% U MO 2 3IE S 1) S IR U 1 AN ] Do ) Bl e A ik
(1) 1R) 968 B 4 i
[0336]  H4fs RECIST 1. 1 W] &I -
[0337]  RVEZR IS Z IRATHIATT , B 00T Re A B A I B0k e ) A5 i
[0338] & AR MR PELL (ECOG) KIRARZA N 0-1,
[0339] BRI AL, 4054097 SUBCT ARG R MR 22 1 e R EAR A .
[0340]  FREEWAAUEE b —IRFRUEBSEE AT (BFEHURGTT ) 20 2 85 A (L
BRFNE) .
[0341] ST CLERR 2 MAMeNA JE $R IR £5 1 B 3 HoA Wk, (L NAE oL L7 R ) R 852 .
HEBR bR
[0342] o = S04 o B A P 6 2280 1 B JBR 0, AR A LR SR VAT I A AT I JRUR
e (1) £
[0343]  BREHSCRTIAIT P R (ONS) BRI KNS, Fh kAR 248 (CNS) #
T 988 B FSe i 1 sk BN RAIESR A2 o {i, FF AN SRAE 1 I S 25wt A 4 Fa Y
R B BT I R 259 -
[0344] W EEHE 0 i o RO P i PR 25 1 1 il o
[0345]  ff ] Friedrichs 22U IERT QT [RHE (QTc) >480 ZF5,
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[0346] A H] CLAN& QT KM Z4.

[0347]  TEid 2% 6 > H W, BAAFM—ADEEA T A0 MAE RO L
a. LI B AR B AR
b. LMULEESE

c. ATERLEH

d

e

. TEARBIK S A AR
- AR A JE A

[0348]  F&HIAFER EIMLIE [ E X4 & (SBP) = 140mmHg 8(&F 7K & (DBP) = 90mmHg] .
[0349]  FEiLZ:(1) 6 N H N, HA G- M sk i & /E (TTA) 78 P I o 10 88 5 A L e 2
SR IR T RS E Ak A2 T A (DVT) 9995 52 o

a. 7F I HEDUEERIT 220 6 R AT DVT (R 2 G810 .
[0350] AP KR/ BUANERE [ TRSEAEAE R BT RS A sl LB 0L, BT R o vl 3R
AR 22 A N [R5 B A O I U 3 ST
[0351]  7E & A 5T 2590 2 A A 58 i SR 2 A 1R) N, ey A T s A A A FH T 25 1 R 1 2459
20 14 KBS AP (DK E )

A5 3 OF BRI 3] g 34 Jed |
[0352]  AAEGHR K T 1F A abexinostat #hER &b 38 iy 25 H ] GBI 4% ifn 45 A Rl 0 i 55)
(FEABFT R MM JE B IR 5L ) itk ISl i TN LS 25FF15 3] abexinostat #
TR Eh AR E K, 78 28 RATHIES 1-5 K2 8-9 KA 16-19 KB H [k abexinostat #h
IR 1E 28 RS 1-28 KAFHIRAH tamMein e . FiGar 28 RiFITESR .
[0353] B ¥GHEZ abexinostat EhERERAIMFMENT JE £ 58 5 1A e R & . AR F Rk
AT EEIG . Wt N AL, SR, A R AR AR P OS¢ 2 >2 45 DLT 1y 75 /Y — 2L
AULEERN DLT, WG R A rh (Rl 57 & A (F1an AE 45mg ISR T 2 45 DLT 1M 4E 30mg I A
L DLT, FATR IR A 35mg) .
[0354] L SRAE S —ZH B rhoML S B 1 RT BE S A M JE B R #h A OC ¥ DLT, 7 5% B AK
e ) JE R TR R ) 5R) B W A UE R 2% B B PR TT BB 1l abexinostat #h R #h T 3 WK
abexinostat #hR T2 30mg (4K -1) o
[0355]  7E Ta HHPY, AAE DLT WTVPAL, 7855 — A AR, SR8 e 04 52 20 Rl mei Jé £
fREL (= 75% ) F1 10 KR[f] abexinostat EhfREE (= 75% ). FHH TR 2N FEE—
JARA P R TT 18R D14 K, HA Mo DLT HAR A&, #3697 & THE IR M
SEIR Y, ) 28 e S
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AN | MekmEERE Abexinostat

" Z13F BRIDE -
-- e 30 mg/m’ PO BID
%1575, ER1l7. Bisio g
+
- o Ao ae 45 mg/m” PO BID

% 1-5 X, %812% % 15-19 X,

| 45 mg/m’ PO BID
g1 2800 ¢ & 614 ¢

600 mg po qd

%15 %. “81272 % 15-19 %,
-- 500 mg o
R1s5%, 28D F 1519k
0 7 3
-— SO A | 0 POBID S mwn’ PO BID
A7, RCC : —
o R15% AaD2 G 1510 &

- 7' % ’L‘ )
fo it ;,\ %20 | xxxmgpoaqd xxx mg/m’ PO BID

* LA =
[0356] M%%ﬁ?lﬁ%iﬂﬁﬁﬁ%%mﬂm%45%%%%%%@%%*?%#
JE UALHE 2 2 MO A . 5% AN R R IR DLT, MR =459 B2~ —AKCF.
ZEF DA 2 24 EF B DLT, X2 & ﬁﬁiﬂ%l,ﬁﬂim¥ﬂﬁﬁ%$“lh
TEFRAE 3+3 it I, 3 & EEHAEREAKT 3 M4 N TR &3 EET 048
42 DLT, W 3 4 B EAE N —FHI BT TR . HE3ZKEHT | LEALTI R
7S EUR DLT, W 754k 3 3 (L35 6 B EH) WA EUREAE N HATRIT . S
JEIIFEIKE T AR KIRF A8 DLT (BE 6 44 4 1 &4 HILDLT) , W B AT 30 7245
BRI T R 2 ZEE 2 4 B E 2 DR 5 259 5 12 DLT, A4 3B 354 25 1k
FISEIFEAKE 5, WP 6 4 83 —E%XTWD%Z%ﬁﬁWEWE%“H
[0357] AR A RE Y RIS G . TR S0 B AR 21 s 1 P IR EAT abexinostat #h
FRER N AESS 1 R B HFERIFAE 28 RIEIRIEE 2-5 R4k4:. NAEJAM 1 [ abexinostat
IR BRI, 7250 2 Reg v e, AR a s H 257, 38 28 K. 4 FIRIEIT # e X
A o 2 AN FE A SR X i BT VA o A5 A I JE R R T R 25 H AT VP
[0358] 4N RAEATATFIE T, MELH DLT 1 /£ 57— & AT N ARMWEL S DLT, WIFE 5 CHR.PI
R R e FRATT AT AR A A )=
[0359]  TE[Rl—JWNA AT 2 B EBHFIAITHE —RG Y, F BAEBIRAR I RG—% 8
& C5EA DLT B2 A R — 5 Ml B A N i3 .

Tt i R A%
[0360]  ANHIFST A B 10 B DA AE 46 0 90 44 2 (7],

- PR PP i e a8z i (1]
[0361]  fEUT RECIST 1. 1 Frse IR I 0k e« IR TGV 52 (08 P L i SROB HY sl d B i g
W B SROB 2 /T, B AR AR T .
[0362] AEE LT (KARE 6 A ) Wit By il R AT IBEE, JF 0 HT b 5 e TR
7 EE A A R . AT ERIET S R D4
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IE 114 ==

[0363]  IXJE—IHALAIRE, %IR58 v B A i vl 8 £hIR #h AT abexinostat #h& Eh &
I S B R BB TR A A S EUNA FEEE . R N5 18 R R B 5 R
TR 1) D B S A T VA T B 5 i 254 R ORI A T AR R R B AL RV
RERES JJUAIEIR Y252 . GEIRZG 2575 Bt Wt o & P prfhvte o 0 5tk ] LB
i — P 25 A DI, TR B A 2RI AT R A
[0364]  H3#E NCI A B ZAEH R TEARVE 4. 03 i (NCI, CTC R4ik http://ctep. info. nih.
gov) , XA B Z A L e R kAT VP
[0365] |3 PRI PR BRI (DLT) 42 A 4 SR AR BF 5L — 30 23 B R T7 ARG B O] R
FHOCHS, 258 1 AN R BRI R 41 31 A R 344 A AT — I -
[0366]  Ifil %7 & R i) Pk B P

a. RUEAAKE T CFE, 4 Hg R0 i M ERF S = 7 RIS S5 — IR 28 7
] it GCSF (AE#% =) 5 ) 53R & 4k —GCSF (B AER% 72 ) BAALFE ANC < 1000, 3f H.
TE5— G RE T 1a B R I TR P25 2 0 45 2, IXASHE i DLT

b. 4 25 Hh PR 40 Ik /DAL R > 38, 5°C AN T E AR 25 sl b L VAT

c. 4 Fuf /MR DIE (< 25.0x10°/L) .

d. BRIHA I B2 240 KR/ B8 B4 I /AR S I T 3 2% /MR i
[0367]  SE M 5] 5 R a1 B Ptk — g e o O AT = 3 IR v 2 55, e R A Ol A9
G
[0368] DL F 4 tA A4 DLT -

a. AIERK LBt 5%
- QTe R EE I O B4k 60ms F1 / B >500ms)

c. KT 14 REEITIEIR

d. T = 2 Q51097 AR IR, 7658 — R P R BEI A = 75 % BRI 52 254

e. [RIFREEPE LAAN B R R TT 2R 56 6 — J B I 52 3038 4 4 VA 28 D 33 AN mT v Ak 3 ELF
Wi #. {EDLT & LN ASReIEAT B

=) \I)A.L,IE

[0369] g K 5257 & (MTD) K i A e iR 5 & /K 1, RN &K DT 33% 1Y
B S — R4 DLT,
VAL ]2 FOPEAG

o
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CBC, £%

4
X .
o X"
AR LA

VEAE 2 IO BB AR AL, PR — RAS A AT S AR A I s B ARG A

PR FEHIRT 7 RN T HEAT 5 S R A SR R B AR AR S

S G RKY B LR BCOG R A AN A (A1

PERYER RIS CTCAE v4. 03 BEATVFAL

? I LT ER A A0 B 2 00/ S 3 Al T (WBC) A4y

°BUN. LERET 4 B . &4k 4« CO, (HCO,) - i 287 4 L 5« (1 2R Ew ENSYiIERAN N R
PR LDH (N BB, 2298 ) JAST/SGOTALT/SGPT B\ 5. R ML 2 K T B E ERE,
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ZIAT BRI R R . IR Re, NAE B8 D 5 AT A R 8 . 7258 —
BAREE 2 FIPIE N 3R LET, LA HE S IR 25 LB Itk BRI . LDH (B (22298 ) « AST/SGOT,
ALT/SGPT

THRIR R IRLS AF 8 JERLIN TSHLFT4

® T IR FH AR AR IR BB 3 L6 6 55 vt i e 1) [ B b AL LA (TNR)

? PR I NI R 2 B P R A T R e

MUGA iR AR A (ECHO) B AEFE Sk AN S — I E o) (1 &) 8847, JF HANAE BF
Al H10% I, 78 J s A E R

LRSS — R, B RAE LU PN I TR] R R BT = IR BKG :abexinostat #hIRERZA 252
Bl abexinostat hREh 45252 5 3 /iy (4 15min. )

P REEAZ= 2 AN RA PRI K BKG K O i), ) LR T — IR BKG

P RAAETFRIN L mRIER R, WEE 2 A S R RS A

ARG IT IR AT AN 30 KRB TR VPG

MY JE PK S £ [R] R TBD, Y Ta

53R EERT L 2R 230 ZpERL 2 /N4 /I8 /NI 24 I

%8 K A ZyHT (Fl abexinostat FhEREE—HL ), 4524 )5 :30 73 8F. 1 /NEFL 2 /MBS L4 /)
I8 /NS

922 R ERATE 2505 230 2P 2 /NI 4 /IR 8 /N INE L 24 /N

Yabexinostat thigth PK : 2t a)38 TBD, /Y Ta H#j

WL R AT LT 30 73 Bh L /N2 /NI 4 NI L6 AN IRE L8 /N 24 /N

8K I #15

PD R S PIIG A FE 4R 1 SERAK, VEGF. VEGFR. HIF 1 RAD51 [R1363%, 25455 40 2%

Pabexinostat TR R PD ALMkrEY

HITHT 2% 10 KAT

H 1K :abexinostat $hERENZE 24 )5 2 /M (+15min)

% 8 K :abexinostat thR LA AT 2 )5 2 /DB (+15min)

M JE SRR ER 1K) PD BRI HR S 5

X 2B R 2 R I — RR A

' IR FNA

1R (EL 10 KAT) FI% 5 KAE abexinostat iR 424 5 120 23%8h (430 23+%8h) o

* Jes FNA B3R VAT 7 2 0 R AT e 19, X SRI T F  nm il 1

PFLT PET (3’ B4, —3” ~18F- UM IF FL T RS Wi E 404 ) ] IR Z iR kAT, ARG 4
o9 R ATUEAT R S .

F—RI(E 1-28 K)

PK B iE &

RS P

(po)
PCI-24781

(po)
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M ) JE B TR) 3% 25 2905 30 7380 2 /NI (4 /N8 /NI L 24 /it

Abexinostat ERFR LT IRIZE (25 2501, 30 23802 /NEF 4 ZDEF L8 /NIFL 24 /NI

Wi 187 0 RN R R [ b
[0370]  TEAHFST P48 A ER S A4 e BV DPAN ARt (RECIST) 22 524 33 412 HH (10587 16l foom b 4
Wi Jo 3R FE HEAT VA o DUMRI A i i K EAR (— 4D ) OAR4LAE RECIST 1. 1 "PfE .
T AT DL B ARYEE , 998 22 2 T ) BN AT I B 1) o 0 R T PR AR T RT PRA ()
PRI G AN e A LA BRI 0 2 SORHMERf 2 14 AN A
[0371] X FABFFR H 8, 65— A G 03 BUR SRR 4G 2 07, &5 8 JEI RV AT A8 2 1y o
ATV o PRIELRFIHEAN, N AE 1 URAE B 2 MR N 5 = 4 ] 3REIEF 3 .

H i 22 B AG
[0372]  SEAMN (CR) T H AR AR K.
[0373]  #BArua . (PR) : PAIEZe S LD AR 0 275, B L MK BA4e (LD) KIS AE /by,
> 30% .,
[0374]  JitEEfE (PD) DL AT A 10 R SRS LD E A S 2%, B AR AR 1 LD S0
2 /bYEIN 20%, BUH I — A ERZ DAL .
[0375]  JitEdaE (SD) L BRI AR R SBARS LD 1B 2575, BEAR 7870 4 LLIA B PR,
AR 75 B LA 2] PD,

I8 A o R PBMC
[0376] @I 4HEFFhI (FNA) EUTS I ORI S B A S0 40 B BE 2% SR abexinostat #hR
L R VRN I TR R ARAT o A0 I AF 9 40 I 2 2 SR A Diff-Quick 3% (FNA)
DI CRAERR AR P AEAE IR Al i o P T A5 B BT S (R 28 4 e SO FAEX i B
I RS IR CT 85 R 1 FNA CALRESS 30030 IR RS v w F b £ &85 0 s PP b it
(R By CT/ 875 51 S 18 FNA) 17 5 7] S BB R /NG Btk L4 B A2 . MR iR B 2B
FIWT 5 A E e AR AR POE o WA IR /N 252 mT WA/ B0 fi A ) Bl B
5 SCIHTRT BB AN AT 5 A o
[0377] ¥4t X PCI24781 X ieg A PBMC 20 £ [ L BEAL 1 5% i X A 2R34T VP A« 7E UCSF
[¥] Pamela Munster 236 % A, 48 H fe 8 26 Y6V Western B4 #T (IF) 2 4LEE PBMC Fij
JA YD Al AR £ HDAC B R IE AT Yt
[0378]  H'EAHICHIFST 7 VA AERE S5 AN I o
[0379] 2z APV KE H LR 4L « SRR IE S A3 AS B 3R AN 1) 354, o S0 1
I 27 IR AR 27 R0 R VA, A2 d PR TIE, BCOG R IR, UL & I 1) B 7RG 25 R ECG PP o
[0380]  ARHEAS K FAFH FHEEHEARYE (CTCAE) 4. 03 R AS R FAFUET VAL
[0381]  FEEIA R AT E T K AERAEATA R 5P K5, -

a. %‘ﬁi%t,

b. Rfa MR

c. SEUEHEBBURA MAERIRT EK YT RSN AREBERAE A BEAFRT
HinEM)
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d. FEUKAMSEZ W% / REE ;5L

e. FEERMERE / HAEGRME.
[0382] AR AR AETF U 5L 259 ) A AR AT AT AN B 28 () PR AiE e PR s s 2% PR 20 1 HE IR
SUEAL, B AN N Z A SR ARG . A8 TT AR HIF I 25 M0 R AZAE I = 27 R / 95 A
AEANTEFFIEI T JG BAL I AN R A R FF o 5 1 S50 25 Bk 30 45 R A Y
EATS R IR RFRAEBCRER B U TR IR A B SRR ER T A 1 A R F
[0383] N /EA 5 I 1) FR A % U AR N 208 sk o A8 2 A A e 1] el o R IRAS R R R 2B Y
SR AE VT LA IR B0 TR) 2 B 4 HH ) Bl 2 ek B AR 2 L S 0 B A L VP A St e )
AN RFF RATEERIAT S R FA ATV UL e S EESSR (BE P& EE) 8-
(1-4 ) sE SR AMIRER (SR / AEBERL) I Rpalmt ) ( FFasFngs o 5 49, 8 an
FWFFORGE RMITE N S Ja B A iy ) S REUKE i (R RECE 7 7T / B h R 5 25977
A B MK A TR R AR FH 25 45 TaE iR T ERLIR T / 4
KAEBLIRTT ) LA IR B O™ EA R 24 (SAE) .
[0384] TG AS R SHOF N AZIE LI TIRTT « IXFERVA T W B RTSR 25 a T Atk (g
FEATREM P R 2Rl ) PR s 1 R BE VA T P AT B 3R A B AR A B VA T BT
ALY BB — BATI RIS B, sz TR B E R IR, JE N
RUTALI (B AT S L ) g™ B A PR SIS Y SRR VR TT i
T T TR &5 AT V-l
[0385] ST PTA T EA R FAHE BRI i T K.

9
[0386] i ik WS I AS K A« 22 HE I 5256 =5 PPAS A2 A AR AE I & . BCG R B A4S 22 %F DLT
AT VP . BRI B ERR RO AR 2010 4 6 H 14 H/AAGH NCI CTCAE v4. 03 #4773 4o
FAEIT A B KR FE RS BS99 B 0% B R S A5 AN R R B A I PR P S 58 S i
(HR4E CTCAE i /2 3 2 4 ik 5 Jbritk ) o BT 4 FIRE R T 2 VP, AR5 B 4 I T
] B IR PE G v T R R i e JE 3R R b A abexinostat #hER LA A BTG B
B .
[0387]  Abexinostat ERFEREE M JE £h IR bR H A & 1 HE By &= 25 AR 3) ) 2f d ok i 2
FHE AR (Vd) EVRIAEE (B) JEBRZ (CL) R (t1/2) FfhZe T Al (AUC) =k
ATV
[0388]  Ifi/R32 %% = CR+PR+SD, W id efgbrifk RECIST 1. 1 AT IFAh .
[0389]  Z WML (Objective response rate) o Wil i tEmN £ ( AAIRK R
AL R ) BB I LU ) s Bl LAl
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Abstract

Dosing regimens. methods of treatment. confrolled release formulations. and
combination therapies that include an HDAC inhibitor, or a pharmaceutically
acceptable salt thereof, and pazopanib (or a salt thereof; e.g., pazopanib HCI) are

described.
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