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PHARMACEUTICAL COMPOSITIONS AND METHODS FOR COUNTERING
CHEMOTHERAPY INDUCED CARDIOTOXICITY

CROSS-REFERENCE TO RELATED APPLICATIONS

This application claims the priority of U.S. provisional application Serial Number
62/291,480, filed February 4, 2016, and U.S. provisional application Serial Number
62/348,102, filed June 9, 2016, each of which is hereby incorporated by reference herein in

its entirety for all purposes.

BACKGROUND

Cardiotoxicity and congestive heart failure are serious side-effects of oncological
therapies, most prominently those comprising anthracyclines, which are administered to
greater than one million cancer patients per year and half of all childhood cancer patients.
Adverse cardiac side effects are also observed in patients treated with protein kinase
inhibitors and antibody-based biologics that target protein kinase. Certain reductions in heart
failure rates have been achieved by capping the maximal doses of anthracyclines and by
changing their administration schedules, all of which severely limits the therapeutic
potentials of these anticancer agents. The cardiotoxicity of cancer drugs can also preclude
those patients with pre-existing cardiac conditions from receiving treatment.

Anthracyclines are generally a class of compounds that have the structural core of
anthracene. They often are highly effective chemotherapeutics and therefore are used for the
treatment of many cancers, including leukemias, lymphomas, breast, uterine, ovarian, bladder
cancer, and lung cancers and are often used in childhood cancer treatment regimens. Some
anthracycline drugs include doxorubicin, daunorubicin, idarubicin, and epirubicin. Although
the exact mechanisms may yet to be validated, anthracyclines have been reported to work by
inhibiting DNA and RNA synthesis; promoting free radical formation through redox cycling,
with iron promoting the conversion of superoxide into hydroxyl radicals; inhibiting
topoisomerases (e.g., topoisomerases Ila and/or 113); and evicting histones from open
chromosomal areas.

A common side effect of anthracycline use is associated with cardiotoxicity, which is

dose dependent and may also result from cumulative exposures. Cardiotoxicity, in some
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instances, may result from the formation of toxic reactive oxygen species through redox
cycling during the metabolism of anthracyclines and from the formation of double-stranded
DNA breaks caused by inhibition of topoisomerase II. The reactive oxygen species (ROS)
may activate apoptotic pathways, leading to cell death in both cancer and normal cells.
Cardiomyocytes may be sensitive to the oxidative stress. Cardiac mitochondria can be
easily injured by anthracycline and anthracycline-iron complexes, which have a high
affinity for dianionic phospholipid cardiolipin that is present at a high concentration in the
inner mitochondrial membrane.

Some protein kinase inhibitors-including small molecule and biologic inhibitors may
also cause cardiotoxicity. Protein kinase inhibitors are a wide class of compounds that
inhibits the activity of protein kinases and can be used in cancer treatments. Tyrosine
kinases regulate a variety of cellular functions including cell growth (e.g., epidermal growth
factor (“EGFR”) and dysregulation may lead to certain forms of cancer. Inhibition of such
tyrosine protein kinases may be accomplished by using small molecules that bind to the ATP
pocket of a given protein kinase, blocking it from catalyzing the phosphorylation of target
proteins. Small molecules may cause cardiotoxicity by: (1) selectively inhibiting kinases that
also play a role in heart cells (e.g., on-target side effects); (2) targeting multiple kinases in
the same pathway (e.g., impacting off-target kinases); and (3) inhibiting non-kinase targets
that play a role in heart function; small molecules may also cause cardiotoxicity through a
different mechanism. Cardiotoxicity of TKI inhibitors such as imatinib mesylate
(Gleevec®), Nilotinib (Tasigna®), sorafenib (Nexavar®), sunitinib (Sutent®) and dasatinib
(Sprycel®) has been reported previously (Chu et al., Lancet (2007) 370:2011-2019; Xu et
al., Hematol Rev. (2009) Marl; 1(1): e4; Kerketla ef al., Nature Medicine (2006) 12:908-
916).

Protein kinase activity may also be inhibited by biologic drugs such as monoclonal
antibodies against receptor protein kinases. These therapeutics may exert efficacy by
preventing receptor protein kinases from activating and are generally able to bind cell
surface antigens with high specificity. Several monoclonal antibodies target receptor protein
kinases that play an important role in heart function and thus may cause cardiotoxicity as a
result. Trastuzumab and bevacizumab are examples of monoclonal antibodies that can cause
cardiotoxicity (e.g., heart failure resulting from cardiac tissue damage, electrophysiological

dysfunction, mitochondrial toxicity, apoptosis, or oxidative stress). Proteasome inhibitor
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chemotherapy compounds (e.g., bortezomib) are also known to be associated with
cardiotoxicity and heart failure.

Currently, the bisdioxopiperazine dexrazoxane (DEX) is the only drug approved for
reducing the incidence of cardiotoxicity and heart failure in cancer patients receiving
anticancer agents. Despite its clinical effect, DEX is only approved for the treatment of
patients with metastatic breast cancer who have already received accumulated dose of 300-
500 mg/m” anthracyclines like doxorubicin or epirubicin. DEX is not approved for use in
children and adolescents, it is particularly disheartening to find reports of high incidences of
heart failure in anthracycline-treated young children in their later life of post-cancer. Further,
the limited indication approval and use are also testament of DEX’s shortcomings, which
include interfering with antitumor efficacy of anthracyclines, inducing secondary
malignancies, and causing blood and bone marrow disorders.

Given the serious impact that many cancer therapies exert on heart function, there
exists a clear clinical need for developing an effective drug that prevents, alleviates, or
eliminates cardiotoxicity caused by anthracyclines, protein kinase inhibitors (e.g., tyrosine
kinase inhibitor), proteasome inhibitors and other cancer treatments. Of particular
importance is the development of drugs that can prevent or reduce cancer drug-induced
cardiotoxicity without significantly interfering with the anticancer action of the cancer drug.
Also important is the development of cardioprotective drugs that do not cause serious side
effects such as neutropenia, worsening of heart problems, or increased risk of secondary
malignancies. These potential drugs will significantly improve existing cancer therapy, not
only by protecting from potential heart injuries in cancer patients, but also by enabling

chemotherapy doses optimized to achieve maximum-anti-cancer effects.

BRIEF DESCRIPTION OF THE DRAWINGS

Fig. 1 generally depicts a method of reducing cancer treatment-induced cardiotoxicity
in a patient by co-administering a cancer treatment and protective agent to the patient.

Fig. 2 generally depicts co-administration of a cancer treatment, dexrazoxane
(DEX), and a protective agent.

Fig. 3 depicts the effects of mock treatment, doxorubicin (DOX), myricetin, or a co-
administration of doxorubicin and myricetin on cell survival in human induced pluripotent

stem cell-derived cardiomyocytes (iPSC-CM) 3 days following treatment.
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Fig. 4A-B depicts the effects of doxorubicin (DOX) (4A), or a co-administration of
doxorubicin and myricetin (4B) on mitochondrial health in human induced pluripotent stem
cell-derived cardiomyocytes (iPSC-CM) 2 days following treatment.

Fig. S depicts the effects of mock treatment, doxorubicin, or a co-administration of
doxorubicin and myricetin on contractility in human induced pluripotent stem cell-derived
cardiomyocytes (iPSC-CM) 3 days following treatment.

Fig. 6A-C depict a chart providing the raw data (6A) or normalized data (6B) for the
experiments depicted in Fig. 3, or the raw data for the experiments depicted in Fig. 5 (6C).

Fig. 7A-C depict the effects of myricetin (7A), myricitrin/myricetrin (7B), or
dihydromyricetin (7C) on doxorubicin-induced apoptosis at increasing concentrations in
human induced pluripotent stem cell-derived cardiomyocytes (iPSC-CM) at 3 days following
treatment.

Fig. 8 is a graph illustrating the protective effect of myricetin (MYR; 100uM) on
doxorubicin (DOX)-induced cardiotoxicity at increasing concentrations of doxorubicin for 72
hours. Y-axis, percentage of cell survival; and X-axis, increasing concentrations of DOX.

Fig. 9 is a graph illustrating percentage rescue by increasing concentrations (X-axis)
of myricetin (MYR; circle) and dexrazoxane (DEX; square) of human induced pluripotent
stem cell-derived cardiomyocytes treated with 0.5uM of doxorubicin (DOX).

Fig. 10 depicts the protective effects of myricetin against doxorubicin (DOX)-induced
contractility dysfunction in cardiomyocytes, represented in a scale of beat rates (per minute;
left panel), duration (in second; center panel) and peak height (in arbituary unit; right panel)
for mock treated, DOX (0.5uM), DOX plus DEX (100uM), or DOX plus MYR (100uM)
after 48 hours of treatment.

Fig. 11 depicts the effect of myricetin (MYR) on DOX-induced DNA double strand
break in human iPSC-derived cardiomyocytes treated with DMSO, DOX alone (0.5uM),
DOX plus DEX (100uM), or DOX plus MYR (100uM), measured after 48 hours of the
treatment, presented in percentage of YH2A X-positive cells quantified for each condition
(right) and representative images of the cells (left).

Fig. 12 depicts the effect of myricetin (MYR) on doxorubicin (DOX)-induced
sarcomere disruption shown in representative images for mock treated (DMSQO; left), DOX
alone (0.5uM; center), or DOX plus MYR (100uM; right).

Fig. 13 depicts the effect of myricetin (MYR) on inhibition of topoisomerases Ilo and
B (TOPOIIa and TOPOIIP) compared with that of dexrazoxane (DEX).
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Fig. 14 depicts the effects of myricetin (MYR) and dexrazoxane (DEX) on TOPOIIf
protein degradation illustrated in a graph (top) and representative images (bottom).

Fig. 15 depicts the effect of myricetin (MYR) and dihydromyricetin (DHM) on
topoisomerases 11§ (TOPOIIB) enzymatic inhibition and relative potency thereof as
illustrated in a decatenation gel (top) and a graph (bottom).

Fig. 16 is a graph illustrating relative potency of MYR and DHM in rescuing
cardiomyocytes from DOX-induced cell death.

Fig. 17 is a graph illustrating relative potency of MYR and DHM in rescuing
cardiomyocytes from DOX-induced double strand break.

Fig. 18 is a graph illustrating the effect of MYR on RNA expression levels of
TOPOIla (right) and TOPOIIP (left) as demonstrated in cardiomyocytes treated with DOX
alone or DOX plus MYR.

Fig. 19 depicts two graphs illustrating potency of myricetin (MYR) in protecting
cardiomyocytes from epirubicin (EPIL; left) and idarubicin (IDA; right)-induced cytotoxicity.

Fig. 20 is a graph illustrating the effect of myricetin (MYR) on sunitinib (SUN)-
induced cell death.

Fig. 21 is a graph illustrating the effect of myricetin (MYR) on sorafenib (SOR)-
induced contractile dysfunction.

Fig. 22 is a graph illustrating the effect of myricetin (MYR) on bortezomib (BOR)-
induced cell death.

Fig. 23 is a graph illustrating the lack of effect of myricetin (MYR) on DOX’s
anticancer activity.

Fig. 24 depicts the effect of MYR on DOX-induced contractile dysfunction in mice
measured in percentage of fractional shortening (left) and ejection fraction (right).

Fig. 25 depicts the effects of DOX, DEX, and various protective agents on
mitochondrial toxicity in cardiomyocytes derived from human induced pluripotent stem cells.

Fig. 26 depicts the effects of DOX, DEX, and various protective agents on apoptosis
in cardiomyocytes derived from human induced pluripotent stem cells.

Fig. 27A-D depict the effects of mock treatment (27A), DEX (27B), a co-
administration of doxorubicin and dexrazoxan (27C), or a co-administration of doxorubicin
and vitexin (27D), on mitochondrial health in human induced pluripotent stem cell-derived

cardiomyocytes.
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Fig. 28A-B depict the effects of DOX, or co-administration of DOX with various
concentrations of vitexin (VIT) on the electrophysiological activity in human induced
pluripotent stem cell-derived cardiomyocytes over a three-day time period (left), or at a 30-
hour time point (right)

5 Fig. 29A-B depict the effects of co-administration of doxorubicin with kaempferol
(KAE; left) and vitexin (VIT; right) on viability in MDA-MB-231 metastatic breast cancer

cells.

BRIEF SUMMARY

10

This disclosure provides composition, kits, and methods for protecting the heart and
for preventing heart failure in patients treated with anthracyclines, protein kinase inhibitors
and/or biologic agents. By minimizing the risk of potentially devastating heart failure in
cancer patient under chemotherapy, conventional cancer treatment can achieve improved

15  efficacy and safety with the invention described herein.

The compositions include one or more protective agents with or without an anticancer
agent. The kits often include one or more protective agents, and sometimes anticancer agents
as well. The methods include methods of reducing, preventing, or eliminating cardiotoxicity
induced by a drug or other therapy including cancer treatments.

20 In some aspects, this disclosure provides a pharmaceutical composition comprising a

protective agent of according to Formula 1,

25

Formula 1

wherein:
X'is CR’R’, NR’, O, S, C=0, or C=S;
each of R', RZ R’, R>, R® R’ and R is independently alkyl, alkenyl, alkynyl,

30 alkoxy, acyl, acyloxy, carboxylic acid, ester, amine, amide, carbonate, carbamate, nitro,
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thioether, thioester, cycloalkyl, heteroalkyl, heterocyclyl, monosaccharide, aryl, or heteroaryl,
any of which is substituted or unsubstituted, halogen, hydroxyl, sulthydryl, nitro, nitroso,
cyano, azido, or H;

R* R’ and R® are alkoxy, hydroxyl or H;

W'isOorS; or

a salt thereof.

In some aspects, X! can be O or S; each of R', R?, R, R’, and R" can be
independently alkoxy, cycloalkyl, halogen, hydroxyl, sulthydryl, nitro, nitroso, cyano, azido,
or H; and each of R*, R” and R® can be independently alkoxy, hydroxyl or H.

In some aspects, X'is O; each of R', R*, R*, R’, and R'® can be independently alkoxy,
cycloalkyl, halogen, hydroxyl, sulthydryl, nitro, nitroso, cyano, azido, or H; and each of R*,
R’ and R® can be independently alkoxy, hydroxyl or H.

In yet other aspects, X' is O; each of R' and R* can be independently hydroxyl or H;
each of R’, R” and R" can be independently cycloalkyl, heterocyclyl, hydroxyl, or H; R* is
hydroxyl; and each of R” and R® can be independently hydroxyl or H.

In yet other aspects, X' is O; R' is hydroxyl; each of R? and R’ can be independently
hydroxyl or H; R” and R" are H; R is hydroxyl; and each of R” and R® can be independently
hydroxyl or H.

In yet other aspects, X' is O; R' is hydroxyl; each of R? and R’ can be independently
hydroxyl or H; R’ can be heterocyclyl or H; of R' is H; R can be independently hydroxyl or
H; and each of R” and R® can be independently hydroxyl or H.

In yet other aspects, X' is O; R' is hydroxyl; each of R? and R’ can be independently
hydroxyl or H; R’ can be cycloalkyl, hydroxyl or H; R'” is H; R4 is hydroxyl; and each of R’
and R® can be independently hydroxyl or H. In one embodiment, cycloalkyl of R’ can be a
monosaccharide.

In some embodiments, the pharmaceutical composition may comprise myricetin and

is a compound according to the following formula.
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In some embodiments, the pharmaceutical composition may comprise myricetrin/myricitrin

and is a compound according to the following formula.

5

10
In some embodiments, the pharmaceutical composition may comprise robinetin and is a
compound according to the following formula.

15
In some embodiments, the pharmaceutical composition may comprise tricetin and is a
compound according to the following formula.

20

In some embodiments, the pharmaceutical composition may comprise 7,3',4',5'-

tetrahydroxyflavone and is a compound according to the following formula.
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In some embodiments, the pharmaceutical composition comprises ficetin. In some
embodiments, the pharmaceutical composition comprises quercetin. In some embodiments,
the pharmaceutical composition comprises kaempferol. In some embodiments, the protective
agent within the pharmaceutical composition can be a compound with the following

structure:

In a particular example, the protective agent within the pharmaceutical composition can be
vitexin.

In some embodiments, the pharmaceutical composition may include one or more
chemotherapy drug(s) (anticancer agent) or biologic agent(s). In some embodiments, the
pharmaceutical composition can include a chemotherapy drug. In some embodiments, the
pharmaceutical composition may include one or more chemotherapy drug(s) (anticancer
agent) and one or more of the protective agent(s) selected from the group consisting of
myricetin, tricetin (5,7,3°,4’,5 -pentahydroxyflavone), robinetin, ficetin, vitexin, 7,3°,4’,5’-

tetrahydroxyflavone, and myricetrin.
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In some embodiments, the pharmaceutical composition may comprise an
anthracycline or salt thereof. In some embodiments, the anthracycline can be daunorubicin,
doxorubicin, epirubicin, idarubicin, mitoxantrone, or valrubicin. In some embodiments, the
anthracycline is doxorubicin. In some embodiments, the anthracycline is epirubicin. In some
embodiments, the anthracycline is idarubicin.

In some embodiments, the chemotherapy drug can be a protein kinase inhibitor. In
some embodiments, the protein kinase inhibitor is afatinib, axitinib, bosutinib, cabozantinib,
carfilzomib, ceritinib, cobimetanib, crizotinib, dabrafenib, dasatinib, erlotinib, everolimus,
gefitinib, ibrutinib, imatinib, lapatinib, lenvatinib, nilotinib, nintedanib, osimertinib,
palbociclib, pazopanib, pegaptanib, ponatinib, regorafenib, ruxolitinib, sirolimus, sorafenib,
sunitinib, tofacitinib, tofacitinib, temsirolimus, trametinib, vandetanib, vemurafenib, or
vismodegib.

In some embodiments, the chemotherapy drug can be a proteasome inhibitor. In a
particularly example, the proteasome inhibitor can be bortezomib.

In some embodiments, the protein kinase inhibitor can be a tyrosine kinase inhibitor.
In some embodiments, for example, the tyrosine kinase inhibitor is selected from the group
consisting of sorafenib, sunitinib, bosutinib, gefitinib, dasatinib, dabrafenib, vemurafenib,
imatinib, lapatinib, mesylate, and nilotinib. In a particular example, the tyrosine kinase
inhibitor is sorafenib. In another particular example, the tyrosine kinase inhibitor is sunitinib.

In some embodiments, the chemotherapy drug can be a biologic agent. In some
embodiments, the biologic agent is an antibody. In some embodiments, the antibody can be
adotrastuzumabemtansine, alemtuzumab, bevacizumab, blinatumomab, brentuximab vedotin,
catumaxomab, cetuximab, gemtuzumab ozogamicin, ibritumomab tiuxetan, ipilimumab,
necitumumab, nivolumab, obinutuzumab, ofatumumab, panitumumab, pembrolizumab,
pertuzumab, ramucirumab, rituximab, tositumomab-1131, or trastuzumab. In one particular
example, the antibody is trastuzumab.

In some embodiments, the pharmaceutical composition can be a liquid composition.
In some embodiments, the pharmaceutical composition can be a capsule, a gel capsule, or a
liposome. In some embodiments, the pharmaceutical composition can be a tablet.

In some embodiments, the pharmaceutical composition may also include dexrazoxane
as an additional protective agent.

In some embodiments, the pharmaceutical composition can comprise at least 1 mg of

one or more protective agents. In some embodiments, the pharmaceutical composition can

10
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comprise between 0.1 mg and 200 mg of one or more protective agents. In some
embodiments, the pharmaceutical composition can comprise between 0.1 mg and 300 mg of
one or more protective agents.

In some embodiments, two protective agents are present and co-formulated together.
In some embodiments, the two protective agents can be present as distinct entities within the
pharmaceutical composition. In some embodiments, the pharmaceutical composition can
comprise the chemotherapy drug and the chemotherapy drug is co-formulated with one of the
two protective agents.

In some aspects, this disclosure provides a pharmaceutical composition comprising
(a) a protective agent selected from the group consisting of’

a compound according to Formula 2,

RZ w'

Formula 2

wherein:
""" represents a single or double bond,;
X'is CRR®, NR’, O, S, C=0, or C=S,;

each of R', RZ R’, R>, R® R’ and R is independently alkyl, alkenyl, alkynyl, alkoxy, acyl,

acyloxy, carboxylic acid, ester, amine, amide, carbonate, carbamate, nitro, thioether,
thioester, cycloalkyl, heteroalkyl, heterocyclyl, aryl, or heteroaryl, any of which is substituted
or unsubstituted, halogen, hydroxyl, sulthydryl, nitro, nitroso, cyano, azido, or H;
R*, R” and R® are hydroxyl;
wW'isOorS;
or a salt thereof, and
(b) a chemotherapy drug or a biologic agent.
In some embodiments, the pharmaceutical composition may comprise an anticancer

agent or a chemotherapy drug. In some embodiments, the protective agent is selected from

11
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the group consisting of myricetin, tricetin, robinetin, ficetin, vitexin, dihydrorobinetin,
7,3’,4’,5 -tetrahydroxyflavone, and myricetrin.

In some embodiments, the pharmaceutical composition may comprise one or more
protective agents. In some embodiments, the pharmaceutical composition may comprise
myricetin. In some embodiments, the pharmaceutical composition may comprise myricetrin.
In some embodiments, the pharmaceutical composition may comprise robinetin. In some
embodiments, the pharmaceutical composition may comprise dihydrorobinetin. In some
embodiments, the pharmaceutical composition may comprise vitexin. In some embodiments,
the pharmaceutical composition may comprise tricetin. In some embodiments, the
pharmaceutical composition comprises quercetin. In some embodiments, the pharmaceutical
composition comprises kaempferol.

In some embodiments, the pharmaceutical composition comprises an anthracycline or
salt thereof. In some embodiments, the anthracycline is daunorubicin, doxorubicin,
epirubicin, idarubicin, mitoxantrone, or valrubicin. In some embodiments, the anthracycline
is doxorubicin. In some embodiments, the anthracycline is epirubicin. In some embodiments,
the anthracycline is idarubicin.

In some embodiments, the chemotherapy drug can be a protein kinase inhibitor. In
some embodiments, the protein kinase inhibitor is afatinib, axitinib, bosutinib, cabozantinib,
carfilzomib, ceritinib, cobimetanib, crizotinib, dabrafenib, dasatinib, erlotinib, everolimus,
gefitinib, ibrutinib, imatinib, lapatinib, lenvatinib, nilotinib, nintedanib, osimertinib,
palbociclib, pazopanib, pegaptanib, ponatinib, regorafenib, ruxolitinib, sirolimus, sorafenib,
sunitinib, tofacitinib, tofacitinib, temsirolimus, trametinib, vandetanib, vemurafenib, or
vismodegib.

In some embodiments, the chemotherapy drug is a proteasome inhibitor. In a
particular example, the proteasome inhibitor is bortezomib.

In some embodiments, the protein kinase inhibitor is a tyrosine kinase inhibitor. In
some embodiments, the tyrosine kinase inhibitor is selected from the group consisting of
sorafenib, sunitinib, bosutinib, gefitinib, dasatinib, dabrafenib, vemurafenib, imatinib,
lapatinib, mesylate, and nilotinib. In a particular example, the tyrosine kinase inhibitor is
sorafenib. In another particular example, the tyrosine kinase inhibitor is sunitinib.

In some embodiments, the chemotherapy drug is a biologic agent. In some
embodiments, the biologic agent is an antibody. In some embodiments, the antibody is

adotrastuzumabemtansine, alemtuzumab, bevacizumab, blinatumomab, brentuximab vedotin,
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catumaxomab, cetuximab, gemtuzumab ozogamicin, ibritumomab tiuxetan, ipilimumab,
necitumumab, nivolumab, obinutuzumab, ofatumumab, panitumumab, pembrolizumab,
pertuzumab, ramucirumab, rituximab, tositumomab-I131, or trastuzumab. In a particular
example, the antibody is trastuzumab. In a particular example, the antibody is bevacizumab.

In some embodiments, the pharmaceutical composition may comprise at least 1, 2, 3,
4,5.6,7,8,9, 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 110, 120, 130, 140, 150, 160, 170, 180,
190, 200, 210, 220, 230, 240, 250, 260, 270, 280, 290, or 300 mg of one or more protective
agents.

In some embodiments, the pharmaceutical composition may comprise between 0.1
mg and 50 mg of the protective agent. In some embodiments, the pharmaceutical
composition may comprise between 1 mg and 10 mg of the protective agent. In some
embodiments, the pharmaceutical composition may comprise between 1 mg and 20 mg of the
protective agent. In some embodiments, the pharmaceutical composition may comprise
between 1 mg and 30 mg of the protective agent. In some embodiments, the pharmaceutical
composition may comprise between 1 mg and 40 mg of the protective agent. In some
embodiments, the pharmaceutical composition may comprise between 1 mg and 50 mg of the
protective agent. In some embodiments, the pharmaceutical composition may comprise
between 1 mg and 100 mg of the protective agent. In some embodiments, the pharmaceutical
composition may comprise between 1 mg and 200 mg of the protective agent. In some
embodiments, the pharmaceutical composition may comprise between 40 mg and 300 mg of
the protective agent. In some embodiments, the pharmaceutical composition may comprise
between 50 mg and 400 mg of the protective agent.

In some embodiments, the pharmaceutical composition may comprise the
chemotherapy drug; and the chemotherapy drug and the protective agent are mixed within the
pharmaceutical composition.

In some embodiments, the pharmaceutical composition comprises the chemotherapy
drug wherein the dose of the chemotherapy drug is at least 0.1 mg. In some embodiments, the
pharmaceutical composition comprises the chemotherapy drug wherein the dose of the
chemotherapy drug is between 0.01 mg and 50 mg. In some embodiments, the
pharmaceutical composition comprises the chemotherapy drug wherein the dose of the

chemotherapy drug is between 0.01 mg and 100 mg. In some embodiments, the
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pharmaceutical composition comprises the chemotherapy drug wherein the dose of the
chemotherapy drug is between 0.01 mg and 200 mg.

In some embodiments, the pharmaceutical composition comprises the biologic agent
at a dose of at least 50 mg. In some embodiments, the pharmaceutical composition comprises
a biologic agent at a dose of between 0.1 mg and 100 mg. In some embodiments, the
pharmaceutical composition comprises a biologic agent at a dose of between 0.1 mg and 200
mg.

In some embodiments, the pharmaceutical composition comprises the chemotherapy
drug and a molar ratio of the protective agent to the chemotherapy drug is at least 1:1. In
some embodiments, the pharmaceutical composition comprises the chemotherapy drug and a
molar ratio of the protective agent to the chemotherapy drug is at least 2:1. In some
embodiments, the pharmaceutical composition comprises the chemotherapy drug and a molar
ratio of the protective agent to the chemotherapy drug is at least 3:1. In some embodiments,
the pharmaceutical composition comprises the chemotherapy drug and a molar ratio of the
protective agent to the chemotherapy drug is at least 4:1. In some embodiments, the
pharmaceutical composition comprises the chemotherapy drug and a molar ratio of the
protective agent to the chemotherapy drug is at least 5:1. In some embodiments, the
pharmaceutical composition comprises the chemotherapy drug and a molar ratio of the
protective agent to the chemotherapy drug is at least 6:1. In some embodiments, the
pharmaceutical composition comprises the chemotherapy drug and a molar ratio of the
protective agent to the chemotherapy drug is at least 7:1. In some embodiments, the
pharmaceutical composition comprises the chemotherapy drug and a molar ratio of the
protective agent to the chemotherapy drug is at least 8:1. In some embodiments, the
pharmaceutical composition comprises the chemotherapy drug and a molar ratio of the
protective agent to the chemotherapy drug is at least 9:1. In some embodiments, the
pharmaceutical composition comprises the chemotherapy drug and a molar ratio of the
protective agent to the chemotherapy drug is at least 10:1. In some embodiments, the
pharmaceutical composition comprises the chemotherapy drug and a molar ratio of the
protective agent to the chemotherapy drug is at least 20:1. In some embodiments, the
pharmaceutical composition comprises the chemotherapy drug and wherein a molar ratio of
the protective agent to the chemotherapy drug is at least 100:1. In some embodiments, the
pharmaceutical composition comprises the chemotherapy drug and wherein a molar ratio of

the protective agent to the chemotherapy drug is at least 1:2. In some embodiments, the
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pharmaceutical composition comprises the chemotherapy drug and wherein a molar ratio of
the protective agent to the chemotherapy drug is at least 1:3. In some embodiments, the
pharmaceutical composition comprises the chemotherapy drug and wherein a molar ratio of
the protective agent to the chemotherapy drug is at least 1:4. In some embodiments, the
pharmaceutical composition comprises the chemotherapy drug and wherein a molar ratio of
the protective agent to the chemotherapy drug is at least 1:5.

This disclosure provides methods for administering to a subject any of the
pharmaceutical compositions disclosed herein. In some aspects, this disclosure provides a
method for preventing, reducing, or eliminating cardiotoxicity or heart failure in general. In
some aspects, this disclosure provides a method for preventing, reducing, or eliminating
cardiotoxicity induced by a chemotherapy drug or biologic agent in a subject, the method
comprising: administering one or more protective agent according to Formula 1, to the
subject, thereby preventing, reducing, or eliminating the cardiotoxicity induced by the
chemotherapy drug or biologic agent in the subject. In some cases, the pharmaceutical
composition comprises a compound selected from the group consisting of such as myricetin,
vitexin, robinetin, tricetin, ficetin, 7,3°,4°,5’-tetrahydroxyflavone, and myricitrin.

In some aspects, this disclosure provides a method for preventing, reducing, or
eliminating cardiotoxicity induced by a chemotherapy drug or biologic agent in a subject, the
method comprising: administering at least one protective agent according to Formula 1 or
Formula 2, to the subject, thereby preventing, reducing, or eliminating the cardiotoxicity
induced by the chemotherapy drug or biologic agent in the subject.

In some embodiments, the subject is administered a chemotherapy drug or biologic
agent prior to the administering of one or more protective agent(s) according Formula 1 or 2,
to the subject.

In some embodiments, the subject is administered a chemotherapy drug or biologic
agent following the administering of at least two protective agents of Formula 1 or 2 to the
subject.

In some aspects, this disclosure provides a method for treating cancer, the method
comprising: (a) administering a chemotherapy drug or biologic agent to a subject, wherein
the subject has cancer and the chemotherapy drug or biologic agent is capable of causing

cardiotoxicity in the subject; and (b) administering at least one protective agent according to
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Formula 1 or Formula 2 to the subject, wherein the protective agent prevents, reduces, or
eliminates the cardiotoxicity in the subject.

In some embodiments, the subject has a human suffering from cancer. In some
embodiments, the cancer is bladder cancer, bone cancer, a brain tumor, breast cancer,
esophageal cancer, gastrointestinal cancer, leukemia, liver cancer, lung cancer, lymphoma,
myeloma, ovarian cancer, prostate cancer, a sarcoma, stomach cancer, or thyroid cancer.

In some embodiments, prior to the administration of the protective agent, the subject
has a cardiac condition or has a history of having a cardiac condition. In some embodiments,
the administration of the protective agent reduces the risk of the subject experiencing
cardiotoxicity induced by the chemotherapy drug or biologic agent. In some embodiments,
the administration of the protective agent reduces the risk of the subject experiencing
cardiotoxicity induced by the chemotherapy drug or biologic agent by at least 30%,40%,
50%, 60%, 70%, 80%, 90%, or 95%. In some embodiments, the cardiotoxicity may comprise
cardiac tissue damage, electrophysiological dysfunction, mitochondrial toxicity, apoptosis, or
oxidative stress. In some embodiments, the cardiotoxicity is cardiac tissue damage. In some
embodiments, the cardiotoxicity is electrophysiological dysfunction.

In some embodiments, the chemotherapy drug used in the methods described herein
may comprise an anthracycline or a salt thereof. In some embodiments, the anthracycline is
daunorubicin, doxorubicin, epirubicin, idarubicin, mitoxantrone, or valrubicin. In some
embodiments, the anthracycline is doxorubicin. In some embodiments, the anthracycline is
epirubicin. In some embodiments, the anthracycline is idarubicin.

In some embodiments, the chemotherapy drug used in the methods described herein is
a protein kinase inhibitor. In some embodiments, the protein kinase inhibitor is afatinib,
axitinib, bosutinib, cabozantinib, carfilzomib, ceritinib, cobimetanib, crizotinib, dabrafenib,
dasatinib, erlotinib, everolimus, gefitinib, ibrutinib, imatinib, lapatinib, lenvatinib, nilotinib,
nintedanib, osimertinib, palbociclib, pazopanib, pegaptanib, ponatinib, regorafenib,
ruxolitinib, sirolimus, sorafenib, sunitinib, tofacitinib, tofacitinib, temsirolimus, trametinib,
vandetanib, vemurafenib, or vismodegib.

In some embodiments, the protein kinase inhibitor is a tyrosine kinase inhibitor. In
some embodiments, the protein kinase inhibitor is a tyrosine kinase inhibitor. In some
embodiments, the tyrosine kinase inhibitor is selected from the group consisting of sorafenib,

sunitinib, bosutinib, gefitinib, dasatinib, dabrafenib, vemurafenib, imatinib, lapatinib,
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mesylate, and nilotinib. In a particular example, the tyrosine kinase inhibitor is sorafenib. In
another particular example, the tyrosine kinase inhibitor is sunitinib.

In some aspect, the chemotherapy drug is a proteasome inhibitor. In one particular
example, the proteasome inhibitor is bortezomib.

In some embodiments, the biologic agent used in the methods described herein can be
an antibody. In some embodiments, the antibody is adotrastuzumabemtansine, alemtuzumab,
bevacizumab, blinatumomab, brentuximab vedotin, catumaxomab, cetuximab, gemtuzumab
ozogamicin, ibritumomab tiuxetan, ipilimumab, necitumumab, nivolumab, obinutuzumab,
ofatumumab, panitumumab, pembrolizumab, pertuzumab, ramucirumab, rituximab,
tositumomab-I131, or trastuzumab. In one particular example, the antibody is trastuzumab.

In some embodiments, the subject according to the methods described herein has a
decreased QTc interval after administering the protective agent. In some cases, the protective
agent is selected from the group consisting of such as myricetin, vitexin, robinetin, tricetin,
ficetin, 7,3°,4’,5 -tetrahydroxyflavone, and myricitrin. In one particular example, the
protective agent is myricetin.

In some embodiments, the chemotherapy drug and protective agent of Formula 1 or
Formula 2 are administered concurrently to the subject. In some embodiments, the
chemotherapy drug and protective agent are administered sequentially to the subject. In some
embodiments, the protective agent is administered to the subject prior to the administration of
the chemotherapy drug. In some embodiments, the protective agent is administered to the
subject after the administration of the chemotherapy drug.

In some embodiments, at least two protective agents of Formula 1 or Formula 2 can
be administered. For example, the at least two protective agents can be selected from the
group consisting of such as myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4°,5’-
tetrahydroxyflavone, dihydrorobinetin, and myricitrin.

In some embodiments, one or more protective agent(s) can further comprise
dexrazoxane.

This disclosure provides a method for treating or preventing organ damage in a
subject comprising: administering one or more protective agents selected from the group
consisting of such as myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4°,5’-
tetrahydroxyflavone, and myricitrin to a subject with organ damage, thereby treating or

preventing organ damage in the subject.
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This disclosure also provides kits. In some aspects, this disclosure provides a kit
comprising: (a) a protective agent selected from the group consisting of myricetin, vitexin,
robinetin, tricetin, ficetin, 7,3”,4’,5 -tetrahydroxyflavone, and myricitrin; and (b) a
chemotherapy drug or a biologic agent.

In some aspects, this disclosure provides a kit comprising: (a) a protective agent
selected from the group consisting of myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4’,5’-
tetrahydroxyflavone, and myricitrin; (b) a chemotherapy drug or a biologic agent; and (c)

dexrazoxane. In some embodiment, the protective agent is myricetin.

DETAILED DESCRIPTION

Certain cancer drugs (e.g., anthracycline drugs, protein kinase inhibitors) and other
therapies can cause cardiotoxicity in patients. For example, anthracycline-induced
cardiotoxicity occurs when the drug such as doxorubicin intercalates the DNA upon a
cleavage of DNA by topoisomerase II enzymes thereby effectively preventing TOPOIlc. or 3
from ligating the cleaved strands back together.

This disclosure provides pharmaceutical compositions and methods that may prevent,
reduce or eliminate such cardiotoxicity and that may also prevent, reduce or eliminate organ
damage caused by cardiac tissue damage, electrophysiological dysfunction, mitochondrial
toxicity, apoptosis, or oxidative stress. Many of the compositions and methods provided
herein relate to the administration of a specific protective agent in conjunction with one or
more cancer treatments, thereby reducing the risk that the cancer treatment will cause or
aggravate cardiotoxic events in a patient. The protective agents described herein include such
as myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4’,5’-tetrahydroxyflavone,
dihydrorobinetin, myricitrin and/or derivatives or salts thereof. In some cases, the protective
agents may be flavonoids. In some cases, the protective agent may be administered in
combination with a different protective agent. In some cases, the protective agent may be
administered in combinations such as combinations including dexrazoxane and another
protective agent.

The present disclosure may enable cancer patients - including heart healthy patients
and patients with pre-existing cardiac conditions - to receive a desired dosage of a therapy

(e.g., an anthracycline or salt thereof) without having the dosage regimen significantly altered
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by the risk of cardiotoxicity. Another advantage of the present disclosure is that it may enable
a larger patient population to receive a given therapy, such as certain patients with pre-
existing cardiac conditions or with age limits. In addition, the reduction or prevention of
cardiotoxicity may enable a cancer patient to avoid having to take a medication to treat a
heart condition. Overall, the advantages presented herein may help to facilitate a better
therapeutic outcome for patients.

The pharmaceutical compositions and methods (including methods of use) provided
herein generally relate to reducing, eliminating or preventing cardiotoxicity caused by
chemotherapeutic drugs, biologic agents, or radiation therapy; they can also be used to reduce
or eliminate organ damage caused by electrophysiological dysfunction, mitochondrial
toxicity, apoptosis, or oxidative stress. Figure 1 depicts a general schematic of some
embodiments of the methods provided herein. The top panel shows a cancer treatment [110],
such as a chemotherapeutic drug, biologic agent, or radiation therapy, being administered to a
patient [120], who develops cardiotoxicity and is then gradually given reduced doses of the
cancer treatment over time [130]. Therefore, the cardiotoxicity associated with administration
of the cancer treatment [110] in the absence of a protective agent [140] may limit the patient
population that is eligible to receive treatment. In the bottom panel, the cancer treatment
[110] is co-administered with a protective agent [140], such as myricetin, vitexin, robinetin,
tricetin, ficetin, 7,3°,4°,5’-tetrahydroxyflavone, dihydrorobinetin and myricitrin to a patient,
e.g., [151] who experiences reduced cardiotoxicity, or no cardiotoxicity at all [160], thereby
enabling the patient to tolerate the dosage regimen. Although separate vehicles for the cancer
treatment and protective agent are depicted, in some cases the cancer treatment and protective
agent are co-formulated together. The co-administration of the cancer treatment [110] with
the protective agent [140] may enable a larger patient population [150] to receive the cancer
treatment, including healthy patients and patients with pre-existing cardiac conditions [152,
153].

Figure 2 also depicts a general schematic of embodiments provided herein. The top
panel shows a cancer treatment [210] (e.g., a chemotherapeutic drug, a biologic agent, or
radiation therapy), and dexrazoxane [220] being co-administered to a patient [230] who then
experiences some cardiotoxicity over time [240]. The co-administration of the cancer
treatment [210] and dexrazoxane [220] in the absence of the protective agent [250] may limit
the patient population that is eligible to receive treatment. In the bottom panel, the cancer

treatment [210], the dexrazoxane [220], and a protective agent [250] (such as myricetin,
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vitexin, robinetin, tricetin, ficetin, 7,3°,4°,5’-tetrahydroxyflavone, dihydrorobinetin, and
myricitrin) are administered to a patient [261] who experiences reduced cardiotoxicity, or no
cardiotoxicity at all [270]. In this embodiment, the co-administration of the protective agent
[250] with the cancer treatment [210] and dexrazoxane [220] may enhance the activity of
dexrazoxane to prevent, alleviate, or eliminate cardiotoxicity in a patient [261], thereby
enabling a larger patient population [260] to receive treatment, including patients without and
those with pre-existing cardiac conditions [262, 263]. In some cases, the protective agent, the
dexrazoxane and/or the cancer treatment are administered separately; in some cases, they are
administered concurrently or as co-formulations. Generally, the co-formulations and
methods provided herein may reduce the cardiotoxicity induced in patients by
chemotherapeutic drugs, biologic agents, or radiation therapy.

The compositions provided herein may include a co-formulation of two or more
protective agents. For example, the co-formulation may comprise such as myricetin, vitexin,
robinetin, tricetin, ficetin, 7,3”,4’,5 -tetrahydroxyflavone, dihydrorobinetin, myricitrin, and
dexrazoxane. In some cases, the compositions may include a co-formulation of a protective
agent (e.g., such as myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4°,5’-
tetrahydroxyflavone, dihydrorobinetin, and myricitrin) with a certain cancer treatment (e.g.,
chemotherapeutic drug or biologic agent). In some cases, provided herein are kits that
contain at least two protective agents (or a protective agent and a cancer treatment) as

separate components, often along with instructions for use.

METHODS

Provided herein are methods for administering to a patient, particularly a cancer
patient, a pharmaceutical composition that can reduce, eliminate or prevent cardiotoxicity
caused by a cancer treatment (e.g., chemotherapeutic drugs, biologic agents or radiation
therapy). The methods provided herein also comprise treating cancer in a patient using at
least one of the compositions provided herein. In some cases, the patient may be heart-
healthy; in some cases, the patient is at-risk for a cardiac condition.

The methods provided herein generally comprise administering to a patient a
pharmaceutical composition comprising at least one protective agent described herein, or at
least one protective agent and a cancer treatment (e.g., anthracycline drug, protein kinase
inhibitor, biologic agent, or radiation therapy). The protective agent and cancer treatment

may also be combined with a different cardioprotective agent (e.g., dexrazoxane). In some

20



10

15

20

25

30

WO 2017/136774 PCT/US2017/016582

cases, the protective agent and cancer treatment may be co-formulated, in that they are mixed
within the same pharmaceutical composition (e.g., tablet, capsule, liposome, liquid, or

vapor); in some cases, they exist as distinct entities.

Subjects

The methods and compositions disclosed herein are generally used to prevent, reduce,
treat, or eliminate cancer treatment-induced cardiotoxicity in a subject. The subject may be
any human patient, particularly a cancer patient, a patient at risk for cancer, or a patient with
a family or personal history of cancer. In some cases, the patient is in a particular stage of
cancer treatment. For example, a pharmaceutical composition described herein can be
administered to a human patient with early or late stage cancer in order to reduce
cardiotoxicity caused by a cancer treatment.

The cancer patients may have any type of cancer. Examples of cancer can include,
but are not limited to, adrenal cancer, anal cancer, basal cell carcinoma, bile duct cancer,
bladder cancer, cancer of the blood, bone cancer, a brain tumor, breast cancer, bronchus
cancer, cancer of the cardiovascular system, cervical cancer, colon cancer, colorectal cancer,
cancer of the digestive system, cancer of the endocrine system, endometrial cancer,
esophageal cancer, eye cancer, gallbladder cancer, a gastrointestinal tumor, kidney cancer,
hematopoietic malignancy, laryngeal cancer, leukemia, liver cancer, lung cancer, lymphoma,
melanoma, mesothelioma, cancer of the muscular system, Myelodysplastic Syndrome
(MDS), myeloma, nasal cavity cancer, nasopharyngeal cancer, cancer of the nervous system,
cancer of the lymphatic system, oral cancer, oropharyngeal cancer, osteosarcoma, Kaposi
sarcoma, ovarian cancer, pancreatic cancer, penile cancer, pituitary tumors, prostate cancer,
rectal cancer, renal pelvis cancer, cancer of the reproductive system, cancer of the respiratory
system, sarcoma, salivary gland cancer, skeletal system cancer, skin cancer, small intestine
cancer, stomach cancer, testicular cancer, throat cancer, thymus cancer, thyroid cancer, a
tumor, cancer of the urinary system, uterine cancer, vaginal cancer, or vulvar cancer. The
term ‘lymphoma’ may refer to any type of lymphoma including B-cell lymphoma (e.g.,
diffuse large B-cell lymphoma, follicular lymphoma, small lymphocytic lymphoma, mantle
cell lymphoma, marginal zone B-cell lymphoma, Burkitt lymphoma, lymphoplasmacytic
lymphoma, hairy cell leukemia, or primary central nervous system lymphoma) or a T-cell
lymphoma (e.g., precursor T-lymphoblastic lymphoma, or peripheral T-cell lymphoma). The

term ‘leukemia’ may refer to any type of leukemia including acute leukemia or chronic
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leukemia. Types of leukemia include acute myeloid leukemia, chronic myeloid leukemia,
acute lymphocytic leukemia, acute undifferentiated leukemia, or chronic lymphocytic
leukemia. In some cases, the cancer patient does not have a particular type of cancer. For
example, in some instances, the patient may have a cancer that is not breast cancer.

Examples of cancer include cancers that cause solid tumors as well as cancers that do
not cause solid tumors. Furthermore, any of the cancers mentioned herein may be a primary
cancer (e.g., a cancer that is named after the part of the body where it first started to grow) or
a secondary or metastatic cancer (e.g., a cancer that has originated from another part of the
body).

A patient at risk of cancer may be at risk because of a particular condition such as a
pre-cancerous condition. Pre-cancerous conditions include but are not limited to actinic
keratosis, Barrett's esophagus, atrophic gastritis, ductal carcinoma in situ, dyskeratosis
congenita, sideropenic dysphagia, lichen planus, oral submucous fibrosis, solar elastosis,
cervical dysplasia, leukoplakia, and erythroplakia). In some cases, a patient may be at risk of
cancer because of cell or tissue dysplasia (e.g., an abnormal change in cell number, abnormal
change in cell shape, abnormal change in cell size, or abnormal change in cell pigmentation).

A patient at risk of cancer may be a patient that was exposed to a carcinogenic agent.
Such patients may include patients with exposure to known or probable carcinogens (e.g.,
acetyl aldehyde, asbestos, or tobacco products), or patients exposed to ionizing radiation
(e.g., gamma radiation, beta-radiation, X-radiation, or ultraviolet radiation). In some cases, a
patient at risk of cancer is at risk because of a family history of cancer.

The methods and compositions disclosed herein may also be used to prevent, reduce,
or eliminate cardiotoxicity in patients with a history of cancer, particularly patients who have
been administered cancer treatments (e.g., anthracycline drugs, protein kinase inhibitors,
proteasome inhibitors, or biological agents) with cardiotoxic effects. Examples of a patient
with a history of cancer include, but are not limited to, a patient in remission, a patient in
complete remission, a patient with relapsed cancer or a patient with recurring cancer.

The methods and compositions disclosed herein are generally used in a patient that
has been administered, or is currently being administered, a cardiotoxicity-inducing agent
(e.g., a cancer treatment). Non-limiting examples of cardiotoxicity-inducing agents are
described elsewhere herein and may include cancer treatments, chemotherapeutic drugs,
anthracyclines (e.g., doxorubicin, epirubicin, and idarubicin), protein kinase inhibitors (e.g.,

tyrosine kinase inhibitor), biologic agents (e.g., trastuzumab), or radiation therapy, as well as
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any cancer treatment otherwise known to cause cardiotoxicity. In some examples, a
pharmaceutical composition disclosed herein is administered to a cancer patient with
previous exposure to a cancer treatment known to have cardiotoxic effects, in order to reduce
the risk of cardiotoxicity associated with the patient’s current cancer treatment regimen. In
some cases, the pharmaceutical composition is administered to a cancer patient in order to
reduce or off-set cumulative effects of prior exposures to cancer treatment or drugs, or to
other agents that cause cardiotoxicity. In some examples, a pharmaceutical co-formulation
comprising myricetin and anthracycline may be administered to a prostate cancer patient who
also has dilated cardiomyopathy caused by a previous cancer treatment. In another example,
a pharmaceutical co-formulation comprising vitexin may be administered to a lung cancer
patient who is being concurrently treated with an anthracycline. In yet another example, a
pharmaceutical co-formulation comprising robinetin may be administered to a breast cancer
patient. In yet another example, a pharmaceutical co-formulation comprising tricetin may be
administered to a Kaposi sarcoma cancer patient. In yet another example, a pharmaceutical
co-formulation comprising ficetin may be administered to a breast cancer patient. In yet
another example, a pharmaceutical co-formulation comprising 7,3°,4’,5’-tetrahydroxyflavone
may be administered to a breast cancer patient. In yet another example, a pharmaceutical co-
formulation comprising myricitrin may be administered to a breast cancer patient. In yet
another example, a pharmaceutical co-formulation comprising myricetin and anthracycline
may be administered to a liver cancer patient who also has dilated cardiomyopathy caused by
a previous cancer treatment. In yet another example, a pharmaceutical co-formulation
comprising myricetin and doxorubicin may be administered to a sarcoma cancer patient.

In some cases, the methods and compositions herein may be used to alleviate
cardiotoxicity that is not caused by a cancer treatment. As such, the patient may have or be at
risk of having, cardiotoxicity induced by a drug that is not specifically for cancer, such as a
protein kinase inhibitor. Such patients may have a condition such as a neurological or
cardiac disorder. In some cases, the condition may be a condition treatable by a protein
kinase inhibitor.

In some cases, the patient may have organ damage or be at risk of having organ
damage. For example, the patient may have organ damage (or be at risk of organ damage) as
a result of cardiac tissue damage, electrophysiological dysfunction, mitochondrial toxicity,

apoptosis, or oxidative stress. For such patients, the methods and compositions provided
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herein may reduce or eliminate the organ damage caused by cardiac tissue damage,
electrophysiological dysfunction, mitochondrial toxicity, apoptosis, or oxidative stress.

In some cases, patients treated by any of the methods or compositions described
herein may have heart disease, or have a family history of heart disease. Examples of heart
disease include, but are not limited to, arrhythmogenic cardiomyopathy, arterial disease,
Brugada Syndrome, congenital heart disease, dilated cardiomyopathy, heart palpitations,
heart valve disease, hypertensive heart disease, hypertrophic cardiomyopathy, long QT
syndrome, rheumatic heart disease, or vascular disease. In some cases, the heart disease is
caused by a cardiotoxic agent (e.g., anthracycline). For example, the heart disease may be
caused by any of the cardiotoxic agents mentioned herein. In one particular example, a
pharmaceutical co-formulation comprising myricetin and doxorubicin may be administered to
a breast cancer patient who also has hypertrophic cardiomyopathy. In another example, a co-
formulation of one or more of compound selected from the group consisting of myricetin,
vitexin, robinetin, tricetin, ficetin, 7,3°,4°,5’-tetrahydroxyflavone, dihydrorobinetin, and
myricitrin may be administered to a cancer patient experiencing cardiotoxicity from a
previously administered chemotherapy drug.

A patient treated by any of the methods or compositions described herein may be of
any age and may be an adult, infant or child. In some cases, the patientis 0, 1, 2, 3,4, 5,6, 7,
8,9,10, 11,12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32,
33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57,
58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82,
83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, or 99 years old, or within a range
therein (e.g., between 2 and 20 years old, between 20 and 40 years old, or between 40 and 90
years old). A particular class of patients that may benefit is patients over the age of 40.
Another particular class of patients that may benefit is pediatric patients, who may be at life
risk of chronic heart symptoms. Furthermore, a patient treated by any of the methods or
compositions described herein may be male or female.

Any of the compositions disclosed herein may also be administered to a non-human

subject, such as a laboratory or farm animal. Non-limiting examples of a non-human subject
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include a dog, a goat, a guinea pig, a hamster, a mouse, a pig, a non-human primate (e.g., a

gorilla, an ape, an orangutan, a lemur, or a baboon), a rat, a sheep, a cow, or a zebrafish.

Drug Administration

The disclosure provided herein describes methods to prevent, reduce, or eliminate
cancer treatment-induced cardiotoxicity in patients by administering to a patient one or more
protective agents of Formula 1, Formula 2 or derivative or salt thereof. The disclosure herein
also describes methods to prevent, reduce, or eliminate cancer treatment-induced
cardiotoxicity in patients by administering to a patient one or more protective agent selected
from the group consisting of myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4’,5’-
tetrahydroxyflavone, dihydrorobinetin, and myricitrin (or derivative or salt thereof). The
disclosure provided herein also describes methods of administering to a subject, wherein the
subject has cancer and the cancer treatment is capable of causing cardiotoxicity and organ
damage in the subject, and administering one or more protective agents (or derivative or salt
thereof) selected from the group consisting of myricetin, vitexin, robinetin, tricetin, ficetin,
7,3’,4’,5 -tetrahydroxyflavone, dihydrorobinetin, and myricitrin, wherein the protective agent
prevents, reduces, or eliminates the cardiotoxicity in the subject.

Methods disclosed herein can further comprise administering to the patient a
combination of dexrazoxane (or derivative or salt thereof) and a protective agent according to
Formula 1, Formula 2, or derivative or salt thereof; the combined agents may be administered
as a co-formulation or separately. In some aspects, the methods comprise administering to the
patient a combination of dexrazoxane (or derivative or salt thereof) and myricetrin (or
derivative or salt thereof); the combined agents may be administered as a co-formulation or
separately.

Methods disclosed herein can further comprise administering to the patient combined
agents comprising a combination of dexrazoxane (or derivative or salt thereof) and a
protective agent selected from the group consisting of myricetin, vitexin, robinetin, tricetin,
ficetin, 7,3,4’,5 -tetrahydroxyflavone, dihydrorobinetin, and myricitrin. (or derivative or salt
thereof); the combined agents may be administered as a co-formulation or separately.

The protective agents may be administered to the subject or patient in any
combination of a compound of Formula 1 or Formula 2. In some cases, only one protective
agent (e.g., myricetin or a derivative or salt thereof) is administered to a subject or patient. In

some cases, only one protective agent (e.g., myricitrin or a derivative or salt thereof) is
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administered to a subject or patient. In some cases, only one protective agent (e.g., vitexin or
a derivative or salt thereof) is administered to a subject or patient. In some cases, only one
protective agent (e.g., robinetin or a derivative or salt thereof) is administered to a subject or
patient. In some cases, only one protective agent (e.g., tricetin or a derivative or salt thereof)
is administered to a subject or patient. In some cases, only one protective agent (e.g.,
7,3’,4,5 -tetrahydroxyflavone or a derivative or salt thereof) is administered to a subject or
patient. In a particular example, a subject or patient described herein may be administered a
therapeutically effective dose of myricetin (or derivative or salt thereof). In another example,
a subject or patient described herein may be administered a therapeutically effective dose of
robinetin (or derivative or salt thereof). In yet another example, a subject or patient described
herein may be administered a therapeutically effective dose of vitexin (or derivative or salt
thereof).

In some cases, two protective agents (or derivative or salt thereof) selected from the
group consisting of myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4°,5’-
tetrahydroxyflavone, dihydrorobinetin, myricitrin, and dexrazoxane are administered to a
subject. In cases where two or more protective agents are administered to a patient, the
protective agents may be administered as distinct entities or in a co-formulation. For
example, a patient experiencing cardiotoxicity may be administered a therapeutically
effective co-formulation of myricetin and robinetin; myricetin and dexrazoxan; or other co-
formulation described herein. The two or more protective agents may be administered
simultaneously or sequentially. In some cases, the two or more protective agents may be
administered sequentially in a particular order. For example, a patient may first be
administered myricetin and subsequently administered dexrazoxane, or may first be given
dexraxozane and then given myricetin.

In some cases, an anticancer agent (e.g., chemotherapeutic drug, biologic agent,
protein kinase inhibitor, radiation therapy) (or other treatment) and one or more protective
agents of Formula 1 or Formula 2 (e.g., myricetin, vitexin, robinetin, tricetin, ficetin,
7,3’,4’,5 -tetrahydroxyflavone, dihydrorobinetin, and myricitrin) may be administered to a
patient. In cases where a cancer treatment (or other treatment) and at least two protective
agents are administered to a patient, the cancer treatment (or other treatment) and the at least
two protective agents (or derivative or salt thereof) may be administered as co-formulations

in any combination. For example, a patient may be administered a co-formulation of a

26



10

15

20

25

30

WO 2017/136774 PCT/US2017/016582

protective agent and a chemotherapeutic drug or a co-formulation containing one or more
chemotherapeutic drugs and at least two protective agents.

In some cases, a patient or subject may be administered one or more protective agents
(or derivative or salt thereof) and one or more cancer treatments (or other treatment)
simultaneously. For example, the method may comprise administering to a patient a
protective agent and a chemotherapy as separate entities, but simultaneously.

In some cases, a patient or subject may be administered one or more protective agents
of Formula 1 or Formula 2 (or derivative or salt thereof) and one or more cancer treatments
(or other treatment) sequentially. For example, the protective agent may be administered
prior to administration of the cancer treatment (or other treatment). For example, a cancer
patient may be administered a therapeutically effective dose of myricetin to prevent
cardiotoxicity, and subsequently administered a chemotherapeutic drug (e.g., doxorubicin).
In another example, a cancer patient may be administered a therapeutically effective dose of
myricitrin to prevent cardiotoxicity, and subsequently administered a chemotherapeutic drug
(e.g., doxorubicin). In yet another example, a cancer patient may be administered a
therapeutically effective dose of vitexin to prevent cardiotoxicity, and subsequently
administered a chemotherapeutic drug (e.g., doxorubicin). In another example, a cancer
patient may be administered a therapeutically effective dose of robinetin to prevent
cardiotoxicity, and subsequently administered a chemotherapeutic drug (e.g., doxorubicin). In
another example, a cancer patient may be administered a therapeutically effective dose of
tricetin to prevent cardiotoxicity, and subsequently administered a chemotherapeutic drug
(e.g., doxorubicin). In other examples, the cancer treatment (or other treatment) is
administered to the patient or subject prior to administration of the protective agent(s) of
Formula 1 or Formula 2. In some cases, the patient is administered the one or more
protective agents prior to receiving cancer treatment (or other treatment) and then is
administered one or more protective agents following the cancer treatment.

In cases of sequential administration, there may be a delay period between
administration of the one or more protective agents and the one or more cancer treatments (or
other treatments). For example, the protective agent may be administered minutes, hours,
days, or weeks prior to administration of a cancer treatment or other treatment (e.g., at least 5
minutes, at least 10 minutes, at least 30 minutes, at least 1 hour, at least 2 hours, at least 3
hours, at least 4 hours, at least 5 hours, at least 6 hours, at least 7 hours, at least 8 hours, at

least 9 hours, at least 10 hours, at least 1 day, at least 2 days, at least 3 days, at least 5 days, at
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least 1 week, at least 2 weeks, at least 3 weeks, at least 4 weeks, at least 2 months, at most 2
months, at most 1 month, at most 3 weeks, at most 2 weeks, at most 1 week, at most 6 days,
at most 5 days, at most 4 days, at most 3 days, at most 2 days, at most 1 day, at most 12
hours, at most 6 hours, at most 4 hours, at most 3 hours, at most 2 hours or at most 1 hours
prior to administration of the cancer treatment). In some cases, the protective agent has been
administered to the patient at least 1 day prior to the cancer treatment. In some cases, the
protective agent has been administered at most 1 day prior to the cancer treatment. In some
cases, the protective agent is administered at most within 2 hours after the cancer treatment.
In some cases, the protective agent is administered at most within 4 hours after the cancer
treatment. In some cases, the protective agent is administered at most within 6 hours after the
cancer treatment. In some cases, the protective agent is administered at most within 12 hours
after the cancer treatment. In some cases, the protective agent is administered at most within
1 day after the cancer treatment. In some cases, the protective agent is administered at most
within 2 days after the cancer treatment. In some cases, the protective agent is administered
at most within 3 days after the cancer treatment. In some cases, the protective agent is
administered at most within 4 days after the cancer treatment. In some cases, the protective
agent is administered at most within 5 days after the cancer treatment.

The compounds of the current disclosure (e.g., the protective agents of Formula 1)
can be administered to a patient every time the patient is dosed with an anticancer agent with
a dosage regimen described herein. For example, the protective agent may be administered to
a patient within 24 hours every time before the patient is scheduled to be dosed with an
anticancer agent. In some cases, the protective agent can be administered to a patient within
48 hours every time before the patient is scheduled to dosed with an anticancer agent. In
some cases, the protective agent can be administered concurrently to a patient every time the
patient is dosed with an anticancer agent. In some cases, the protective agent can be
administered to a patient every time the patient has been dosed with an anticancer agent
within at least 24 hours following the cancer treatment.

The compounds of the current disclosure may be administered by any of the accepted
modes of administration of agents having similar utilities, for example, by cutaneous, oral,
topical, intradermal, intrathecal, intravenous, subcutaneous, intramuscular, intra-articular,
intraspinal or spinal, nasal, epidural, rectal, vaginal, or transdermal/transmucosal routes. The
most suitable route will depend on the nature and severity of the condition being treated.

Subcutaneous, intradermal and percutaneous injections can be routes for the compounds of
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this disclosure. Sublingual administration may be a route of administration for compounds of
this disclosure. Intravenous administration may be a route of administration for compounds
of this disclosure. In a particular example, the pharmaceutical composition provided herein
may be administered to a patient orally. In another particular example, the pharmaceutical
composition comprising a protective agent provided herein may be administered to a patient
intravenously (via, e.g., injection or infusion). In another particular example, the
pharmaceutical composition comprising a protective agent provided herein may be
administered to a patient intramuscularly. In a particular example, the pharmaceutical
composition comprising a protective agent provided herein may be administered to a patient
nasally.

A pharmaceutical composition (e.g., for oral administration or for injection, infusion,
subcutaneous delivery, intramuscular delivery, intraperitoneal delivery, sublingual delivery,
or other method) may be in the form of a liquid. A liquid pharmaceutical composition may
include, for example, one or more of the following: a sterile diluent such as water, saline
solution, preferably physiological saline, Ringer’s solution, isotonic sodium chloride, fixed
oils that may serve as the solvent or suspending medium, polyethylene glycols, glycerin,
propylene glycol or other solvents; antibacterial agents; antioxidants; chelating agents;
buffers and agents for the adjustment of tonicity such as sodium chloride or dextrose. A
parenteral composition can be enclosed in ampoules, disposable syringes or multiple dose
vials made of glass or plastic. The use of physiological saline is preferred, and an injectable
pharmaceutical composition is preferably sterile. In another embodiment, for treatment of an
ophthalmological condition or disease, a liquid pharmaceutical composition may be applied
to the eye in the form of eye drops. A liquid pharmaceutical composition may be delivered
orally.

For oral formulations, at least one of the compounds or agents described herein can be
used alone or in combination with appropriate additives to make tablets, powders, granules or
capsules, and if desired, with diluents, buffering agents, moistening agents, preservatives,
coloring agents, and flavoring agents. The compounds may be formulated with a buffering
agent to provide for protection of the compound from low pH of the gastric environment
and/or an enteric coating. A compound included in a pharmaceutical composition may be
formulated for oral delivery with a flavoring agent, e.g., in a liquid, solid or semi-solid
formulation and/or with an enteric coating. In some cases, the compounds of this disclosure

may be solubilized and encapsulated (e.g., in a liposome or a biodegradable polymer), or
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used in the form of microcrystals coated with an appropriate nontoxic lipid. In some cases,
the compounds of this disclosure may be solubilized and encapsulated in a liposome, micelle
or the both.

A pharmaceutical composition comprising any one of the compounds or agents
described herein may be formulated for sustained or slow release (also called timed release or
controlled release). Such compositions may generally be prepared using well known
technology and administered by, for example, oral, rectal, intradermal, or subcutaneous
implantation, or by implantation at the desired target site. Sustained-release formulations may
contain the compound dispersed in a carrier matrix and/or contained within a reservoir
surrounded by a rate controlling membrane. Excipients for use within such formulations are
biocompatible, and may also be biodegradable; preferably the formulation provides a
relatively constant level of active component release. Non-limiting examples of excipients
include water, alcohol, glycerol, chitosan, alginate, chondroitin, Vitamin E, mineral oil, and
dimethyl sulfoxide (DMSO). The amount of compound contained within a sustained release
formulation depends upon the site of implantation, the rate and expected duration of release,
and the nature of the condition, disease or disorder to be treated or prevented.

The disclosure provided herein also describes methods for preventing, reducing, or
eliminating organ damage in a subject by administering to a patient one or more protective
agents of Formula 1 or Formula 2. The protective agent of Formula 1 or Formula 2 for
preventing, reducing, or eliminating organ damage in a subject can include without limitation
myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4°,5’-tetrahydroxyflavone,
dihydrorobinetin, or myricitrin (or derivative or salt thereof). In particular, the organ damage
may be caused by cardiac tissue damage, electrophysiological dysfunction, mitochondrial
toxicity, apoptosis, or oxidative stress, leading to heart failure. For example, a pharmaceutical
composition comprising a compound of Formula 1 (i.e., protective agent) may be
administered to a patient that is experiencing cancer treatment-induced heart failure, wherein
further hear failure is prevented by the administration of the pharmaceutical composition.

The pharmaceutical methods and compositions described herein prevent, reduce, or
eliminate cancer treatment-induced cardiotoxicity in a patient. Accordingly, the methods and
compositions provided herein enable a patient (e.g., a heart-healthy patient, a patient with
cardiac disease) to receive a higher dosage of a therapy without having the dosage regimen
significantly altered by the risk of cardiotoxicity. In some cases, administering a

pharmaceutical composition herein to a patient can comprise administering a daily dose of
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greater than 0.1 mg/m’, 1mg/m’*, 2 mg/m’ 3 mg/m’, 4 mg/m’, 5 mg/m’, 6 mg/m?, 7 mg/m’, 8
mg/m’, 9 mg/m’, 10 mg/m*, 11 mg/m?, 12 mg/m’, 13 mg/m’, 14 mg/m* 15 mg/m’, 16
mg/m’, 17 mg/m*, 18 mg/m?, 19 mg/m’, 20 mg/m*, 21 mg/m*, 22 mg/m?, 23 mg/m?>, 24
mg/m’, 25 mg/m’*, 26 mg/m*, 27 mg/m’, 28 mg/m*, 29 mg/m’*, 30 mg/m?, 31 mg/m?, 32
mg/m’, 33 mg/m’*, 34 mg/m®, 35 mg/m’, 36 mg/m’, 37 mg/m”*, 38 mg/m?, 39 mg/m?>, 40
mg/m’, 41 mg/m’*, 42 mg/m?, 43 mg/m’, 44 mg/m’, 45 mg/m’*, 46 mg/m’, 47 mg/m?, 48
mg/m’, 49 mg/m”*, 50 mg/m?, 100 mg/m*, 150 mg/m*, 200 mg/m’, 300 mg/m*, 350 mg/m”?,
400 mg/m*, 450 mg/m?, 500 mg/m*, 750 mg/m?, 1000 mg/m?, 1250 mg/m*, 1500 mg/m”,
1750 mg/m?, or 2000 mg/m” of chemotherapeutic drug (e.g., anthracycline, doxorubicin or
derivative or salt thereof) to a patient.

In some cases, administering a pharmaceutical composition herein to a patient can
comprise administering a daily dose of about 0.1 mg/m*, 0.2 mg/m*, 0.3 mg/m’, 0.4 mg/m’,
0.5 mg/m’, 0.6 mg/m?, 0.7 mg/m’, 0.8 mg/m’*, 0.9 mg/m’, 1 mg/m’, 1.1 mg/m*, 1.2 mg/m’,
1.3 mg/m* 1.4 mg/m* 1.5 mg/m’ 1.6 mg/m’, 1.7 mg/m’, 1.8 mg/m’, 1.9 mg/m’, 2 mg/m?,
2.1 mg/m’*, 2.2 mg/m*, 2.3 mg/m’, 2.4 mg/m’, 2.5 mg/m’, 2.6 mg/m’, 2.7 mg/m’, 2.8 mg/m’,
2.9 mg/m’, 3 mg/m®, 3.1 mg/m*, 3.2 mg/m’, 3.3 mg/m’, 3.4 mg/m’, 3.5 mg/m’, 3.6 mg/m”?,
3.7 mg/m’, 3.8 mg/m’, 3.9 mg/m’, 4 mg/m’*, 4.1 mg/m*, 4.2 mg/m’, 4.3 mg/m’, 4.4 mg/m’,
4.5 mg/m’*, 4.6 mg/m’*, 4.7 mg/m’, 4.8 mg/m*, 4.9 mg/m’, 5 mg/m’, 5.1 mg/m’, 5.2 mg/m”?,
5.3 mg/m?, 5.4 mg/m?, 5.5 mg/m?, 5.6 mg/m’, 5.7 mg/m’, 5.8 mg/m*, 5.9 mg/m’ 6 mg/m’,
6.1 mg/m’, 6.2 mg/m’, 6.3 mg/m’, 6.4 mg/m’, 6.5 mg/m’*, 6.6 mg/m*, 6.7 mg/m’>, 6.8 mg/m’,
6.9 mg/m’, 7 mg/m*, 7.1 mg/m*, 7.2 mg/m*, 7.3 mg/m*, 7.4 mg/m’, 7.5 mg/m’, 7.6 mg/m’,
7.7 mg/m’, 7.8 mg/m’, 7.9 mg/m’, 8 mg/m’*, 8.1 mg/m’, 8.2 mg/m’, 8.3 mg/m’, 8.4 mg/m’,
8.5 mg/m?, 8.6 mg/m?, 8.7 mg/m?, 8.8 mg/m’, 8.9 mg/m*, 9 mg/m* 9.1 mg/m* 9.2 mg/m’,
9.3 mg/m’, 9.4 mg/m’, 9.5 mg/m’, 9.6 mg/m’*, 9.7 mg/m’*, 9.8 mg/m*, 9.9 mg/m’, 10 mg/m’,
11 mg/m?, 12 mg/m®, 13 mg/m’, 14 mg/m* 15 mg/m’, 16 mg/m’, 17 mg/m’, 18 mg/m’, 19
mg/m’, 20 mg/m’*, 21 mg/m?, 22 mg/m’, 23 mg/m’, 24 mg/m’, 25 mg/m?, 26 mg/m?, 27
mg/m’, 28 mg/m’*, 29 mg/m?, 30 mg/m’, 31 mg/m’, 32 mg/m’*, 33 mg/m?, 34 mg/m?, 35
mg/m’, 36 mg/m*, 37 mg/m?, 38 mg/m’, 39 mg/m’, 40 mg/m’, 41 mg/m’, 42 mg/m?, 43
mg/m’, 44 mg/m’, 45 mg/m?, 46 mg/m’, 47 mg/m’, 48 mg/m’*, 49 mg/m’, 50 mg/m?, 51
mg/m’, 52 mg/m’*, 53 mg/m?, 54 mg/m’, 55 mg/m’, 56 mg/m”*, 57 mg/m?, 58 mg/m?, 59
mg/m’, 60 mg/m*, 61 mg/m*, 62 mg/m’, 63 mg/m’, 64 mg/m”, 65 mg/m?, 66 mg/m>, 67
mg/m’, 68 mg/m*, 69 mg/m?, 70 mg/m’, 71 mg/m*, 72 mg/m’*, 73 mg/m?, 74 mg/m?, 75
mg/m’, 76 mg/m*, 77 mg/m?, 78 mg/m’, 79 mg/m’, 80 mg/m’, 81 mg/m’, 82 mg/m?, 83
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mg/m’, 84 mg/m’, 85 mg/m?, 86 mg/m’, 87 mg/m’, 88 mg/m”*, 89 mg/m’, 90 mg/m?, 91
mg/m’, 92 mg/m’*, 93 mg/m?, 94 mg/m’, 95 mg/m*, 96 mg/m*, 97 mg/m?, 98 mg/m?, 99
mg/m?, or 100 mg/m? of a biologic agent to a patient.

In some cases, administering a pharmaceutical composition herein to a patient can
comprise administering a daily dose of about 0.1 mg/m’, 1 mg/m’ 2 mg/m?, 3mg/m’, 4
mg/m’, 5 mg/m’, 6 mg/m’, 7 mg/m*, 8 mg/m?, 9 mg/m*, 10 mg/m?, 11 mg/m?, 12 mg/m’>, 13
mg/m’, 14 mg/m’*, 15 mg/m?, 16 mg/m’, 17 mg/m>, 18 mg/m*, 19 mg/m?, 20 mg/m?, 21
mg/m’, 22 mg/m’, 23 mg/m?, 24 mg/m’, 25 mg/m*, 26 mg/m”*, 27 mg/m?, 28 mg/m?, 29
mg/m’, 30 mg/m*, 31 mg/m?, 32 mg/m’, 33 mg/m’, 34 mg/m’*, 35 mg/m?, 36 mg/m?, 37
mg/m’, 38 mg/m*, 39 mg/m?, 40 mg/m’, 41 mg/m’>, 42 mg/m’, 43 mg/m’, 44 mg/m’, 45
mg/m’, 46 mg/m’*, 47 mg/m?, 48 mg/m’, 49 mg/m’, 50 mg/m*, 51 mg/m’, 52 mg/m?, 53
mg/m’, 54 mg/m’*, 55 mg/m?, 56 mg/m’, 57 mg/m’, 58 mg/m’*, 59 mg/m’, 60 mg/m?, 61
mg/m’, 62 mg/m’*, 63 mg/m*, 64 mg/m’, 65 mg/m*, 66 mg/m”*, 67 mg/m?, 68 mg/m>, 69
mg/m’, 70 mg/m*, 71 mg/m?, 72 mg/m’, 73 mg/m>, 74 mg/m’*, 75 mg/m?, 76 mg/m>, 77
mg/m’, 78 mg/m*, 79 mg/m?, 80 mg/m’, 81 mg/m’, 82 mg/m’, 83 mg/m’, 84 mg/m”’, 85
mg/m’, 86 mg/m’*, 87 mg/m?, 88 mg/m’, 89 mg/m*, 90 mg/m”*, 90 mg/m?, 95 mg/m?, 100
mg/m’, 110 mg/m?, 120 mg/m’, 130 mg/m’, 140 mg/m* 150 mg/m*, 160 mg/m?, 170
mg/m*, 180 mg/m?, 190 mg/m’, 200 mg/m*, 300 mg/m?, 400 mg/m*, 500 mg/m” of the
protective agent drug of Formula 1 or Formula 2 (e.g., myricetin, vitexin, robinetin, tricetin,
ficetin, 7,3,4’,5 -tetrahydroxyflavone, dihydrorobinetin, myricitrin and/or a derivative or salt
thereof).

The daily fixed dose of protective agent described herein, or collective dose of a
combination of protective agents can be greater than 0.1 mg, 1mg, 2 mg, 3 mg, 4 mg, 5 mg, 6
mg, 7mg, 8 mg, 9 mg, 10 mg, 11 mg, 12 mg, 13 mg, 14 mg, 15 mg, 16 mg, 17 mg, 18 mg,
19 mg, 20 mg, 21 mg, 22 mg, 23 mg, 24 mg, 25 mg, 26 mg, 27 mg, 28 mg, 29 mg, 30 mg, 31
mg, 32 mg, 33 mg, 34 mg, 35 mg, 36 mg, 37 mg, 38 mg, 39 mg, 40 mg, 41 mg, 42 mg, 43
mg, 44 mg, 45 mg, 46 mg, 47 mg, 48 mg, 49 mg, 50 mg, 100 mg, 150 mg, 200 mg, 300 mg,
350 mg, 400 mg, 450 mg, 500 mg, 750 mg or higher of the protective agent (or any
derivative or salt thereof). In some cases, the protective agent or agents is selected from the
group consisting of myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4°,5’-
tetrahydroxyflavone, dihydrorobinetin, myricitrin and/or a derivative or salt thereof. In a
particular example, administering a pharmaceutical composition to a patient can comprise

administering a co-formulation of a chemotherapy drug (e.g., doxorubicin) with at least 10
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mg of myricetin. In some cases, administering a pharmaceutical composition herein to a
patient can comprise administering a daily dose of 0.1 mg, 0.2 mg, 0.3 mg, 0.4 mg, 0.5 mg,
0.6 mg, 0.7 mg, 0.8 mg, 0.9 mg, 1 mg, 1.1 mg, 1.2mg, 1.3 mg, 1.4mg, 1.5mg, 1.6 mg, 1.7
mg, 1.8 mg, 1.9 mg, 2mg, 2.1 mg, 2.2 mg, 2.3 mg, 2.4 mg, 2.5 mg, 2.6 mg, 2.7 mg, 2.8 mg,
29 mg, 3 mg, 3.1 mg, 3.2 mg, 3.3 mg, 3.4 mg, 3.5 mg, 3.6 mg, 3.7 mg, 3.8 mg, 3.9mg, 4
mg, 4.1 mg, 42 mg, 43 mg, 44 mg, 45 mg, 4.6 mg, 4.7 mg, 4.8 mg, 4.9 mg, 5 mg, 5.1 mg,
52 mg, 53 mg, 5.4 mg, 5.5 mg, 5.6 mg, 5.7 mg, 5.8 mg, 5.9 mg, 6 mg, 6.1 mg, 6.2 mg, 6.3
mg, 6.4 mg, 6.5 mg, 6.6 mg, 6.7 mg, 6.8 mg, 6.9 mg, 7 mg, 7.1 mg, 7.2 mg, 7.3 mg, 7.4 mg,
7.5 mg, 7.6 mg, 7.7 mg, 7.8 mg, 7.9 mg, 8 mg, 8.1 mg, 8.2 mg, 8.3 mg, 8.4 mg, 8.5 mg, 8.6
mg, 8.7 mg, 8.8 mg, 89 mg, 9 mg, 9.1 mg, 9.2 mg, 9.3 mg, 9.4 mg, 9.5 mg, 9.6 mg, 9.7 mg,
9.8 mg, 9.9 mg, 10 mg, 11 mg, 12 mg, 13 mg, 14 mg, 15 mg, 16 mg, 17 mg, 18 mg, 19 mg,
20 mg, 21 mg, 22 mg, 23 mg, 24 mg, 25 mg, 26 mg, 27 mg, 28 mg, 29 mg, 30 mg, 31 mg, 32
mg, 33 mg, 34 mg, 35 mg, 36 mg, 37 mg, 38 mg, 39 mg, 40 mg, 41 mg, 42 mg, 43 mg, 44
mg, 45 mg, 46 mg, 47 mg, 48 mg, 49 mg, 50 mg, 100 mg, 500 mg, 750 mg, or 1 g of
myricetin (or any derivative or salt thereof) to a patient.

In another example, administering a pharmaceutical composition to a patient can
comprise administering a co-formulation of a chemotherapy drug (e.g., doxorubicin) with at
least 10 mg of myricetrin. In some cases, administering a pharmaceutical composition herein
to a patient can comprise administering a daily dose of 0.1 mg, 0.2 mg, 0.3 mg, 0.4 mg, 0.5
mg, 0.6 mg, 0.7 mg, 0.8 mg, 0.9 mg, 1 mg, 1.1 mg, 1.2 mg, 1.3 mg, 1.4 mg, 1.5 mg, 1.6 mg,
1.7mg, 1.8 mg, 1.9 mg, 2 mg, 2.1 mg, 2.2 mg, 2.3 mg, 2.4 mg, 2.5 mg, 2.6 mg, 2.7 mg, 2.8
mg, 2.9 mg, 3 mg, 3.1 mg, 3.2 mg, 3.3 mg, 3.4 mg, 3.5 mg, 3.6 mg, 3.7 mg, 3.8 mg, 3.9 mg,
4mg, 4.1 mg, 42 mg, 43 mg, 44 mg, 4.5 mg, 46 mg, 47 mg, 48 mg, 49 mg, 5Smg, 5.1
mg, 5.2 mg, 5.3 mg, 5.4 mg, 5.5 mg, 5.6 mg, 5.7 mg, 5.8 mg, 5.9 mg, 6 mg, 6.1 mg, 6.2 mg,
6.3 mg, 6.4 mg, 6.5 mg, 6.6 mg, 6.7 mg, 6.8 mg, 6.9 mg, 7mg, 7.1 mg, 7.2 mg, 7.3 mg, 7.4
mg, 7.5 mg, 7.6 mg, 7.7 mg, 7.8 mg, 7.9 mg, 8 mg, 8.1 mg, 8.2 mg, 8.3 mg, 8.4 mg, 8.5 mg,
8.6 mg, 8.7 mg, 8.8 mg, 8.9 mg, 9 mg, 9.1 mg, 9.2 mg, 9.3 mg, 9.4 mg, 9.5 mg, 9.6 mg, 9.7
mg, 9.8 mg, 9.9 mg, 10 mg, 11 mg, 12 mg, 13 mg, 14 mg, 15 mg, 16 mg, 17 mg, 18 mg, 19
mg, 20 mg, 21 mg, 22 mg, 23 mg, 24 mg, 25 mg, 26 mg, 27 mg, 28 mg, 29 mg, 30 mg, 31
mg, 32 mg, 33 mg, 34 mg, 35 mg, 36 mg, 37 mg, 38 mg, 39 mg, 40 mg, 41 mg, 42 mg, 43
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mg, 44 mg, 45 mg, 46 mg, 47 mg, 48 mg, 49 mg, 50 mg, 100 mg, 500 mg, 750 mg, or 1 g of
myricetrin (or any derivative or salt thereof) to a patient.

In yet another example, administering a pharmaceutical composition to a patient can
comprise administering a co-formulation of a chemotherapy drug (e.g., doxorubicin) with at
least 10 mg of vitexin. In some cases, administering a pharmaceutical composition herein to a
patient can comprise administering a daily dose of 0.1 mg, 0.2 mg, 0.3 mg, 0.4 mg, 0.5 mg,
0.6 mg, 0.7 mg, 0.8 mg, 0.9 mg, 1 mg, 1.1 mg, 1.2mg, 1.3 mg, 1.4mg, 1.5mg, 1.6 mg, 1.7
mg, 1.8 mg, 1.9 mg, 2mg, 2.1 mg, 2.2 mg, 2.3 mg, 2.4 mg, 2.5 mg, 2.6 mg, 2.7 mg, 2.8 mg,
29 mg, 3 mg, 3.1 mg, 3.2 mg, 3.3 mg, 3.4 mg, 3.5 mg, 3.6 mg, 3.7 mg, 3.8 mg, 3.9mg, 4
mg, 4.1 mg, 42 mg, 43 mg, 44 mg, 45 mg, 4.6 mg, 4.7 mg, 4.8 mg, 4.9 mg, 5 mg, 5.1 mg,
52 mg, 53 mg, 5.4 mg, 5.5 mg, 5.6 mg, 5.7 mg, 5.8 mg, 5.9 mg, 6 mg, 6.1 mg, 6.2 mg, 6.3
mg, 6.4 mg, 6.5 mg, 6.6 mg, 6.7 mg, 6.8 mg, 6.9 mg, 7mg, 7.1 mg, 7.2 mg, 7.3 mg, 7.4 mg,
7.5 mg, 7.6 mg, 7.7 mg, 7.8 mg, 7.9 mg, 8 mg, 8.1 mg, 8.2 mg, 8.3 mg, 8.4 mg, 8.5 mg, 8.6
mg, 8.7 mg, 8.8 mg, 89 mg, 9 mg, 9.1 mg, 9.2 mg, 9.3 mg, 9.4 mg, 9.5 mg, 9.6 mg, 9.7 mg,
9.8 mg, 9.9 mg, 10 mg, 11 mg, 12 mg, 13 mg, 14 mg, 15 mg, 16 mg, 17 mg, 18 mg, 19 mg,
20 mg, 21 mg, 22 mg, 23 mg, 24 mg, 25 mg, 26 mg, 27 mg, 28 mg, 29 mg, 30 mg, 31 mg, 32
mg, 33 mg, 34 mg, 35 mg, 36 mg, 37 mg, 38 mg, 39 mg, 40 mg, 41 mg, 42 mg, 43 mg, 44
mg, 45 mg, 46 mg, 47 mg, 48 mg, 49 mg, 50 mg, 100 mg, 500 mg, 750 mg, or 1 g of vitexin
(or any derivative or salt thereof) to a patient.

In some cases, administering a pharmaceutical composition herein to a patient can
comprise administering a daily dose of 0.1 mg, 0.2 mg, 0.3 mg, 0.4 mg, 0.5 mg, 0.6 mg, 0.7
mg, 0.8 mg, 0.9 mg, 1 mg, 1.1 mg, 1.2 mg, 1.3 mg, 1.4 mg, 1.5mg, 1.6 mg, 1.7 mg, 1.8 mg,
1.9mg, 2 mg, 2.1 mg, 2.2 mg, 2.3 mg, 2.4 mg, 2.5 mg, 2.6 mg, 2.7 mg, 2.8 mg, 2.9 mg, 3
mg, 3.1 mg, 3.2 mg, 3.3 mg, 3.4 mg, 3.5 mg, 3.6 mg, 3.7 mg, 3.8 mg, 3.9 mg, 4 mg, 4.1 mg,
42 mg, 43 mg, 44 mg, 45 mg, 46 mg, 4.7 mg, 48 mg, 49 mg, Smg, 5.1 mg, 5.2 mg, 5.3
mg, 5.4 mg, 5.5 mg, 5.6 mg, 5.7 mg, 5.8 mg, 5.9 mg, 6 mg, 6.1 mg, 6.2 mg, 6.3 mg, 6.4 mg,
6.5 mg, 6.6 mg, 6.7 mg, 6.8 mg, 6.9 mg, 7mg, 7.1 mg, 7.2 mg, 7.3 mg, 7.4 mg, 7.5 mg, 7.6
mg, 7.7 mg, 7.8 mg, 7.9 mg, 8 mg, 8.1 mg, 8.2 mg, 8.3 mg, 8.4 mg, 8.5 mg, 8.6 mg, 8.7 mg,
8.8 mg, 8.9 mg, 9 mg, 9.1 mg, 9.2 mg, 9.3 mg, 9.4 mg, 9.5 mg, 9.6 mg, 9.7 mg, 9.8 mg, 9.9
mg, 10 mg, 11 mg, 12 mg, 13 mg, 14 mg, 15 mg, 16 mg, 17 mg, 18 mg, 19 mg, 20 mg, 21
mg, 22 mg, 23 mg, 24 mg, 25 mg, 26 mg, 27 mg, 28 mg, 29 mg, 30 mg, 31 mg, 32 mg, 33
mg, 34 mg, 35 mg, 36 mg, 37 mg, 38 mg, 39 mg, 40 mg, 41 mg, 42 mg, 43 mg, 44 mg, 45
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mg, 46 mg, 47 mg, 48 mg, 49 mg, 50 mg, 100 mg, 500 mg, 750 mg, or 1 g of robinetin (or
any derivative or salt thereof).

In some cases, administering a pharmaceutical composition herein to a patient can
comprise administering a daily dose of 0.1 mg, 0.2 mg, 0.3 mg, 0.4 mg, 0.5 mg, 0.6 mg, 0.7
mg, 0.8 mg, 0.9 mg, 1 mg, 1.1 mg, 1.2 mg, 1.3 mg, 1.4 mg, 1.5mg, 1.6 mg, 1.7 mg, 1.8 mg,
1.9mg, 2 mg, 2.1 mg, 2.2 mg, 2.3 mg, 2.4 mg, 2.5 mg, 2.6 mg, 2.7 mg, 2.8 mg, 2.9 mg, 3
mg, 3.1 mg, 3.2 mg, 3.3 mg, 3.4 mg, 3.5 mg, 3.6 mg, 3.7 mg, 3.8 mg, 3.9 mg, 4 mg, 4.1 mg,
42 mg, 43 mg, 44 mg, 45 mg, 46 mg, 4.7 mg, 48 mg, 49 mg, Smg, 5.1 mg, 5.2 mg, 5.3
mg, 5.4 mg, 5.5 mg, 5.6 mg, 5.7 mg, 5.8 mg, 5.9 mg, 6 mg, 6.1 mg, 6.2 mg, 6.3 mg, 6.4 mg,
6.5 mg, 6.6 mg, 6.7 mg, 6.8 mg, 6.9 mg, 7mg, 7.1 mg, 7.2 mg, 7.3 mg, 7.4 mg, 7.5 mg, 7.6
mg, 7.7 mg, 7.8 mg, 7.9 mg, 8 mg, 8.1 mg, 8.2 mg, 8.3 mg, 8.4 mg, 8.5 mg, 8.6 mg, 8.7 mg,
8.8 mg, 8.9 mg, 9 mg, 9.1 mg, 9.2 mg, 9.3 mg, 9.4 mg, 9.5 mg, 9.6 mg, 9.7 mg, 9.8 mg, 9.9
mg, 10 mg, 11 mg, 12 mg, 13 mg, 14 mg, 15 mg, 16 mg, 17 mg, 18 mg, 19 mg, 20 mg, 21
mg, 22 mg, 23 mg, 24 mg, 25 mg, 26 mg, 27 mg, 28 mg, 29 mg, 30 mg, 31 mg, 32 mg, 33
mg, 34 mg, 35 mg, 36 mg, 37 mg, 38 mg, 39 mg, 40 mg, 41 mg, 42 mg, 43 mg, 44 mg, 45
mg, 46 mg, 47 mg, 48 mg, 49 mg, 50 mg, 100 mg, 500 mg, 750 mg, or 1 g of tricetin (or
any derivative or salt thereof).

In some cases, administering a pharmaceutical composition herein to a patient can
comprise administering a daily dose of 0.1 mg, 0.2 mg, 0.3 mg, 0.4 mg, 0.5 mg, 0.6 mg, 0.7
mg, 0.8 mg, 0.9 mg, 1 mg, 1.1 mg, 1.2 mg, 1.3 mg, 1.4 mg, 1.5mg, 1.6 mg, 1.7 mg, 1.8 mg,
1.9mg, 2 mg, 2.1 mg, 2.2 mg, 2.3 mg, 2.4 mg, 2.5 mg, 2.6 mg, 2.7 mg, 2.8 mg, 2.9 mg, 3
mg, 3.1 mg, 3.2 mg, 3.3 mg, 3.4 mg, 3.5 mg, 3.6 mg, 3.7 mg, 3.8 mg, 3.9 mg, 4 mg, 4.1 mg,
42 mg, 43 mg, 44 mg, 45 mg, 46 mg, 4.7 mg, 48 mg, 49 mg, Smg, 5.1 mg, 5.2 mg, 5.3
mg, 5.4 mg, 5.5 mg, 5.6 mg, 5.7 mg, 5.8 mg, 5.9 mg, 6 mg, 6.1 mg, 6.2 mg, 6.3 mg, 6.4 mg,
6.5 mg, 6.6 mg, 6.7 mg, 6.8 mg, 6.9 mg, 7mg, 7.1 mg, 7.2 mg, 7.3 mg, 7.4 mg, 7.5 mg, 7.6
mg, 7.7 mg, 7.8 mg, 7.9 mg, 8 mg, 8.1 mg, 8.2 mg, 8.3 mg, 8.4 mg, 8.5 mg, 8.6 mg, 8.7 mg,
8.8 mg, 8.9 mg, 9 mg, 9.1 mg, 9.2 mg, 9.3 mg, 9.4 mg, 9.5 mg, 9.6 mg, 9.7 mg, 9.8 mg, 9.9
mg, 10 mg, 11 mg, 12 mg, 13 mg, 14 mg, 15 mg, 16 mg, 17 mg, 18 mg, 19 mg, 20 mg, 21
mg, 22 mg, 23 mg, 24 mg, 25 mg, 26 mg, 27 mg, 28 mg, 29 mg, 30 mg, 31 mg, 32 mg, 33
mg, 34 mg, 35 mg, 36 mg, 37 mg, 38 mg, 39 mg, 40 mg, 41 mg, 42 mg, 43 mg, 44 mg, 45
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mg, 46 mg, 47 mg, 48 mg, 49 mg, 50 mg, 100 mg, 500 mg, 750 mg, or 1 g of 7,3°,4°,5’-
tetrahydroxyflavone (or any derivative or salt thereof).

In some cases, administering a pharmaceutical composition herein to a patient can
comprise administering a daily dose of 0.1 mg, 0.2 mg, 0.3 mg, 0.4 mg, 0.5 mg, 0.6 mg, 0.7
mg, 0.8 mg, 0.9 mg, 1 mg, 1.1 mg, 1.2 mg, 1.3 mg, 1.4 mg, 1.5mg, 1.6 mg, 1.7 mg, 1.8 mg,
1.9mg, 2 mg, 2.1 mg, 2.2 mg, 2.3 mg, 2.4 mg, 2.5 mg, 2.6 mg, 2.7 mg, 2.8 mg, 2.9 mg, 3
mg, 3.1 mg, 3.2 mg, 3.3 mg, 3.4 mg, 3.5 mg, 3.6 mg, 3.7 mg, 3.8 mg, 3.9 mg, 4 mg, 4.1 mg,
42 mg, 43 mg, 44 mg, 45 mg, 46 mg, 4.7 mg, 48 mg, 49 mg, Smg, 5.1 mg, 5.2 mg, 5.3
mg, 5.4 mg, 5.5 mg, 5.6 mg, 5.7 mg, 5.8 mg, 5.9 mg, 6 mg, 6.1 mg, 6.2 mg, 6.3 mg, 6.4 mg,
6.5 mg, 6.6 mg, 6.7 mg, 6.8 mg, 6.9 mg, 7mg, 7.1 mg, 7.2 mg, 7.3 mg, 7.4 mg, 7.5 mg, 7.6
mg, 7.7 mg, 7.8 mg, 7.9 mg, 8 mg, 8.1 mg, 8.2 mg, 8.3 mg, 8.4 mg, 8.5 mg, 8.6 mg, 8.7 mg,
8.8 mg, 8.9 mg, 9 mg, 9.1 mg, 9.2 mg, 9.3 mg, 9.4 mg, 9.5 mg, 9.6 mg, 9.7 mg, 9.8 mg, 9.9
mg, 10 mg, 11 mg, 12 mg, 13 mg, 14 mg, 15 mg, 16 mg, 17 mg, 18 mg, 19 mg, 20 mg, 21
mg, 22 mg, 23 mg, 24 mg, 25 mg, 26 mg, 27 mg, 28 mg, 29 mg, 30 mg, 31 mg, 32 mg, 33
mg, 34 mg, 35 mg, 36 mg, 37 mg, 38 mg, 39 mg, 40 mg, 41 mg, 42 mg, 43 mg, 44 mg, 45
mg, 46 mg, 47 mg, 48 mg, 49 mg, 50 mg, 100 mg, 500 mg, 750 mg, or 1g of ficetin (or any
derivative or salt thereof).

The pharmaceutical methods and compositions described herein prevent, reduce, or
eliminate cancer treatment-induced cardiotoxicity in a patient. Accordingly, the methods and
compositions provided herein enable a patient to receive a therapy more frequently without
having the dosage regimen significantly altered by the risk of cardiotoxicity. The daily dose
of a chemotherapeutic drug, biologic agent or protective agent within the pharmaceutical
composition provided herein may be administered to a patient in one or more doses per day.
In some cases, the daily dose of the chemotherapeutic drug may be administered in a single
dose. In some cases, the daily dose of the chemotherapeutic drug may be divided into 1, 2, 3,
4,5,6,7,8,9, or 10 doses per day. For example, the daily dose of chemotherapeutic drug
(e.g., doxorubicin) can be divided into 3 doses per day. In some cases, the daily dose of the
chemotherapeutic drug may be divided into atleast 1, 2, 3,4, 5, 6, 7, 8, 9, 10, 15, 20, 25, 30,
35, 40, 45, 50, 55, or 60 infusions per hour. In some cases, each infusion of a composition
comprising a chemotherapeutic drug may last for at least 5 minutes, 10 minutes, 15 minutes,
20 minutes, 25 minutes, 30 minutes, 35 minutes, 40 minutes, 45 minutes, 50 minutes, 55
minutes, 1 hour, 1.5 hours, 2 hours, 2.5 hours, 3 hours, 3.5 hours, 4 hours, 4.5 hours, 5 hours,

5.5 hours, or 6 hours. In some cases, the daily dose of the biologic agent may be administered
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in a single dose. In some cases, the daily dose of the biologic agent may be divided into 1, 2,
3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, or 24 doses per day.
For example, the daily dose of biologic agent (e.g., bevacizumab) can be divided into 3 doses
per day. In some cases, the daily dose of the biologic agent may be divided into at least 1, 2,
3,4,5,6,7,8,9, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, or 60 infusions per hour. In some
cases, each infusion of a composition comprising a biologic agent may last for at least 5
minutes, 10 minutes, 15 minutes, 20 minutes, 25 minutes, 30 minutes, 35 minutes, 40
minutes, 45 minutes, 50 minutes, 55 minutes, 1 hour, 1.5 hours, 2 hours, 2.5 hours, 3 hours,
3.5 hours, 4 hours, 4.5 hours, 5 hours, 5.5 hours, or 6 hours. In some cases, the daily dose of
the protective agent may be administered in a single dose. In some cases, the daily dose of the
protective agent may be divided into 1, 2, 3,4, 5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18,
19, 20, 21, 22, 23, or 24 doses per day. For example, the daily dose of protective agent (e.g.,
myricetin) can be divided into 3 doses per day. In some cases, the daily dose of the protective
agent may be divided into at least 1, 2, 3, 4, 5, or 6 infusions per hour. In some cases, each
infusion of a composition comprising one or more protective agent(s) may last for at least 5
minutes, 10 minutes, 15 minutes, 20 minutes, 25 minutes, 30 minutes, 35 minutes, 40
minutes, 45 minutes, 50 minutes, 55 minutes, 1 hour, 1.5 hours, 2 hours, 2.5 hours, 3 hours,
3.5 hours, 4 hours, 4.5 hours, 5 hours, 5.5 hours, or 6 hours.

The pharmaceutical compositions described herein may be administered to a patient
one or more times per day. In some cases, the pharmaceutical composition may be
administered to a patient one time per day. In some cases, the pharmaceutical composition
may be administered to a patient at least 2 times, 3 times, 4 times 5 times, 6 times, 7 times, 8
times, 9 times, 10 times, 11 times, 12 times, 13 times, 14 times, 15 times, 16 times, 17 times,
18 times, 19 times, 20 times, 21 times, 22 times, 23 times, or 24 times per day. For example,
a pharmaceutical composition may be administered to a patient 3 times per day.

The pharmaceutical compositions described herein may be administered to a patient
for one or more days. In some cases, the pharmaceutical composition may be administered to
a patient for one day. In some cases, the pharmaceutical composition may be administered to
the patient for at least 2 days, 3 days, 4 days, 5 days, 6 days, 1 week, 2 weeks, 3 weeks, 1
month, 2 months, 3 months, 4 months, 5 months, 6 months, 7 months, 8 months, 9 months,
10 months, 11 months, 1 year, 2 years, 3 years, 4 years, 5 years, 6 years, 7 years, 8 years, 9
years, 10 years, 20 years, 30 years, 40 years, or 50 years. For example, a cancer patient may

be administered a pharmaceutical co-formulation of doxorubicin and myricetin for a period
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of at least 1 year. In some cases, the pharmaceutical composition may be administered to a
patient for two or more consecutive days. In some cases, the pharmaceutical composition
may be administered to a patient for two or more non-consecutive days. For example, a
patient may be administered a pharmaceutical composition every day, consecutively, for 4
days. In another example, a patient may be administered a pharmaceutical composition on
day 1, day 3, day 7, and day 15. In some cases, when a patient is administered a
pharmaceutical composition over a period of time, the dosage amount administered to the
patient on one day can be different from the dosage amount administered to the patient on a
subsequent day. For example, a patient may be administered 5 mg of a pharmaceutical
composition on the first day, and administered 10 mg of a pharmaceutical composition on a
subsequent day.

The pharmaceutical compositions described herein may be effective over time. In
some cases, the pharmaceutical composition may be effective for one or more days. In some
cases, the duration of efficacy of the pharmaceutical composition is over a long period of
time. In some cases, the efficacy of the pharmaceutical composition may be greater than 2
days, 3 days, 4 days, 5 days, 6 days, 1 week, 2 weeks, 3 weeks, or 1 month.

Methods provided herein can further comprise administering to the patient
dexrazoxane (or any derivative or salt thereof) as part of any of the pharmaceutical
compositions described herein. Such methods allow for the administration to a patient a
pharmaceutical composition containing at least one protective agent and dexrazoxane,
wherein the co-formulation of at least one protective agent and dexrazoxane can provide a
greater protective effect as compared to the administration of dexrazoxane alone. In some
cases, the administration of any of the pharmaceutical compositions described herein can
reduce the likelihood of cardiotoxicity across a patient pool by as much as 1%, 2%, 3%, 4%,
5%, 6%, 8%, 9%, 10%, 11%, 12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%., 20%, 21%, 22%
23%, 24%, 25%, 26%, 27%, 28%. 29%, 30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%,
39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%. 50%., 51%, 52%, 53%, 54%,
55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%., 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%,
T1%, 72%, 73%, T4%, 75%, 76%., T7%, 78%, 79%, 80%, 81%, 82%. 83%, 84%, 85%, 86%,
87%, 88%, 89%. 90%, 91%, 92%, 93%, 94%. 95%, 96%, 97%, 98%. 99% or 100%. For
example, if there is an 80% likelihood that patients in a patient pool that are administered
dexrazoxane will experience cardiotoxicity, administering to the patients a co-formulation of

myricetin and dexrazoxane can reduce the likelihood of experiencing cardiotoxicity by 75%,
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resulting in a 20% likelihood that the patients will experience cardiotoxicity. This greater
protective effect may also enable a larger population of patients, including those with pre-
existing cardiac conditions, to receive a cancer treatment (e.g., doxorubicin) to which they
would otherwise be precluded. In some cases, the dexrazoxane may be co-formulated within
the pharmaceutical composition, in that it is mixed within the pharmaceutical composition, or
exist as a distinct entity. In some cases, the cancer treatment, protective agent, and
dexrazoxane may be administered concurrently. In some cases, the cancer treatment,
protective agent, and dexrazoxane may be administered sequentially. In one example, a
cancer patient may be administered a co-formulation of chemotherapeutic drug, dexrazoxane,
and myricetin in a single dose at least one time per day. In another example, a cancer patient
may be administered dexrazoxane, and subsequently administered myricetin.

The dose of dexrazoxane (or any derivative or salt thereof) administered within the
pharmaceutical composition can be greater than 0.1 mg/m”, 1mg/m?, 2 mg/m*, 3 mg/m?, 4
mg/m’, 5 mg/m’, 6 mg/m’, 7 mg/m*, 8 mg/m?, 9 mg/m*, 10 mg/m?, 11 mg/m?, 12 mg/m’, 13
mg/m’, 14 mg/m’*, 15 mg/m?, 16 mg/m’, 17 mg/m>, 18 mg/m*, 19 mg/m?, 20 mg/m?, 21
mg/m’, 22 mg/m’, 23 mg/m?, 24 mg/m’, 25 mg/m*, 26 mg/m”*, 27 mg/m?, 28 mg/m?, 29
mg/m’, 30 mg/m*, 31 mg/m?, 32 mg/m’, 33 mg/m’, 34 mg/m’*, 35 mg/m?, 36 mg/m?, 37
mg/m’, 38 mg/m*, 39 mg/m?, 40 mg/m’, 41 mg/m’>, 42 mg/m’, 43 mg/m’, 44 mg/m’, 45
mg/m’, 46 mg/m’*, 47 mg/m?, 48 mg/m’, 49 mg/m’, 50 mg/m*, 51 mg/m’, 52 mg/m?, 53
mg/m’, 54 mg/m’*, 55 mg/m?, 56 mg/m’, 57 mg/m’, 58 mg/m’*, 59 mg/m’, 60 mg/m?, 61
mg/m’, 62 mg/m’*, 63 mg/m*, 64 mg/m’, 65 mg/m*, 66 mg/m”*, 67 mg/m?, 68 mg/m>, 69
mg/m’, 70 mg/m*, 71 mg/m?, 72 mg/m’, 73 mg/m>, 74 mg/m’*, 75 mg/m?, 76 mg/m>, 77
mg/m’, 78 mg/m*, 79 mg/m?, 80 mg/m’, 81 mg/m’, 82 mg/m’, 83 mg/m’, 84 mg/m”’, 85
mg/m’, 86 mg/m’*, 87 mg/m?, 88 mg/m’, 89 mg/m’, 90 mg/m*, 91 mg/m’, 92 mg/m?, 93
mg/m’, 94 mg/m’*, 95 mg/m?, 96 mg/m’, 97 mg/m*, 98 mg/m*, 99 mg/m’, 100 mg/m>, 150
mg/m*, 200 mg/m?, 300 mg/m’, 350 mg/m*, 400 mg/m?, 450 mg/m*, 500 mg/m?, 750 mg/m’,
1 g/m* 5 g/m* 10 g/m’, or higher. In a particular example, administering a pharmaceutical
composition to a patient can comprise administering a co-formulation of a protective agent of
Formula 1 or Formula 2 (e.g., myricetin) with 50 mg/m” of dexrazoxane.

In some cases, administering a pharmaceutical composition described herein to a
patient can comprise administering a dose of about 0.1 mg/kg, 0.2 mg/kg, 0.3 mg/kg, 0.4
mg/kg, 0.5 mg/kg, 0.6 mg/kg, 0.7 mg/kg, 0.8 mg/kg, 0.9 mg/kg, 1 mg/kg, 1.5 mg/kg, 2
mg/kg, 2.5 mg/kg, 3mg/kg, 3.5 mg/kg, 4 mg/kg, 4.5 mg/kg, 5 mg/kg, 6 mg/kg, 7 mg/kg, 8
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mg/kg, 9 mg/kg, 10 mg/kg, 11 mg/kg, 12 mg/kg, 13 mg/kg, 14 mg/kg, 15 mg/kg, 16 mg/kg,
17 mg/kg, 18 mg/kg, 19 mg/kg, 20 mg/kg, 21 mg/kg, 22 mg/kg, 23 mg/kg, 24 mg/kg, 25
mg/kg, 26 mg/kg, 27 mg/kg, 28 mg/kg, 29 mg/kg, 30 mg/kg, 31 mg/kg, 32 mg/kg, 33 mg/kg,
34 mg/kg, 35 mg/kg, 36 mg/kg, 37 mg/kg, 38 mg/kg, 39 mg/kg, 40 mg/kg, 41 mg/kg, 42
mg/kg, 43 mg/kg, 44 mg/kg, 45 mg/kg, 46 mg/kg, 47 mg/kg, 48 mg/kg, 49 mg/kg, 50 mg/kg,
51 mg/kg, 52 mg/kg, 53 mg/kg, 54 mg/kg, 55 mg/kg, 56 mg/kg, 57 mg/kg, 58 mg/kg, 59
mg/kg, 60 mg/kg, 61 mg/kg, 62 mg/kg, 63 mg/kg, 64 mg/kg, 65 mg/kg, 66 mg/kg, 67 mg/kg,
68 mg/kg, 69 mg/kg, 70 mg/kg, 71 mg/kg, 72 mg/kg, 73 mg/kg, 74 mg/kg, 75 mg/kg, 76
mg/kg, 77 mg/kg, 78 mg/kg, 79 mg/kg, 80 mg/kg, 81 mg/kg, 82 mg/kg, 83 mg/kg, 84 mg/kg,
85 mg/kg, 86 mg/kg, 87 mg/kg, 88 mg/kg, 89 mg/kg, 90 mg/kg, 90 mg/kg, 95 mg/kg, 100
mg/kg, 110 mg/kg, 120 mg/kg, 130 mg/kg, 140 mg/kg, 150 mg/kg, 160 mg/kg, 170 mg/kg,
180 mg/kg, 190 mg/kg, 200 mg/kg, 300 mg/kg, 400 mg/kg, 500 mg/kg of a protective agent
of Formula 1 or Formula 2. In some aspects, the protective agent can be selected from the
group consisting of myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°.4°,5’-
tetrahydroxyflavone, dihydrorobinetin, myricitrin and a derivative or salt thereof. In one
embodiment, the patient is administered intravenously with a protective agent at 0.5 mg/kg, 1
mg/kg, 1.5 mg/kg, 2 mg/kg, 2.5 mg/kg, 3mg/kg, 3.5 mg/kg, 4 mg/kg, 4.5 mg/kg, S mg/kg, 6
mg/kg, 7 mg/kg, 8 mg/kg, 9 mg/kg, 10 mg/kg, 11 mg/kg, 12 mg/kg, 13 mg/kg, 14 mg/kg, 15
mg/kg, 16 mg/kg, 17 mg/kg, 18 mg/kg, 19 mg/kg, 20 mg/kg, 21 mg/kg, 22 mg/kg, 23 mg/kg,
24 mg/kg, 25 mg/kg, 26 mg/kg, 27 mg/kg, 28 mg/kg, 29 mg/kg, 30 mg/kg, 31 mg/kg, 32
mg/kg, 33 mg/kg, 34 mg/kg, 35 mg/kg, 36 mg/kg, 37 mg/kg, 38 mg/kg, 39 mg/kg, 40 mg/kg,
41 mg/kg, 42 mg/kg, 43 mg/kg, 44 mg/kg, 45 mg/kg, 46 mg/kg, 47 mg/kg, 48 mg/kg, 49
mg/kg, 50 mg/kg, 60 mg/kg, 70 mg/kg, 80 mg/kg, 90 mg/kg, or 100 mg/kg, 150 mg/kg, or
200 mg/kg. In one embodiment, the patient is administered with myricetin at a dose between
about 0.5 mg/kg and about 50 mg/kg at least 10 minutes before administering an
anthracycline (e.g., doxorubicin, epirubicin, or idarubicin). In one embodiment, the patient is
administered with myricetin at a dose between about 0.5 mg/k and about 100 mg/kg at least
10 minutes before administering an anthracycline (e.g., doxorubicin, epirubicin, or
idarubicin). In one embodiment, the patient is administered intravenously with myricetin at a
dose between about 0.5 mg/kg and about 200mg/kg at least 30 minutes prior to the
administration of an anthracycline (e.g., doxorubicin, epirubicin, or idarubicin). In one
embodiment, the patient is administered intravenously with myricetin at a dose between

about 0.5 mg/kg and about 200 mg/kg at least 1 hour prior to the administration of an
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anthracycline (e.g., doxorubicin, epirubicin, or idarubicin). In one embodiment, the patient is
administered intravenously with myricetin at a dose between about 0.5 mg/kg and about 200
mg/kg of myricetin at least 2 hours before the administration of an anthracycline (e.g.,
doxorubicin, epirubicin, or idarubicin). In one embodiment, the patient is administered
intravenously with a dose between about 0.5 mg/kg and about 200 mg/kg of myricetin at least
4 hours prior to the administration of an anthracycline (e.g., doxorubicin, epirubicin, or
idarubicin). In one embodiment, the patient is administered intravenously with myricetin at a
dose between about 0.5 mg/kg and about 200 mg/kg of myricetin at least 6 hours before the
administration of an anthracycline (e.g., doxorubicin, epirubicin, or idarubicin). In one
embodiment, the patient is administered intravenously with myricetin at a dose between
about 0.5 mg/kg and about 200 mg/kg of myricetin within 6 hours after the administration of
an anthracycline (e.g., doxorubicin, epirubicin, or idarubicin). In one embodiment, myricetin
is administered orally at a dose between 0.5 mg/kg and 200 mg/kg at least 0.5, 1, 2, 3, 4, 5, or
6 hour(s) prior to the administration of an anthracycline (e.g., doxorubicin, epirubicin, or
idarubicin).

In some aspects, the patient is administered, for example, intravenously or orally with
a protective agent (e.g., myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4°,5’-
tetrahydroxyflavone, dihydrorobinetin, or myricitrin) at a dose between about 0.5 mg/kg and
about 200 mg/kg at least 4 hours prior to the first administration of an anthracycline (e.g.,

doxorubicin, epirubicin, or idarubicin) after the patient has been diagnosed with cancer.

Patient Response

The methods and compositions provided herein prevent, reduce, or eliminate
cardiotoxicity in a patient caused by chemotherapeutic drugs, biologic agents, or radiation
therapy. Furthermore, administering to a patient a pharmaceutical composition disclosed
herein may also prevent, reduce or eliminate cancer treatment-induced organ damage (e.g.,
organ damage caused by cardiac tissue damage, electrophysiological dysfunction,
mitochondrial toxicity, apoptosis, or oxidative stress).

The methods and compositions disclosed herein may generally reduce cardiotoxicity
in a patient. Examples of cardiotoxicity can include, but are not limited to, mitochondrial
toxicity, apoptosis, electrophysiological dysfunction (e.g., QT prolongation), mechanical
dysfunction (e.g., reduced cardiac ejection fraction), oxidative stress, cardiac tissue damage

(e.g., damage caused by oxidative stress, mitochondrial damage, or damage caused by an
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increase in the flux of reactive oxygen species), and cytotoxic injury to any organ (e.g., liver,
kidney, or pancreas) that is not the heart.

Mitochondrial toxicity can refer to any damage that decreases the number of the
active mitochondria within a given cell, tissue, organ, or organism. In some cases,
mitochondrial toxicity can be measured using an in vitro assay. One such method that can be
used for measuring mitochondrial toxicity is by co-exposing cells to (1) a cell-permeable
fluorescent dye that indicates cellular nuclei, and (2) tetramethylrhodamine methyl ester
(TMRM), a cell-permeable fluorescent dye that is sequestered by active mitochondria.
Mitochondrial toxicity can be calculated as the fraction of TMRM-positive cells to the total
number of cell nuclei. As measured by the in vitro assay, cancer treatment-induced
mitochondrial toxicity may be greater than 1%, 2%, 3%, 4%, 5%, 6%, 8%, 9%, 10%, 11%,
12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%, 21%, 22%. 23%, 24%, 25%, 26%, 27%,
28%. 29%, 30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%,
44%, 45%, 46%, 47%, 48%, 49%. 50%, 51%, 52%, 53%, 54%., 55%, 56%, 57%, 58%., 59%,
60%, 61%, 62%, 63%, 64%, 65%., 66%, 67%, 68%, 69%, 70%, T1%, 72%, 73%, 74%, 75%,
76%., T7%, 78%, 79%, 80%, 81%, 82%. 83%, 84%, 85%, 86%, 87%., 88%., 89%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98%, or 99% in cardiomyocytes, as compared to untreated
controls. For example, exposing cardiomyocytes to Imicromolar of doxorubicin for at least
48 hours can cause 100% mitochondrial toxicity, as compared to untreated control. The
pharmaceutical methods and compositions described herein generally reduce cancer
treatment-induced mitochondrial toxicity. As measured by the in vifro assay, exposing
cardiomyocytes to any of the pharmaceutical compositions described herein can reduce
mitochondrial toxicity as much as 100%, 99%, 98%, 97%, 96%, 95%, 94%, 93%, 92%, 91%,
90%, 89%, 88%., 87%, 86%, 85%, 84%. 83%, 82%, 81%, 80%, 79%, 78%, 77%, 76%, 75%,
T4%. 73%, 72%, T1%, 70%, 69%, 68%, 67%, 66%, 65%, 64%., 63%, 62%, 61%, 60%, 59%,
58%, 57%, 56%, 55%, 54%, 53%, 52%, 51%, 50%, 49%, 48%, 47%, 46%, 45%, 44%, 43%,
42%, 41%, 40%, 39%, 38%, 37%., 36%, 35%, 34%, 33%, 32%. 31%, 30%, 29%, 28%., 27%,
26%, 25%, 24%, 23%, 22%, 21%, 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%, 12%, 11%,

10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, or 1% as compared to cardiomyocytes exposed to a
cancer treatment in the absence of a protective agent. For example, exposing cardiomyocytes

to a co-formulation of Imicromolar doxorubicin and 115 micromolar of myricetin for at least
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48 hours can reduce mitochondrial toxicity by 30%, as compared to cardiomyocytes exposed
to 1 micromolar of doxorubicin.

Apoptosis can refer to a process by which a cell undergoes programmed cell death.
Detectable changes within a cell undergoing apoptosis include, but are not limited to, the
translocation of cytochrome C from the mitochondria, diminished mitochondrial function,
changes in membrane structure, increased proteolytic activity, and DNA fragmentation. In
some cases, apoptosis can be measured using an in vifro assay. One such method that can be
used for measuring apoptosis is by co-exposing cells to (1) a cell-permeable fluorescent dye
that indicates cellular nuclei, and (2) CellEvent Caspase 3/7 Detection Reagent, a fluorogenic
substrate for the activated caspase 3 that is uniquely present in apoptotic cells. Percentage
apoptosis can be calculated as the fraction of CellEvent-positive cells to the total number of
cell nuclei. As measured by the in vifro assay, cancer treatment-induced apoptosis may be
greater than 1%, 2%, 3%, 4%, 5%, 6%, 8%, 9%, 10%, 11%, 12%, 13%, 14%, 15%, 16%,
17%, 18%, 19%, 20%, 21%, 22%, 23%, 24%, 25%, 26%, 27%, 28%, 29%, 30%, 31%, 32%,
33%, 34%, 35%, 36%, 37%, 38%., 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%,
49%. 50%, 51%, 52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%,
65%, 66%, 67%, 68%, 69%, 70%, T1%, 72%, T3%, T4%, 75%, 76%., T1%, 78%, 79%, 80%,
81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%. 89%, 90%, 91%, 92%. 93%, 94%, 95%, 96%,
97%, 98%, or 99% in cardiomyocytes, as compared to untreated controls. For example,
exposing cardiomyocytes to Imicromolar of doxorubicin for at least 48 hours can cause
100% apoptosis, as compared to untreated control.

The pharmaceutical methods and compositions described herein may generally reduce
cancer treatment-induced apoptosis. As measured by the in vifro assay, exposing
cardiomyocytes to any of the pharmaceutical compositions described herein can reduce
apoptosis as much as 100%, 99%, 98%, 97%, 96%, 95%, 94%, 93%, 92%, 91%, 90%, 89%,
88%, 87%, 86%., 85%, 84%, 83%, 82%, 81%, 80%, 79%, 78%, T7%, 76%., 75%, 74%, 13%,
72%. 1%, 70%, 69%, 68%, 67%., 66%., 65%, 64%, 63%, 62%, 61%, 60%, 59%, 58%, 57%,
56%, 55%, 54%, 53%, 52%, 51%, 50%, 49%, 48%, 47%, 46%, 45%, 44%, 43%, 42%, 41%,
40%, 39%, 38%, 37%, 36%, 35%, 34%, 33%, 32%, 31%, 30%, 29%, 28%, 27%, 26%., 25%,
24%, 23%, 22%, 21%, 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%, 12%, 11%, 10%, 9%,
8%, 7%, 6%, 5%, 4%, 3%, 2%, or 1% as compared to cardiomyocytes exposed to a cancer
treatment in the absence of a protective agent. For example, exposing cardiomyocytes to a

co-formulation of Imicromolar doxorubicin and 115 micromolar of myricetin for at least 48
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hours can reduce mitochondrial toxicity by 30%, as compared to cardiomyocytes exposed to
1 micromolar doxorubicin.

Electrophysiological dysfunction can refer to any damage wherein the flow of ions
through a biological tissue is disrupted. For example, administering to a cancer patient a
chemotherapeutic drug (e.g., doxorubicin) may cause an acute myocardial infarction, wherein
ions can no longer flow through the damaged cardiac tissue resulting in a conduction block.
In some cases, electrophysiological dysfunction can comprise prolongation of the QT
interval, and can be measured using an iz vivo assay. The QT interval can be used to describe
the time between the start of the Q wave and the end of the T wave in an electrocardiogram.
QT prolongation may indicate delayed ventricular repolarization, and can predispose the
heart to early after-depolarizations (EADs) leading to re-entrant arrhythmia (e.g., Torsades de
Pointes). A QT interval may also depend on the length of the cardiac cycle (RR), the amount
of time between the onset of one QRS complex and the onset of the next QRS complex. A
corrected QT (QTc) interval may be used to represent a QT interval that has been corrected to
account for the cycle length. Bazett's formula (QTc=QT/vRR), Fridericia's formula
(QTc=QT/*VRR), or a regression analysis method (QTc=QT+0.154(1-RR)) may all be used
to calculate the QTc interval from the QT interval.

Administration of a chemotherapeutic drug, biologic agent, or radiation therapy to a
patient may cause QTc prolongation, above the baseline QTc interval of the patient, in the
absence of a protective agent. The baseline QTc¢ interval for a patient is the QTc¢ interval
measured in the patient prior to the administration of any drug. For example, administering to
a patient a chemotherapeutic drug (e.g., doxorubicin) in the absence of a protective agent can
cause a QTc prolongation of 40 milliseconds (ms) above the baseline QTc interval for the
patient. In some cases, administration of a chemotherapeutic drug, biologic agent, or
radiation therapy to a patient, particularly in the absence of a protective agent, may cause a
QTc prolongation of at least 1 ms, 2 ms, 3 ms, 4 ms, 5 ms, 6 ms, 7 ms, 8 ms, 9 ms, 10 ms, 15
ms, 20 ms, 25 ms, 30 ms, 35 ms, 40ms, 45 ms, 50 ms, 55 ms, 60 ms, 65 ms, 70 ms, 75 ms, 80
ms, 85 ms, 90 ms, 95 ms, or 100 ms above the baseline QTc interval of the patient.

Administration of any of the pharmaceutical compositions described herein can limit
the cancer treatment-induced QTc prolongation experienced by the patient, above the
baseline QTc interval of the patient. For example, administering to a patient a co-formulation
of a chemotherapeutic drug (e.g., doxorubicin) and a protective agent (e.g., myricetin) can

cause a QTC prolongation of less than 5 ms. In some cases, the pharmaceutical compositions
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described herein can cause less than a 100 ms, 95 ms, 90 ms, 85 ms, 80 ms, 75 ms, 70 ms, 65
ms, 60 ms, 55 ms, 50 ms, 45 ms, 40 ms, 35 ms, 30 ms, 25 ms, 20 ms, 15 ms, 10 ms, 9 ms, 8
ms, 7 ms, 6 ms, 5 ms, 4 ms, 3 ms, 2 ms, or 1 ms increase in QTc¢ prolongation above the
baseline QTc interval of the patient.

In some cases, electrophysiological dysfunction can also comprise diminished
electrical activity, and can be measured using an in vifro assay. Multielectrode arrays (MEAs)
are devices that contain multiple planar conductive electrodes on which cells (e.g.,
cardiomyocytes) may be contacted. Although the size and shape of the electrical recording
measured from an MEA can depend on several factors (e.g., cell homogeneity, contact
between the cell and an electrode, geometry of an MEA), temporal changes can be measured
by the electrode to provide information on the electrical activity of the contacting cells (e.g.,
percentage of active electrodes, field potential duration, and beat rate).

Exposing cardiomyocytes to a chemotherapeutic drug, biologic agent, or radiation
therapy, in the absence of a protective agent, may cause a temporal decrease in the percentage
of active electrodes (e.g., an electrode that is able to measure some electrical activity from the
contacting cell), as measured by the in vifro assay. For example, exposing cardiomyocytes to
1 micromolar of doxorubicin for at least 24 hours can cause a 50% decrease in the number of
active electrodes, as compared to time zero. In some cases, exposing cardiomyocytes to a
cancer treatment (e.g., doxorubicin)in the absence of a protective agent (e.g., myricetin) can
cause as much as a 100%, 99%, 98%, 97%, 96%, 95%, 94%, 93%, 92%, 91%, 90%, 89%,
88%, 87%, 86%, 85%, 84%, 83%, 82%, 81%, 80%, 79%, 78%, 77%, 76%, 75%, T4%, 73%,
72%. T1%, 70%, 69%, 68%, 67%., 66%, 65%., 64%, 63%, 62%, 61%, 60%, 59%, 58%, 57%,
56%, 55%, 54%, 53%, 52%, 51%, 50%, 49%, 48%, 47%, 46%, 45%, 44%, 43%, 42%, 41%,
40%, 39%, 38%, 37%, 36%, 35%, 34%, 33%, 32%, 31%, 30%, 29%, 28%, 27%, 26%, 25%,
24%, 23%, 22%, 21%, 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%, 12%, 11%, 10%, 9%,

8%, 7%, 6%, 5%, 4%, 3%, 2%, or 1% reduction in the number of active electrodes, as
measured by the in vifro assay. In a particular example, exposing cardiomyocytes to 1 uM
doxorubicin for at least 24 hours can cause as much as a 50% reduction in the number of
active electrodes.
The pharmaceutical methods and compositions described herein generally reduce
cancer treatment-induced electrophysiological dysfunction (e.g., decrease in the number of
active electrodes). As measured by the in vitro assay, exposing cardiomyocytes to any of the

pharmaceutical compositions described herein may induce less than a 1%, 2%, 3%, 4%, 5%,
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6%, 8%, 9%, 10%, 11%, 12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%, 21%, 22%,
23%, 24%, 25%, 26%, 27%, 28%. 29%, 30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%,
39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%. 50%., 51%, 52%, 53%, 54%,
55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%., 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%,
T1%, 72%, 3%, T4%, 75%, 76%., T7%, 78%, 79%, 80%, 81%, 82%. 83%, 84%, 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, or 99% decrease in the
number of active electrodes, as compared to cardiomyocytes exposed to a cancer treatment in
the absence of a protective agent. For example, exposing cardiomyocytes to a co-formulation
of 1 uM doxorubicin and 100 uM myricetin for at least 24 hours can induce less than a 5%
decrease in the number of active electrodes.

The pharmaceutical methods and compositions described herein generally reduce the
risk that the patient will experience cardiotoxicity with the administration of a cancer
treatment. In some cases, the pharmaceutical methods and compositions described herein can
reduce the risk of cardiotoxicity in the patient by 100%, 99%, 98%, 97%, 96%, 95%, 94%,
93%. 92%, 91%, 90%, 89%, 88%., 87%, 86%., 85%, 84%, 83%, 82%. 81%, 80%, 79%, 78%,
77%, 76%, 75%, T4%, T3%, 72%, 1%, 70%, 69%, 68%, 67%, 66%, 65%, 64%, 63%, 62%,
61%, 60%, 59%, 58%, 57%, 56%., 55%, 54%, 53%, 52%, 51%, 50%, 49%, 48%, 47%, 46%,
45%, 44%, 43%, 42%, 41%, 40%, 39%, 38%, 37%, 36%, 35%, 34%, 33%, 32%, 31%, 30%,
29%, 28%, 27%, 26%, 25%, 24%, 23%, 22%, 21%, 20%, 19%, 18%, 17%, 16%, 15%, 14%,
13%, 12%, 11%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, or 1%. In some cases, the
pharmaceutical methods and compositions disclosed herein may reduce the risk of
cardiotoxicity in the patient by greater than 10%, 11%, 12%, 13%, 14%, 15%, 16%, 17%,
18%, 19%, 20%, 21%, 22%, 23%, 24%, 25%, 26%, 27%, 28%. 29%, 30%, 31%, 32%., 33%,
34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%,
50%, 51%, 52%. 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%., 63%, 64%, 65%,
66%, 67%, 68%, 69%, T0%, 1%, 72%, 73%, T4%, 75%, 76%, 77%, 78%, 79%, 80%, 81%,
82%, 83%, 84%. 85%, 86%, 87%, 88%, 89%. 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,
98%, or 99%. For example, if a patient has a 90% risk for experiencing QT prolongation
when administered a chemotherapeutic drug (e.g., doxorubicin, epirubicin, or idarubicin) in
the absence of a protective agent (e.g., myricetin, vitexin, robinetin, tricetin, ficetin,
7,3’,4°,5 -tetrahydroxyflavone, myricitrin and/or a derivative or salt thereof), the patient may
experience a 50% reduction of risk for QT prolongation when the protective agent is

administered separately or as a co-formulation with a chemotherapeutic drug, resulting in a
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45% risk for QT prolongation in the patient. For example, in one particularly embodiment,
the patient is administered intravenously with a protective agent (e.g., myricetin, vitexin,
robinetin, tricetin, ficetin, 7,3”,4’,5 -tetrahydroxyflavone, myricitrin and/or a derivative or
salt thereof) at a dose between about 0.5 mg/kg and about 100 mg/kg at least 30 minute, 1
hour, 2 hours, 3 hours, 4 hours, 5 hours, or 6 hours prior to the administration of
chemotherapeutic drug (e.g., doxorubicin, epirubicin, or idarubicin), wherein the risk for QT
prolongation is reduced by at least 30%, 40%, 50%, 60%, 70%, 80%, or 90% as compared to
that of control that did not receive the protective agent.

The effect of anthracycline-induced cardiotoxicity on contractility can be also
assessed by measuring fractional shortening (FS) and ejection fraction (EF) which are indices
of systolic function. An anthracycline such as doxorubicin can have a profound impact on
contractile properties. However, a patient administered with a protective agent of Formula 1
or Formula 2 (e.g., myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4°,5’-
tetrahydroxyflavone, dihydrorobinetin, myricitrin and/or a derivative or salt thereof) can
experience significantly reduced, e.g., doxorubicin-induced cardiotoxicity as observed by
marked improvements in FS and EF. For example, myricetin can rescue anthracycline-
induced FS and EF dysfunction by at least 30%, 40%, 50%, 60%, 70%, 80%, 90% in the
patient as compared to a control group that has been treated with anthracycline, but not dosed
with the protective agent.

The term “about” when referring to a number or a numerical range means that the
number or numerical range referred to is an approximation within experimental variability (or
within statistical experimental error), and thus the number or numerical range may vary from,
for example, between 1% and 10% of the stated number or numerical range.

The term “therapeutically effective amount” may generally refer to the amount (or
dose) of a compound or other therapy that is minimally sufficient to prevent, reduce, treat or
eliminate a condition, or risk thereof, when administered to a subject in need of such
compound or other therapy. In some instances, the term “therapeutically effective amount”
may refer to that amount of compound or other therapy that is sufficient to have a
prophylactic effect when administered to a subject. The therapeutically effective amount
may vary; for example, it may vary depending upon the subject’s condition, the weight and
age of the subject, the severity of the disease condition, the manner of administration and the

like, all of which may be determined by one of ordinary skill in the art.
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COMPOSITIONS

The pharmaceutical compositions disclosed herein may comprise a protective agent
disclosed in Formula 1 or Formula 2 (e.g., myricetin, vitexin, robinetin, tricetin, ficetin,
7,3’,4’,5 -tetrahydroxyflavone, dihydrorobinetin, myricitrin and/or a derivative or salt
thereof). The pharmaceutical composition may comprise one or more protective agents in
any combination, two or more agents in any combination, three or more protective agents in
any combination, or four or more protective agents in any combination. In some cases, the
pharmaceutical composition can be a co-formulation of at least two protective agents (e.g.,
myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4°,5’-tetrahydroxyflavone, myricetin
(myricitrin), dexrazoxane, and/or a derivative or salt thereof), or a co-formulation of at least
one protective agent and a cancer treatment (e.g., chemotherapeutic drug, biologic agent,
protein kinase inhibitor or radiation therapy). The protective agents within the pharmaceutical
composition may reduce, eliminate or prevent cardiotoxicity induced by the cancer treatment.
Additionally, the protective agents within the pharmaceutical composition may also reduce,
eliminate or prevent organ damage induced by the cancer treatment. In one example, this
disclosure provides a co-formulation comprising myricetin and dexrazoxane. In another
example, this disclosure provides a co-formulation comprising the chemotherapeutic drug
doxorubicin and myricetin.

In some cases, at least one of the protective agents in the composition may be a
flavonoid, or a derivative thereof. Generally, a flavonoid may be any compound with a 15-
carbon skeleton backbone consisting of two phenyl and one heterocyclic ring. Flavonoids
may belong to any of the following classes of compounds including, but not limited to,
anthroxanthins, flavanones, flavonols, flavanonols, flavans, anthocyanadins, bioflavonoids,
isoflavonoids, isoflavones, isoflavanes, isoflavandiols, isoflavenes, or neoflavonoids. Non-
limiting examples of flavonoids include ayanin, carlinoside, dihydrodaidzein,
dihydroobavatin, irigenin, isoanhydroicaritin, isokurarinone, isoxanthohumol, gardenin,
lupiwighteone, methoxypuerarin, mirificin, myricetin, myricetrin (myricitrin),
dihydromyricetin, pyrroside, kaempferol, quercetin, swertisin, syzalterin, tricetin, ficetin,
robinetin, dihydrorobinetin, 7,3’,4’,5 -tetrahydoxylflavone, 5,7,3”,4’,5 -pentahydoxyflavone
or thevetiaflavone. In one example, a pharmaceutical composition disclosed herein may
comprise the flavone such as 7,374’5 -tetrahyodxyflavone and tricetin. In another example,
a pharmaceutical composition disclosed herein may comprise the flavonol such as myricetin,

ficetin, robinetin, quercetin and kaempferol. In another example, a pharmaceutical
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composition disclosed herein may comprise myricetrin. In an additional example, a
pharmaceutical composition disclosed herein may comprise the flavanolol such as
dihydromyricetin and dihydrorobinetin. In yet another example, a pharmaceutical
composition disclosed herein may comprise a co-formulation of dexrazoxane and the
flavonoid myricetin. In particular, the flavonoid myricetin may regulate mitochondrial
toxicity in the heart by altering the activity of pyruvate dehydrogenase kinase (PDK4), a
protein that may regulate enzymatic activity in cardiac tissue

In some cases, the pharmaceutical compositions described herein may comprise a

compound according to Formula 1,

Formula 1

wherein:

X'is CRR®, NR’, O, S, C=0, or C=S,;

each of R', RZ R’, R>, R® R’ and R is independently alkyl, alkenyl, alkynyl,
alkoxy, acyl, acyloxy, carboxylic acid, ester, amine, amide, carbonate, carbamate, nitro,
thioether, thioester, cycloalkyl, heteroalkyl, heterocyclyl, monosaccharide, aryl, or heteroaryl,
any of which is substituted or unsubstituted, halogen, hydroxyl, sulthydryl, nitro, nitroso,
cyano, azido, or H;

R* R’ and R® are alkoxy, hydroxyl or H;

W'isOorS; or

a salt thereof.

In some aspects, X! can be O or S; each of R', R?, R, R’, and R" can be
independently alkoxy, cycloalkyl, halogen, hydroxyl, sulthydryl, nitro, nitroso, cyano, azido,
or H; and each of R*, R” and R® can be alkoxy, hydroxyl or H.
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In some aspects, X! can be O; each of R', R%, R*, R’ and R" can be independently
alkoxy, cycloalkyl, halogen, hydroxyl, sulfhydryl, nitro, nitroso, cyano, azido, or H; and each
of R*, R” and R® can be alkoxy, hydroxyl or H.

In yet other aspects, X' can be O; each of R' and R” can be independently hydroxyl or
H; each of R’, R” and R" can be cycloalkyl, heterocyclyl, hydroxyl, or H; R* can be
hydroxyl; and R” and R® can be hydroxyl or H.

In yet other aspects, X' can be O; R' can be hydroxyl; each of R” and R® can be
independently hydroxyl or H; R” and R'” can be H; R* can be hydroxyl; and R” and R® can be
hydroxyl or H.

In yet other aspects, X' is O; R' is hydroxyl; each of R? and R’ can be independently
hydroxyl or H; R’ can be heterocyclyl or H; of R' is H; R can be independently hydroxyl or
H; and each of R” and R® can be independently hydroxyl or H.

In yet other aspects, X' is O; R' is hydroxyl; each of R? and R’ can be independently
hydroxyl or H; R’ can be cycloalkyl, hydroxyl or H; R'” is H; R4 is hydroxyl; and each of R’
and R® can be independently hydroxyl or H. In one embodiment, cycloalkyl of R’ can be a
monosaccharide.

In a particular example, the compound can be of the following formula:

In a particular example, the compound can be myricetin. In one particular example, the
compound can be robinetin. In one particular example, the compound can be tricetin.
In one particular example, the compound can be 7,3',4' 5'-tetrahydroxyflavone. In one
particular example, the compound can be ficetin. In one particular example, the compound
can be kaempferol. In one particular example, the compound can be quercetin.

In a particular example, a protective agent within the pharmaceutical composition can

be a compound with the following structure:
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In a particular example, a protective agent within the pharmaceutical composition can be

5  vitexin, wherein vitexin has the following structure:

10

In a particular example, the compound may be a compound according to Formula 1, wherein
R' is hydroxyl, R” is hydroxyl, R’ is monosaccharide, R* is hydroxyl, R’ is hydroxyl, R® is
hydroxyl, R? is H, R"is H, X'is O, and W' is O, or a salt thereof. In a particular example, the

15 compound can be of the following formula:
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In a particular example, the compound can be myricetrin/myricitrin.

In some cases, the monosaccharide can be a natural or unnatural sugar molecule. Non-
limiting examples of a monosaccharide include glucose, dextrose, fructose, galactose
mannose, ribose, deoxyribose, D-allose, L-allose, D-altrose, L-altrose, D-fucose, L-fucose,
D-gulose, L-gulose, D-sorbose, D-tagatose, D-arabinose, L-arabinose, D-lyxose, L-lyxose,
rhamnose, D-ribose, ribulose, sucroribulose, D-xylose, D-erythrose, L-erythrose, erythrulose,
D-threose, and L-threose.

In some cases, the pharmaceutical compositions described herein may comprise a

compound according to Formula 2,

RZ w'

Formula 2

wherein:
X'is CRR®, NR’, O, S, C=0, or C=S,;
""" represents a single or double bond,;

each of R', RZ R’, R>, R® R’ and R is independently alkyl, alkenyl, alkynyl, alkoxy, acyl,

acyloxy, carboxylic acid, ester, amine, amide, carbonate, carbamate, nitro, thioether,

thioester, cycloalkyl, heteroalkyl, heterocyclyl, monosaccharide, aryl, or heteroaryl, any of
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which is substituted or unsubstituted, halogen, hydroxyl, sulthydryl, nitro, nitroso, cyano,
azido, or H;

R*, R” and R® are hydroxyl;

wW'isOorS;

or a salt thereof.

In one particular example, the pharmaceutical compositions Formula 2 may comprise
a dihydrorobinetin.

In some cases, the cancer treatment within the pharmaceutical composition described
herein may be a chemotherapeutic drug (e.g., anthracyclines, protein kinase inhibitors, and
proteasome inhibitors). Generally, the chemotherapeutic drug may be a drug that can induce
cardiotoxicity in a patient or subject. Non-limiting examples of an anthracycline may include
daunorubicin, doxorubicin, epirubicin, idarubicin, mitoxantrone, or valrubicin. Non-limiting
examples of a protein kinase inhibitor may include a tyrosine kinase inhibitor, afatinib,
axitinib, bosutinib, cabozantinib, carfilzomib, ceritinib, cobimetanib, crizotinib, dabrafenib,
dasatinib, erlotinib, everolimus, gefitinib, ibrutinib, imatinib, lapatinib, lenvatinib, nilotinib,
nintedanib, osimertinib, palbociclib, pazopanib, pegaptanib, ponatinib, regorafenib,
ruxolitinib, sirolimus, sorafenib, sunitinib, tofacitinib, tofacitinib, temsirolimus, trametinib,
vandetanib, vemurafenib, or vismodegib. Non-limiting examples of tyrosine kinase inhibitors
that cause cardiotoxicity include dasatinib, imatinib, lapatinib, mesylate, nilotinib, sorafenib
and sunitinib. Non-limiting example of proteasome inhibitors include bortezomib.

In some cases, a pharmaceutical composition disclosed herein may comprise a co-
formulation of an anthracycline (e.g., doxorubicin) and a compound of Formula 1 or Formula
2 (e.g., myricetin, vitexin, robinetin, tricetin, ficetin, 7,3’,4’,5’-tetrahydroxyflavone,
dihydrorobinetin, myricitrin, and/or a derivative or salt thereof). For example, the
pharmaceutical composition comprises a co-formulation of doxorubicin and myricetin. In
another example, the pharmaceutical composition disclosed herein may comprise a co-
formulation of a protein kinase inhibitor or proteasome inhibitor (e.g., afatinib or bortezomib)
and myricetin. In another example, the pharmaceutical composition disclosed herein may
comprise a co-formulation of tyrosine kinase inhibitor and a protective agent. In one

embodiment, the pharmaceutical composition disclosed herein may comprise a co-

53



10

15

20

25

30

WO 2017/136774 PCT/US2017/016582

formulation of sunitinib and myricetin. In another example, the pharmaceutical composition
disclosed herein may comprise a co-formulation of sorafenib and myricetin.

In some cases, the cancer treatment within the pharmaceutical composition described
herein may be a biologic agent (e.g., an antibody). Non-limiting examples of a biologic agent
include adotrastuzumabemtansine, alemtuzumab, bevacizumab, blinatumomab, brentuximab
vedotin, catumaxomab, cetuximab, gemtuzumab ozogamicin, ibritumomab tiuxetan,
ipilimumab, necitumumab, nivolumab, obinutuzumab, ofatumumab, panitumumab,
pembrolizumab, pertuzumab, ramucirumab, rituximab, tositumomab-I131, or trastuzumab.
For example, a pharmaceutical composition disclosed herein may comprise a co-formulation
of bevacizumab and myricetin. For example, a pharmaceutical composition disclosed herein
may comprise a co-formulation of trastuzumab and myricetin.

The compounds of the current disclosure, or their pharmaceutically acceptable salts
may contain one or more asymmetric centers and may thus give rise to enantiomers,
diastereomers, and other stereoisomeric forms that are defined, in terms of absolute
stereochemistry, as (R)- or (S)- or, as (D)- or (L)- for amino acids. The present invention is
meant to include all such possible isomers, as well as their racemic and optically pure forms.
A “stereoisomer” refers to a compound made up of the same atoms bonded by the same
bonds but having different three-dimensional structures, which are not interchangeable. The
present disclosure contemplates various stereoisomers and mixtures thereof and includes
“enantiomers”, which refers to two stereoisomers whose molecules are nonsuperimposeable
mirror images of one another. Optically active (+) and (-), (R)- and (S)-, or (D)- and
(L)- isomers may be prepared using chiral synthons or chiral reagents, or resolved using
conventional techniques, for example, chromatography and fractional crystallization.
Conventional techniques for the preparation/isolation of individual enantiomers include chiral
synthesis from a suitable optically pure precursor or resolution of the racemate (or the
racemate of a salt or derivative) using, for example, chiral high pressure liquid
chromatography (HPLC). When the compounds described herein contain olefinic double
bonds or other centers of geometric asymmetry, and unless specified otherwise, it is intended
that the compounds include both E and Z geometric isomers.

When desired, the (R)- and (S)-isomers of the compounds of the present disclosure, if
present, may be resolved by methods known to those skilled in the art, for example by
formation of diastereoisomeric salts or complexes which may be separated, for example, by

crystallization; via formation of diasteroisomeric derivatives which may be separated, for
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example, by crystallization, gas-liquid or liquid chromatography; selective reaction of one
enantiomer with an enantiomer-specific reagent, for example enzymatic oxidation or
reduction, followed by separation of the modified and unmodified enantiomers; or gas-liquid
or liquid chromatography in a chiral environment, for example on a chiral support, such as
silica with a bound chiral ligand or in the presence of a chiral solvent. Alternatively, a
specific enantiomer may be synthesized by asymmetric synthesis using optically active
reagents, substrates, catalysts or solvents, or by converting one enantiomer to the other by
asymmetric transformation.

Compounds may be dosed in their enantiomerically pure form. In some examples, the
compound has an enantiomeric excess greater than about 50%, 60%, 70%, 80%, 90%, 95%,
96%, 97%, 98%, or 99%. Compounds may be dosed in their diasteriomerically pure form. In
some examples, the compound has a diasteriomeric excess greater than about 50%, 60%,
70%, 80%, 90%, 95%, 96%, 97%, 98%, or 99%.

Stereocenters may be defined using the Cahn—Ingold—Prelog priority rules.
Compounds may have stereocenters in the R-configuration. Compounds may have
stereocenters in the S-configuration.

Some compounds may exhibit polymorphism. It is to be understood that the present
disclosure encompasses any racemic, optically-active, polymorphic, or stereoisomeric form,
or mixtures thereof, of a compound of the disclosure, which possesses the useful properties
described herein, it being well known in the art how to prepare optically active forms (for
example, by resolution of the racemic form by recrystallization techniques, by synthesis from
optically-active starting materials, by chiral synthesis, or by chromatographic separation
using a chiral stationary phase).

In certain particular embodiments, more than one compound of the current disclosure
may be administered at a time to a subject. In some embodiments, two compounds of the
current disclosure in combination may act synergistically or additively, and either compound
may be used in a lesser amount than if administered alone.

In certain embodiments, compounds disclosed herein and/or pharmaceutical
compositions thereof can be used in combination therapy with other therapeutic agents. The
compounds disclosed herein and/or pharmaceutical compositions thereof and the therapeutic
agent can act additively or, more preferably, synergistically. In some embodiments,
compounds disclosed herein and/or pharmaceutical compositions thereof are administered

concurrently with the administration of another therapeutic agent. For example, compounds
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disclosed herein and/or pharmaceutical compositions thereof may be administered together
with another therapeutic agent. In other embodiments, compounds disclosed herein and/or
pharmaceutical compositions thereof are administered prior or subsequent to administration
of other therapeutic agents.

The compounds of the present disclosure, or their pharmaceutically acceptable salts,
are generally administered in a therapeutically effective amount. The amount of the
compound actually administered may be determined by a physician or caregiver, in the light
of the relevant circumstances, including the condition to be treated, the chosen route of
administration, the compound administered and its relative activity, the age, weight, the
response of the individual patient, the severity of the patient’s symptoms, and the like.

The present disclosure further provides salts of any compound described herein. The
term “salt” refers to salts derived from a variety of organic and inorganic counter ions well
known in the art. Salts include, for example, acid-addition salts and base-addition salts. The
acid that is added to a compound to form an acid-addition salt can be an organic acid or an
inorganic acid. Inorganic acids from which salts can be derived include, for example,
hydrochloric acid, hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid, and the like.
Organic acids from which salts can be derived include, for example, acetic acid, propionic
acid, glycolic acid, pyruvic acid, oxalic acid, maleic acid, malonic acid, succinic acid,
fumaric acid, tartaric acid, citric acid, benzoic acid, cinnamic acid, mandelic acid,
methanesulfonic acid, ethanesulfonic acid, p-toluenesulfonic acid, salicylic acid, and the like.
A base that is added to a compound to form a base-addition salt can be an organic base or an
inorganic base. In some cases, a salt can be a metal salt. In some cases, a salt can be an
ammonium salt. Inorganic bases from which salts can be derived include, for example,
sodium, potassium, lithium, ammonium, calcium, magnesium, iron, zinc, copper, manganese,
aluminum, and the like. Organic bases from which salts can be derived include, for example,
primary, secondary, and tertiary amines, substituted amines including naturally occurring
substituted amines, cyclic amines, basic ion exchange resins, and the like.

Acid addition salts can arise from the addition of an acid to a compound described
herein. In some cases, the acid can be organic. In some cases, the acid can be inorganic.
Non-limiting examples of suitable acids include hydrochloric acid, hydrobromic acid,
hydroiodic acid, nitric acid, nitrous acid, sulfuric acid, sulfurous acid, a phosphoric acid,
nicotinic acid, isonicotinic acid, lactic acid, salicylic acid, 4-aminosalicylic acid, tartaric acid,

ascorbic acid, gentisinic acid, gluconic acid, glucaronic acid, saccaric acid, formic acid,
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benzoic acid, glutamic acid, pantothenic acid, acetic acid, propionic acid, butyric acid,
fumaric acid, succinic acid, citric acid, oxalic acid, maleic acid, hydroxymaleic acid,
methylmaleic acid, glycolic acid, malic acid, cinnamic acid, mandelic acid, 2-
phenoxybenzoic acid, 2-acetoxybenzoic acid, embonic acid, phenylacetic acid, N-
cyclohexylsulfamic acid, methanesulfonic acid, ethanesulfonic acid, benzenesulfonic acid, p-
toluenesulfonic acid, 2-hydroxyethanesulfonic acid, ethane-1,2-disulfonic acid, 4-
methylbenzenesulfonic acid, naphthalene-2-sulfonic acid, naphthalene-1,5-disulfonic acid, 2-
phosphoglyceric acid, 3-phosphoglyceric acid, glucose-6-phosphoric acid, and an amino acid.
Non-limiting examples of suitable acid addition salts include a hydrochloride salt, a
hydrobromide salt, a hydroiodide salt, a nitrate salt, a nitrite salt, a sulfate salt, a sulfite salt, a
phosphate salt, a hydrogen phosphate salt, a dihydrogen phosphate salt, a carbonate salt, a
bicarbonate salt, a nicotinate salt, an isonicotinate salt, a lactate salt, a salicylate salt, a 4-
aminosalicylate salt, a tartrate salt, an ascorbate salt, a gentisinate salt, a gluconate salt, a
glucaronate salt, a saccarate salt, a formate salt, a benzoate salt, a glutamate salt, a
pantothenate salt, an acetate salt, a propionate salt, a butyrate salt, a fumarate salt, a succinate
salt, a citrate salt, an oxalate salt, a maleate salt, a hydroxymaleate salt, a methylmaleate salt,
a glycolate salt, a malate salt, a cinnamate salt, a mandelate salt, a 2-phenoxybenzoate salt, a
2-acetoxybenzoate salt, an embonate salt, a phenylacetate salt, an N-cyclohexylsulfamate
salt, a methanesulfonate salt, an ethanesulfonate salt, a benzenesulfonate salt, a p-
toluenesulfonate salt, a 2-hydroxyethanesulfonate salt, an ethane-1,2-disulfonate salt, a 4-
methylbenzenesulfonate salt, a naphthalene-2-sulfonate salt, a naphthalene-1,5-disulfonate
salt, a 2-phosphoglycerate salt, a 3-phosphoglycerate salt, a glucose-6-phosphate salt, and an
amino acid salt.

Metal salts can arise from the addition of an inorganic base to a compound described
herein. The inorganic base consists of a metal cation paired with a basic counterion, such as,
for example, hydroxide, carbonate, bicarbonate, or phosphate. The metal can be an alkali
metal, alkaline earth metal, transition metal, or main group metal. Non-limiting examples of
suitable metals include lithium, sodium, potassium, caesium, cerium, magnesium,
manganese, iron, calcium, strontium, cobalt, titanium, aluminium, copper, cadmium, and
zinc. Non-limiting examples of suitable metal salts include a lithium salt, a sodium salt, a
potassium salt, a caesium salt, a cerium salt, a magnesium salt, a manganese salt, an iron salt,
a calcium salt, a strontium salt, a cobalt salt, a titanium salt, an aluminium salt, a copper salt,

a cadmium salt, and a zinc salt. Ammonium salts can arise from the addition of ammonia or
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an organic amine to a compound described herein. Non-limiting examples of suitable
organic amines include triethyl amine, diisopropyl amine, ethanol amine, diethanol amine,
triethanol amine, morpholine, N-methylmorpholine, piperidine, N-methylpiperidine, N-
ethylpiperidine, dibenzyl amine, piperazine, pyridine, pyrrazole, pipyrrazole, imidazole,
pyrazine, pipyrazine, ethylenediamine, N,N’-dibenzylethylene diamine, procaine,
chloroprocaine, choline, dicyclohexyl amine, and N-methylglucamine. Non-limiting
examples of suitable ammonium salts can be a triethyl amine salt, a diisopropyl amine salt, an
ethanol amine salt, a diethanol amine salt, a triethanol amine salt, a morpholine salt, an N-
methylmorpholine salt, a piperidine salt, an N-methylpiperidine salt, an N-ethylpiperidine
salt, a dibenzyl amine salt, a piperazine salt, a pyridine salt, a pyrrazole salt, a pipyrrazole
salt, an imidazole salt, a pyrazine salt, a pipyrazine salt, an ethylene diamine salt, an N,N’-
dibenzylethylene diamine salt, a procaine salt, a chloroprocaine salt, a choline salt, a
dicyclohexyl amine salt, and a N-methylglucamine salt.

The term “pharmaceutically acceptable carrier” or “pharmaceutically acceptable
excipient” includes any and all solvents, dispersion media, coatings, antibacterial and
antifungal agents, isotonic and absorption delaying agents and the like. The use of such
media and agents for pharmaceutically active substances is well known in the art. Except
insofar as any conventional media or agent is incompatible with the active ingredient, its use
in the therapeutic compositions of the disclosure is contemplated. Supplementary active
ingredients can also be incorporated into the compositions.

The term “pharmaceutically acceptable excipient” is intended to include vehicles and
carriers capable of being co-administered with a compound to facilitate the performance of its
intended function. The use of such media for pharmaceutically active substances is well
known in the art. Examples of such vehicles and carriers include solutions, solvents,
dispersion media, delay agents, emulsions and the like. Any other conventional carrier
suitable for use with the multi-binding compounds also falls within the scope of the present
disclosure.

In making the compositions of this disclosure, the active ingredient can be diluted by
an excipient. Some examples of suitable excipients include lactose, dextrose, sucrose,
sorbitol, mannitol, starches, gum acacia, calcium phosphate, alginates, tragacanth, gelatin,
calcium silicate, microcrystalline cellulose, PEG, polyvinylpyrrolidone, cellulose, water,
sterile saline, syrup, and methyl cellulose. The formulations can additionally include:

lubricating agents such as talc, magnesium stearate, and mineral oil; wetting agents;
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emulsifying and suspending agents; preserving agents such as methyl- and propylhydroxy-
benzoates; sweetening agents; and flavoring agents. The compositions of the disclosure can
be formulated so as to provide quick, sustained or delayed release of the active ingredient
after administration to the patient by employing procedures known in the art.

In some cases, the pharmaceutical compositions described herein may comprise an
excipient that can provide long term preservation, bulk up a formulation that contains potent
active ingredients, facilitate drug absorption, reduce viscosity, add flavoring, or enhance the
solubility of the pharmaceutical composition. Non-limiting examples of excipients can
include anti-adherents, binders (e.g., sucrose, lactose, starches, cellulose, gelatin, or
polyethylene glycol), coatings (e.g., hydroxypropyl methylcellulose or gelatin), disintegrants,
dyes, flavors (e.g., mint, peach, raspberry, or vanilla), glidants, lubricants, preservatives (e.g.,
acids, esters, phenols, mercurial compounds, or ammonium compounds), sorbents, or

vehicles (e.g., petroleum or mineral oil).

Formulations

The pharmaceutical compositions disclosed herein may be any type of formulation
including solid formulations comprising a compound of Formula 1 or Formula 2.

In some cases, the solid formulation comprises at least 0.01 mg, 0.1 mg, 1 mg, 2mg, 3
mg, 4 mg, 5 mg, 6 mg, 7 mg, 8 mg, 9 mg, 10 mg, 20 mg, 30 mg, 40 mg, 50 mg, 60 mg, 70
mg, 80 mg, 90 mg, 100 mg, 150 mg, 200 mg, 250 mg, 300 mg, 350 mg, 400 mg, 450 mg, 500
mg, 550 mg, 600 mg, 650 mg, 700 mg, 750 mg, 800 mg, 850 mg, 900 mg, 950 mg, or 1000
mg of one or more protective agent of Formula 1 or Formula 2 formulated singly or in
combination with a chemotherapeutic drug or biologic.

In some cases, the solid formulation may comprise at least 0.1 mg, 1 mg, 2mg, 3 mg,
4 mg, S mg, 6 mg, 7 mg, 8 mg, 9 mg, 10 mg, 20 mg, 30 mg, 40 mg, 50 mg, 60 mg, 70 mg, 80
mg, 90 mg, 100 mg, 150 mg, 200 mg, 250 mg, 300 mg, 350 mg, 400 mg, 450 mg, 500 mg,
550 mg, 600 mg, 650 mg, 700 mg, 750 mg, 800 mg, 850 mg, 900 mg, 950 mg, 1 g, S g, 10 g,
25 g, 50 g or 100 g of one or more protective agents (e.g., myricetin, and/or a derivative or
salt thereof). For example, a pharmaceutical composition described herein may be a 100 mg
solid co-formulation of myricetin (75 g of the 100 mg dose) and doxorubicin (25 mg of the
100 mg dose).

In some cases, the solid formulation (or other type of formulation) can comprise at
least 0.1 mg, 1 mg, 2mg, 3 mg, 4 mg, 5 mg, 6 mg, 7 mg, 8 mg, 9 mg, 10 mg, 20 mg, 30 mg,
40 mg, 50 mg, 60 mg, 70 mg, 80 mg, 90 mg, 100 mg, 150 mg, 200 mg, 250 mg, 300 mg, 350
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mg, 400 mg, 450 mg, 500 mg, 550 mg, 600 mg, 650 mg, 700 mg, 750 mg, 800 mg, 850 mg,
900 mg, 950 mg, or 1000 mg of dexrazoxane. For example, a pharmaceutical composition
described herein may comprise a 100 mg solid co-formulation of myricetin (75mg of the 100
mg dose) and dexrazoxane (25 mg of the 100 mg dose).

The pharmaceutical compositions disclosed herein may be a liquid formulation. In
some cases, the liquid formulation can comprise at least 0.1 mg/ml, 1 mg/ml, 2 mg/ml, 3
mg/ml, 4 mg/ml, 5 mg/ml, 6 mg/ml, 7 mg/ml, 8 mg/ml, 9 mg/ml, 10 mg/ml, 20 mg/ml, 30
mg/ml, 40 mg/ml, 50 mg/ml, 60 mg/ml, 70 mg/ml, 80 mg/ml, 90 mg/ml, 100 mg/ml, 150
mg/ml, 200 mg/ml, 250 mg/ml, 300 mg/ml, 350 mg/ml, 400 mg/ml, 450 mg/ml, 500 mg/ml,
550 mg/ml, 600 mg/ml, 650 mg/ml, 700 mg/ml, 750 mg/ml, 800 mg/ml, 850 mg/ml, 900
mg/ml, 950 mg/ml, or 1000 mg/ml concentration of one or more protective agent(s) of
Formula 1 or Formula 2 formulated singly or in combination with either a chemotherapeutic
drug or biologic agent. For example, a pharmaceutical composition described herein may
comprise a 100 mg/mL concentration of the protective agent myricetin and a 50 mg/mL
concentration of doxorubicin.

In some cases, the liquid formulation may comprise at least 0.1 mg/ml, 1 mg/ml, 2
mg/ml, 3 mg/ml, 4 mg/ml, 5 mg/ml, 6 mg/ml, 7 mg/ml, 8 mg/ml, 9 mg/ml, 10 mg/ml, 20
mg/ml, 30 mg/ml, 40 mg/ml, 50 mg/ml, 60 mg/ml, 70 mg/ml, 80 mg/ml, 90 mg/ml, 100
mg/ml, 150 mg/ml, 200 mg/ml, 250 mg/ml, 300 mg/ml, 350 mg/ml, 400 mg/ml, 450 mg/ml,
500 mg/ml, 550 mg/ml, 600 mg/ml, 650 mg/ml, 700 mg/ml, 750 mg/ml, 800 mg/ml, 850
mg/ml, 900 mg/ml, 950 mg/ml, or 1000 mg/ml concentration of myricetin, or derivative or
salt thereof. For example, a pharmaceutical composition described herein may comprise 100
mg/mL concentration of myricetin.

In some cases, the liquid formulation can comprise at least 0.1 mg/ml, 1 mg/ml, 2
mg/ml, 3 mg/ml, 4 mg/ml, 5 mg/ml, 6 mg/ml, 7 mg/ml, 8 mg/ml, 9 mg/ml, 10 mg/ml, 20
mg/ml, 30 mg/ml, 40 mg/ml, 50 mg/ml, 60 mg/ml, 70 mg/ml, 80 mg/ml, 90 mg/ml, 100
mg/ml, 150 mg/ml, 200 mg/ml, 250 mg/ml, 300 mg/ml, 350 mg/ml, 400 mg/ml, 450 mg/ml,
500 mg/ml, 550 mg/ml, 600 mg/ml, 650 mg/ml, 700 mg/ml, 750 mg/ml, 800 mg/ml, 850
mg/ml, 900 mg/ml, 950 mg/ml, or 1000 mg/ml concentration of dexrazoxane co-formulated
with one or more protective agent.

In some cases, a pharmaceutical composition described herein may comprise at least 2
protective agents. The molar ratio of one protective agent to at least one other protective

agent can be about 1:1, about 1:2, about 1:3, about 1:4, about 1:5, about 1:6, about 1:7, about
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1:8, about 1:9, about 1:10, about 1:20, about 1:30, about 1:40, about 1:50, about 1:60, about
1:70, about 1:80, about 1:90, about 1:100, about 1:1,000, about 1:10,000, or about 1:>10,000.

In some cases, a pharmaceutical composition described herein may comprise a cancer
treatment (e.g., chemotherapeutic drug or biologic agent) and at least one protective agent.
The molar ratio of the cancer treatment to at least one other protective agent can be about
>10,000:1, about 10,000:1, about 1,000:1, about 100:1, about 90:1, about 80:1, about 70:1,
about 60:1, about 50:1, about 40:1, about 30:1, about 20:1, about 10:1, about 9:1, about 8:1,
about 7:1, about 6:1, about 5:1, about 4:1, about 3:1, about 2:1, about 1:1, about 1:2, about
1:3, about 1:4, about 1:5, about 1:6, about 1:7, about 1:8, about 1:9, about 1:10, about 1:20,
about 1:30, about 1:40, about 1:50, about 1:60, about 1:70, about 1:80, about 1:90, about
1:100, about 1:1,000, about 1:10,000, or about 1:>10,000

Kits

In some cases, the pharmaceutical compositions disclosed herein may be assembled
into kits. In some cases, the kit can comprise a protective agent, wherein the protective agent
may exist as distinct entities within the kit or as a co-formulation. For example, the kit may
comprise one or more protective agents selected from the group consisting of myricetin,
tricetin, robinetin, ficetin, vitexin, dihydrorobinetin, 7,3°,4°,5 -tetrahydroxyflavone,
myricitrin, and dexrozoxane. In some cases, the kit can comprise at least two protective
agents, wherein the two protective agents may exist as distinct entities within the kit or as a
co-formulation. For example, the kit may comprise at least two protective agents selected
from the group consisting of myricetin, tricetin, robinetin, ficetin, vitexin, dihydrorobinetin,
7,3’,4,5 -tetrahydroxyflavone, myricitrin, and dexrozoxane. In a particular example, the kit
may comprise a co-formulation of myricetin and dexrazoxane. In some cases, the kit can
comprise a cancer treatment and at least one protective agent, wherein the cancer treatment
and at least one protective agent may exist as distinct entities within the kit or as a co-
formulation. For example, the kit may comprise a cancer treatment and myricetin and/or a
derivative thereof. For example, the kit may comprise a cancer treatment and robinetin and/or
a derivative thereof. For example, the kit may comprise a cancer treatment and
dihydrorobinetin and/or a derivative thereof. For example, the kit may comprise a cancer

treatment and tricetin and/or a derivative thereof. For example, the kit may comprise a cancer
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treatment and ficetin and/or a derivative thereof. For example, the kit may comprise a cancer
treatment and 7,3’,4’,5-tetrahydroxyflavone and/or a derivative thereof.

In one embodiment, the kit may comprise a co-formulation of doxorubicin and
myricetin.

In some cases, the kit may also comprise instructions for use. The kit may also comprise
vials, tubes, needles, packaging, or other materials.

Kits with unit doses of one or more of the compounds described herein, usually in
oral or injectable doses, are provided. Such kits may include a container containing the unit
dose, an informational package insert describing the use and attendant benefits of the drugs in
treating the disease, and optionally an appliance or device for delivery of the composition.

The kit may further comprise any device suitable for administration of the
composition. For example, a kit comprising an injectable formulation of pharmaceutical
compositions may comprise a needle suitable for subcutaneous administration and an alcohol
wipe for sterilization of the injection site.

In some cases, kits may be provided with instructions. The instructions may be
provided in the kit or they may be accessed electronically. The instructions may provide
information on how to use the compositions of the present disclosure. The instructions may
further provide information on how to use the devices of the present disclosure. The
instructions may provide information on how to perform the methods of the disclosure. In
some cases, the instructions may provide dosing information. The instructions may provide
drug information such as the mechanism of action, the formulation of the drug, adverse risks,
contraindications, and the like. In some cases, the kit is purchased by a physician or health
care provider for administration at a clinic or hospital. In some cases, the kit is purchased by

a laboratory and used for screening candidate compounds.

EXAMPLES

Example 1. Myricetin provides long-term cardioprotection (cell viability)

Cell samples were prepared by differentiating induced pluripotent stem cells into
cardiomyocytes. Cells were cultured for 4 days post-differentiation, changing media at day 3,
before performing experiments. Samples were either mock-treated, treated with 1.25uM
doxorubicin, treated with myricetin, or co-treated with 1.25 uM of doxorubicin and myricetin

for 72 hours. Following treatment, the samples were incubated Hoeschst 33342 to indicate
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cell nuclei. Cells were imaged using the INCell Analyzer2200, and images were analyzed to
quantify the total number of cells and plotted as a percentage of total cells normalized to
control (left), where each data point was obtained from three biological replicates.
Representative images (Fig. 3, right) are presented for each sample, where an increase in
Hoechst 33342 signal represents an increase ion cell viability.

Cardiomyocytes were either mock-treated, treated with 1.25uM doxorubicin, treated
with myricetin, or co-treated with 1.25uM of doxorubicin and myricetin for 72 hours, and
subsequently stained to detect total number of cells (Fig. 3). Myricetin was a potent protector
of cell viability. Cardiomyocytes treated with 1.25 uM doxorubicin, in the absence of
myricetin, exhibited a 62.6% reduction in the number of total cells, whereas cardiomyocytes
co-treated with myricetin and 1.25uM doxorubicin exhibited a 27.57% reduction the number
of total cells, as compared to mock-treated control. Cardiomyocytes treated with myricetin, in
the absence of doxorubicin, exhibited no significant difference in the number of total cells, as
compared to mock-treated control. Error bars represent standard deviation. Representative
images are presented for each sample, where an increase in Hoechst 33342 signal represents
an increase in cell viability. Cardiomyocytes treated with 1.25uM doxorubicin (Fig. 3, right:
bottom left panel), in the absence of myricetin, exhibited a reduction in Hoechst 33342
signal, whereas cardiomyocytes co-treated with 79uM myricetin and 1.25uM doxorubicin
(Fig. 3, right: bottom right panel) exhibited less reduction in Hoechst 33342 signal, as
compared to mock-treated control (Fig. 3, right: top left panel). Cardiomyocytes treated
with myricetin (Fig. 3, right: top right panel), in the absence of doxorubicin, exhibited no

significant difference in Hoechst 33342 signal, as compared to mock-treated control.

Example 2. Effects of myricetin on doxorubicin-induced cardiotoxicity 2 days following
treatment (mitochondrial toxicity)

Human iPSC-derived cardiomyocytes were prepared by differentiating induced
pluripotent stem cells into cardiomyocytes. Cells were cultured for 4 days post-
differentiation, changing media at day 3, before performing experiments. Cardiomyocytes
were treated with 1.25uM doxorubicin (Fig. 4A), or co-treated with 1.25uM of doxorubicin
and 79uM myricetin (Fig. 4B) for 2 days. Following treatment, the samples were incubated
with a tetramethylrhodamine methyl ester (TMRM) dye to indicate mitochondrial health, and
Hoechst 33342 to identify cell nuclei. Cells were imaged using the INCell Analyzer2200.

Representative images are presented for each sample, wherein a decrease in TMRM signal
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indicates an increase in mitochondrial toxicity. Myricetin was a potent protector against
doxorubicin-induced mitochondrial toxicity, as indicated by a greater TMRM signal in cells
co-treated with 1.25uM doxorubicin and 79uM myricetin (Fig. 4B) as compared to cells
treated with 1.25uM doxorubicin in the absence of myricetin (Fig. 4A).

Example 3. Effects of myricetin on doxorubicin-induced cardiotoxicity 3 days following
treatment (contractility)

Human 1PSC-derived cardiomyocytes were prepared as described above. Samples
were either mock-treated, treated with 1.25uM doxorubicin, treated with 79uM myricetin, or
co-treated with 1.25 uM of doxorubicin and 79uM myricetin for 72 hours. Following
treatment, videos of beating cardiomyocytes were captured using Pulse, and analyzed to
quantify beat rate (Fig. 5; left) from plots of cell contraction, where each data point was
obtained from three biological replicates. Representative plots of cell contraction (Fig. 5;
right) are presented for each sample. Myricetin was a potent protector of cell contractility.
Mock-treated cardiomyocytes contracted at 33.33 beats per minute, whereas treatment with
1.25uM doxorubicin, in the absence of myricetin, completely inhibited contraction.
Cardiomyocytes treated with myricetin, or co-treated with myricetin and 1.25uM
doxorubicin, contracted at 39.33 or 37.33 beats per minute, respectively. Fig. 6A-C depicts a
chart providing the raw data (6A) or normalized data (6B) for the experiments depicted in
Fig. 3, or the raw data for the experiments depicted in Fig. 5 (6C).

Example 4. Effects of various flavonols and flavones on doxorubicin-induced
cardiotoxicity 3 days following treatment (apoptosis)

Cardiomyocytes were prepared as described above. Cells were co-treated with 1uM
of doxorubicin and either myricetin (Fig. 7A), myricetrin (Fig. 7B), or dihydromyricetin
(Fig. 7C) for 3 days. Following treatment, the samples were incubated with a CellEvent dye
to indicate apoptosis-positive cells, and a second dye to identify cell nuclei. Cells were
imaged using the INCell Analyzer2200, and images were analyzed to quantify the percentage
of apoptotic cells. Data are presented from two independent sets of screening where each data
point was obtained from triplicate.

Cardiomyocytes co-treated with doxorubicin and either myricetin (Fig. 7A),

myricitrin (Fig. 7B), or dihydromyricetin (Fig. 7C) exhibited protective effects against
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apoptosis, with half minimal inhibitory concentrations (IC50; e.g., the drug concentration that

induces 50 percent apoptosis) of 20.46 uM, 38.48 uM, 40.48 uM, respectively.

Example 5. Myricetin reduces DOX’s cytotoxicity in cardiomyocytes

To assess the effect of MYR against DOX-induced cytotoxicity, human iPSC-derived
cardiomyocytes were mock-treated (triangle) or treated with 100uM of myricetin (MYR,;
circle) and increasing concentrations of doxorubicin (DOX) for 72 hours, and then incubated
with dyes that indicate mitochondrial health (TMRM, Life Technologies) and cellular nuclei
(Hoechst33342, Life Technologies). Cells were imaged using INCell Analyzer2200 (GE).
Total number of healthy cells were counted and plotted as percentage of mock-treatment
control. Lethal concentration at which 50% of cells were killed (LC50) by doxorubicin was
shifted from 0.41uM in mock-treated to 1.29uM in MYR-treated conditions for iPSC
cardiomyocytes (Fig. 8). Data are presented from multiple independent sets of screening
where each data point was obtained from triplicate. (n=3). Y-axis: percentage of cell

survival; and X-axis: increasing concentrations of DOX (Fig. 8).

Example 6. Myricetin protects against DOX-induced cell death in cardiomyocytes

To measure the rescue rates from the DOX-induced cell death in cardiomyocytes, the
protective effect of myricetin was directly compared with that of dexraxozane (DEX;
standard of care). Human iPSC-derived cardiomyocytes were treated with 0.5uM of
Doxorubicin and increasing concentrations of myricetin (MYR, circle) or dexraxozane
(DEX, square). After 72 hours of treatment, cells were incubated with dyes that indicate
mitochondrial health (TMRM, Life Technologies) and cellular nuclei (Hoechst33342, Life
Technologies). Cells were imaged using INCell Analyzer2200 (GE). Total number of
healthy cells were counted and plotted as percentage of doxorubicin-treatment control. Half
maximal effective concentration (EC50) for MYR was 7.50uM (Fig. 9). In contrast, DEX

did not exhibit any significant rescues from DOX-induced cytotoxicity. (n=3).

Example 7. Myricetin protects against DOX-induced contractility dysfunction and
DNA double strand break in cardiomyocytes
To assess the protective effect of myricetin on the contractility of heart cells, cell

samples were prepared by differentiating induced pluripotent stem cells into cardiomyocytes.
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Cells were cultured for 4 days post-differentiation, changing media at day 3, before
performing experiments. Human iPSC-derived cardiomyocytes were then treated with
DMSO, DOX (0.5uM), DOX plus DEX (100uM), or DOX plus MYR (100uM). After 48
hours of treatment, videos of beating cardiomyocytes were captured with Pulse (Cellogy).
DOX treatment induced dysfunction in cardiomyocyte contraction as evidenced by reduction
in beating, duration, and peak height. This contractile dysfunction was significantly corrected
by MYR as compared to DEX (Fig. 10). Data are presented from multiple independent sets
of experiments where each data point was obtained from 6 samples (n=6). Student T-Test
(unpaired, two-tailed) was used to determine the significance of the difference.

To determine whether MYR protects against DOX-induced DNA double strand break
in cells, human iPSC-derived cardiomyocytes were treated with DMSO, DOX (0.5uM),
DOX plus DEX (100uM), or DOX plus MYR (100uM). After 48 hours of treatment, cells
were immunostained with antibody against YH2AX (EMD Millipore) to detect double strand
break. Cells were then imaged using INCell Analyzer2200 (GE) and percentages of YH2AX-
positive cells were quantified for each condition. While DEX exhibited little or no protection
against DOX-induced double strand break in the tested heart cells, MYR conferred
significant protection from DOX-related DNA damage (Fig. 11). Student T-Test (unpaired,

two-tailed; n=6).

Example 8. MYR Protects against sarcomere disruption by DOX

DOX-induced cell death is often manifested by severity of structural disruptions of
cardiomyocyte organization (e.g., sarcomere). To assess the protective effect of MYR against
DOX-induced sarcomere disruption, human iPSC-derived cardiomyocytes were treated with
DMSO, DOX (0.5uM), or DOX plus MYR (100uM). After 72 hours of treatment, cells were
immunostained with antibody against Cardiac Troponin T (Abcam) to show sarcomeric
organization in of the heart cells. As shown in Fig. 12, MYR conferred significant
protection against DOX-induced sarcomere disruption in cardiomyocytes, suggesting that the
protective effects of MYR against DOX-induced cell death are well manifested by the

structural integrity of the cardiomyocytes.
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Example 9. Myricetin is a potent inhibitor of TOPOIla and B

To gain insights into a molecular mechanism of myricetin (MYR) and that of
dexraxozane (DEX) on cardioprotection, the effect of these two compounds on
topoisomerases II (i.e., TOPOIla and 3), an apparent target of DOX, was assessed.

200ng of kinetoplast DNA (kDNA) was incubated with one enzymatic unit of
TOPOIla or TOPOIIP enzyme (Inspiralis) and with various concentrations of MYR or DEX
at 37°C for 30min. The reaction was then separated on 1% agarose gel for visualization
of decatenated DNA (bottom band). The efficiency of catalytic inhibition was quantified by
measuring the relative intensity of the band.

MYR and DEX exhibited 50% inhibition (IC50) of TOPOIla enzyme activity at
concentrations of 1.18uM and 52.70uM, respectively (Fig. 13; n=3). IC50 of TOPOIIB
enzyme activity for MYR and DEX were 2.07uM and 34.43uM, respectively (Fig. 13; n=3).
The data suggest that MYR is a significantly more potent inhibitor than DEX for both

topoisomerases Ilo and 3.

Example 10. Unlike DEX, MYR does not induce TOPOII protein degradation

To further distinguish molecular mechanisms of MYR from those of DEX and also to
determine whether the inhibitory effects of MYR on TOPOII observed in the decatenation
assays above is due to degradation of TOPOII proteins, human iPSC-derived cardiomyocytes
were treated with DMSO, DEX (100uM), or MYR (100uM) for 24 hours, and
immunostained with antibody against topoisomerase II3 (BD Biosciences).

Cells were imaged using INCell Analyzer2200 (GE) and topoisomerase IIf3 protein
levels were quantified. Student T-Test (unpaired, two-tailed) was used to determine the
significance of the difference.

As shown in Fig. 14, treatment with DEX resulted in marked disappearance of
TOPOII in iPSC-CMs, whereas MYR exerted no effect on topoisomerase IIf3 protein levels
(Fig. 14) (n=3). The results confirmed the hypothesis that DEX can negatively affect the
stability of topoisomerases IIf (TOPOIIB), which may lead to the depletion of these enzymes
from the heart cells, effectively resulting in prevention of DNA damage generated by
poisonous effects on these enzymes by the anthracycline. These results also confirmed that

the mechanism by which MYR confer protection from anthracycline-induced toxicity is

67



10

15

20

25

30

WO 2017/136774 PCT/US2017/016582

entirely independent and can be distinguished from that of DEX. Further, the effect of MYR
observed in topoisomerase inhibition is not due to TOPOIIP protein degradation or depletion
of the enzyme from DOX’s debilitating effects on the heart cells. It can be concluded that

inhibition of topoisomerase II activity, particularly without affecting the stability of TOPOII

enzymes, 1s an important factor for MYR’s ability to confer cardioprotection.

Example 11. Neither DHM nor DHR inhibit TOPOIla or TOPOIIB

Since the ability of MYR to confer cardioprotection against DOX-induced toxicity is
independent from DEX it was further investigated to determine whether other flavonoid
compounds have a similar effect on topoisomerase II activity like MYR.

First, MYR (flavonol) and dihydromyricetin (flavanonol) were tested for their
inhibitory effect on topoisomerase II enzymatic function. Dihydromyricetin (DHM) shares a
similar chemical structure except for the presence of a single bond in the major C-ring of the
flavonoid scaffold.

200ng of Kinetoplast DNA (kDNA) was incubated with one enzymatic unit of
TOPOIIP and different concentrations of MYR (circle) or DHM (triangle) at 37°C for 30
min (Fig. 15). The reaction was then separated on 1% agarose gel for visualization
of decatenated DNA (bottom band) and the catalytic inhibition efficiency was quantified by
measuring the relative intensity of the band. Surprisingly, DHM did not inhibit TOPOII
(n=3) (Fig. 15) or TOPOIlo enzymatic activity, even at extreme concentrations (> 200 uM).

Further, this result on DHM was confirmed in separate experiments with
dihydrorobinetin (DHR) and robinetin (ROB) in which DHR, like DHM, showed no
inhibitory activity toward these topoisomerases, while robinetin, like MYR, displayed a high
level of inhibition on both TOPOIIP and TOPOIla.. These data indicate that the structural
difference in the C-ring of the flavone/flavonoid scaftold plays an important role in TOPOII

inhibition.

Example 12. MYR is 2-fold more potent in protecting DOX-induced cell death than
DHM

Next, the ability of MYR to confer cardioprotection was directly compared with that
of DHM as these two compounds display distinctive property in their structures and TOPOII

inhibition activity. Cell samples were prepared by differentiating induced pluripotent stem
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cells into cardiomyocytes. Cells were cultured for 4 days post-differentiation, changing
media at day 3, before performing experiments. Human iPSC-derived cardiomyocytes were
treated with 0.5uM of Doxorubicin and increasing concentrations of myricetin (MYR, circle)
or dihydromyricetin (DHM, triangle). After 72 hours of treatment, cells were incubated with
dyes that indicate mitochondrial health and cellular nuclei. Cells were then imaged and total
number of healthy cells were counted and plotted as percentage of Doxorubicin-treatment
control as described above.

As illustrated in Fig. 16, MYR exhibited 2-fold greater potency in protecting DOX-
induced cell death than DHM as half maximal effective concentrations (EC50) for MYR and
DHM were 7.50uM and 13.96uM, respectively. (n=3) Based on these results, it was
concluded that a double bond in C ring of the flavone/flavonoid scaffold enhances potency
for the cardioprotective properties by conferring the inhibitory effects on topoisomerases I1.

These observations were followed up by a DOX-induced DNA double strand break
assay. Human cardiomyocytes were treated with 0.5uM of doxorubicin and with increasing
concentrations of MYR (circle) or DHM (triangle). After 48 hours of treatment, cells were
immunostained with antibody against YH2AX (EMD Millipore) to detect DNA double
strand break. Cells were imaged using INCell Analyzer2200 (GE) and percentages of
vH2AX-positive cells was quantified for each condition. Consistent with its cell death rescue
rate, MYR was 2-fold more potent in protecting DOX-induced double strand break than
DHM. Concentrations at which DOX-induced double strand break was reduced to 50%
(IC50) for MYR and DHM were 5.28uM and 11.30uM, respectively (Fig. 17). (n=3)

To investigate the effect of myricetin on cardiomyocytes exposed to doxorubicin,
mRNA expression levels were determined in the cells treated with DOX alone, myricetin
alone, and DOX plus myricetin. Surprisingly while myricetin did not have any effect on
TOPOIIP mRNA expression by itself, DOX significantly repressed TOPOII expression at
24 and 48 hours (Fig. 18). However, in the presence of myricetin, TOPOIIf expression was
restored to a level close to normal by myricetin, effectively preventing any transcription
alteration by DOX (Fig. 18). This data suggested that there appeared to be a synergistic
effect between DOX and myricetin on TOPOII expression. With respect to expression of
TOPOIla, DOX slowly repressed expression of TOPOIlo over time. In the presence of

DOX, however, myricetin further repressed TOPOIlo, suggesting a differential effect of
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myricetin on these topoisomerases Il at molecular and cellular levels. Combined down
regulatory effect of myricetin and DOX on TOPOIla is larger than what was observed with
DOX alone.

Example 13. Cardioprotective properties of MYR analogs

To further investigate the relationship between the structure (e.g., flavone/flavonol
scaffold) and biological activity (e.g., cardioprotection, TOPOII inhibition, etc.), a group of
additional flavonoid compounds related to myricetin were identified and tested for their

activity.

L Identification of flavonoids with cardio-protective properties mediated
through TOPOII inhibition

Anthracycline-induced cardiotoxicity occurs when the drug such as doxorubicin
intercalates the DNA upon a cleavage of DNA by topoisomerase II enzymes, thereby
effectively preventing TOPOIIa or 3 from ligating the cleaved DNA strands back together.
Therefore, a working hypothesis was proffered based on cardioprotective properties of
flavonoids being mediated through topoisomerases Il and 3 (TOPOIIa and TOPOII)
inhibition.

A systematic study on the hydroxyl substituents of the MYR scaffold was conducted
for biological activity. The objective was to explore chemical space around MYR to identify
which substituents (e.g., hydroxyl, alkoxyl, or heterocyclic) are required at various positions
and to determine which chemical structure(s) is the essential component for being a
cardioprotectant.

With respect to biological activity, a biochemical decatenation assay was used as
described above to assess TOPOIla. and TOPOII inhibition. Doxorubicin treated human
iPSC-derived cardiomyocytes were employed to measure the protective effect of these

analogs on cardiomyocytes.
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Flavone/Flavonol Scaffold

Starting from the bare flavone, 48 myricetin analog compounds with hydroxyl
substituents present or missing at the 3, 5, 7, 3°, 4’, or 5’ positions were identified (myricetin
is the compound with all six hydroxyl substituents present). In addition to the 48 myricetin
analogs was chromone which is devoid of the B-ring of flavone, and dihydromyricetin and
dihydrorobinetin (DHR) which both lack the double bond in the C-ring.

Because substituents can be incorporated into the flavone scaffold at positions 8
and/or 6 on the A-ring similar to vitexin, and also at positions 2’ and/or 6° on the C-ring,
hydroxyl, alkoxy, alkyl and heterocyclic, halides were contemplated for analysis. The study
also included chemical moieties other than hydroxyl substituents present in the MYR scaffold
(Formula 1), such as alkoxy (particularly methoxy), alkyl (methyl), heterocyclic, or halides at
3,5,7,3°, 4, and/or 5’ positions.

This study led to the identification of the minimum structure based on the MYR
scaffold required for end point activity. Among the compounds of specific combination of
hydroxyl groups in 3, 5, 7, 3°, 4°, 5’ positions selected for biological activity for
cardioprotection (e.g., TOPOII inhibition, and DNA double strand break), a certain group of
compounds with specific combinations of substituents present or missing at the 3, 5, 7, 37, 4°,
5 positions was found to be critical for biological properties as a cardioprotectant with

decreased cytotoxicity.
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TABLE 1
iPSC-CM
protection
ID | Compound Name Max ECS0 Toxicity | Rescue TO.P(.)FIB TO?(.)I.IG
Effect (uM) Inhibition | Inhibition
(%)
3,5,7,3' ,4'.5'-
1 | hexahydroxyflavone 78 14.48 - ++++ +++ +++
(myricetin)
3,734 5"
2 | pentahydroxyflavone 64 12.62 - ++++ +++ +++
(robinetin)
57,345
3 | pentahydroxyflavone 56 17.19 * +++ +++ +++
(tricetin)
3,573 4'-
4 | pentahydroxyflavone 58 20.5 * ++ +++ +++
(quercetin)
3,7,3'.4'-
5 | tetrahydroxyflavone 36 16.32 * ++ +++ +++
(fisetin)
7345
6 tetrahydroxyflavone 7 17.13 ) T ) )
3,574
7 | tetrahydroxyflavone 46 26.01 - ++ - -
(kaempferol)
34'5'-
8 trihydroxyflavone 64 43.01 ) i ) )
5.7.3' 4"
9 | tetrahydroxyflavone 62 9.67 * +++ - -
(luteolin)
3,74
10 | trihydroxyflavone 27 3.26 * + - -
(resokaempferol)
734
11 trihydroxyflavone 24 6.25 i i ) )
334
12 trihydroxyflavone 16 6.43 i i ) )
574
13 | trihydroxyflavone t - - - N/A N/A
(apigenin)
14 3°,4- ; i . ) N/A N/A
dihydroxyflavone
15 7.4°- ; i . ) N/A N/A
dihydroxyflavone
16 3,4°- ; i . ) N/A N/A
dihydroxyflavone
17 | 4’-hydroxyflavone il - - - N/A N/A
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18 3,7.3°- ; ] . ] N/A N/A
trihydroxyflavone
1 3,5,7- ; ] . ] N/A N/A
trihydroxyflavone
20 3,7- + i . i N/A N/A
dihydroxyflavone
’1 7,3’- + i . i N/A N/A
dihydroxyflavone
2 3,3’- + i . i N/A N/A
dihydroxyflavone
3 5,7- + i . i N/A N/A
dihydroxyflavone
24 | 7-hydroxyflavone t - * - N/A N/A
25 | 3-hydroxyflavone T - * - N/A N/A
2 3’,5- + ) . ) N/A N/A
dihydroxyflavone
27 | 3’-hydroxyflavone il - * - N/A N/A
28 flavone T - * - N/A N/A
29 chromone T - - - N/A N/A
30 dihydrorobinetin 53 14.02 - +++ - -
3'-0-
31 methylmyricetin 76 S8.7 ) i ) )
4'-0O-
32 methylmyricetin 68 48.6 ) i ) )
3,5-O- .
33 dimethylmyricetin t ) ) ) )
3'4'5'-0- .
34 trimethylmyricetin t ) ) ) )
3'4'5'-0- .
35 trimethylrobinetin t i ) ) )
73'.4'5-0- .
36 tetramethylrobinetin t ) ) ) )
3,7,3' 4" 5"-O- .
37 pentamethylrobinetin t ) ) ) )
38 7-hydroxy-4- + i . i i i
chromone

+ Compounds exhibited positive effects on respective biological properties

- Compounds exhibited negative effects on respective biological properties

+ Compounds failed to exhibit > 30% protection Max Effect at 10 uM or 100 uM on initial
screen.

* Compounds exhibited cytotoxicity at 100uM

N/A, Experiment not performed as compounds exhibited cytotoxicity and no

cardioprotection activity
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Minimum requirements of hydroxyl substituents for TOPOIIB inhibition and

cardioprotective effects

As shown in Table 1 above, the common features of the TOPOIIP inhibitors (1 — 5)
allowed an inference that hydroxyl substituents are required at positions 3, 7, 3°, and 4’ in
order for flavonoid compounds to inhibit TOPOIIf. The only exception is tricetin (3) which
does not have the 3-hydroxyl substituent; all of the other four TOPOIIf inhibitors have
hydroxyl substituents at positions 3, 7, 3’, and 4°. Furthermore, the common features of the
cardioprotective compounds (1 — 12) in Table 1 above, allowed an additional inference that
the 4’ hydroxyl substituent on the B-ring may be an essential feature, along with two of the
other three hydroxyl substituents at positions 3, 7, and 3’, for cardioprotective activity, with
the hydroxyl at position 7 preferred; the only exception being compound 8 which does not
have hydroxyls at positions 3 and 7, yet has all three hydroxyl substituents at positions 3°, 4°,
and 5’ on the B-ring. Moreover, considering toxicity of the tested compounds (see Table 1),
one can deduce a trend that cardioprotective compounds (1 — 12) which have all three 3°, 4°,
and 5’ hydroxyl substituents on the B-ring do not exhibit toxic effects at concentrations less
than 100 uM, whereas those cardioprotective compounds which have hydroxyl substituents
only at positions 3 and 4’ do indeed exhibit toxic effects at concentrations less than 100 uM.
Again, the one exception to this trend was tricetin (3), which exhibits some toxic effects at
concentrations less than 100 uM despite containing all three hydroxyl substituents on the B-
ring. Of the two cardioprotective compounds which only have the 4’ hydroxyl substituent on
the B-ring (kaempferol 7 and resokaempferol 10), kaempferol did not show toxic effects
below 100 uM, whereas resokaempferol exhibited toxic effects at concentrations below 100
uM. Based on this analysis, it was concluded that:

(1) for cardioprotection, 4’ hydroxyl substituent on B-ring is required, along with one
of the following, (a) two of the three hydroxyl substituents at positions 3, 7, and 3’, with
position 7 preferred, or (b) all three hydroxyl substituents at positions 3°, 4’, and 5’ on the B-
ring;

(2) for cardiotoxicity, 3°, 4’, and 5’ hydroxyl substituents on the B-ring are preferable
to 37 and 4’ hydroxyl substituents on the B-ring, to alleviate toxic effects at concentrations
below 100 uM; or, 4’ hydroxyl only on the B-ring, along with all three 3, 5, and 7 hydroxyl

substituents on the A/C ring system; and
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(3) for TOPOIIP inhibition, all four hydroxyl substituents at positions 3, 7, 3°, and 4’

are required. Tricetin (3) does not follow these requirements and is an outlier.

Analysis on B-ring

It is readily apparent from the compounds listed in Table 1 that the 4’ position on the
B-ring requires a hydroxyl substituent for cardioprotection. Of the twelve compounds (1 —
12) that passed the initial screen, all of them have the 4’-hydroxyl substituent. Moreover, of
the sixteen compounds (13 — 28) that did not pass the initial screen, eleven (18 — 28) are
absent the 4’-hydroxyl substituent. The remaining five 4’-hydroxyl compounds (13 — 17) that
did not pass the initial screen have minimal substitution, e.g. only the 4’-hydroxyl as in
compound 17, or only one other hydroxyl substituent along with the 4’-hydroxyl as in
compounds 14, 15, and 16. Compound 13 only has one of the required hydroxyl substituents
from the set of 3, 7, and 3’ described above; therefore, it also does not meet the minimum
requirements for cardioprotective activity. In summary, the presence of a hydroxyl
substituent at position 4’ on the B-ring is a necessary but not sufficient condition for
flavonoid compounds to be cardioprotective. This structural requirement strongly hints at the
presence of a hydrogen-bond between the 4’ hydroxyl on the B-ring of the protective agent

in complex with the biological target.

1. Chromone-related compounds
O HO 0
0 0
Chromone (CHR) 7-hydroxy-4-chromone

3° ,4 ’ ,5 ’-trihydroxyflavone 7,3 ’ ,4, ,5’-tetrahydr0xyﬂav0ne
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Both chromone (29) and 7-hydroxy-4-chromone (38), which each entirely lacks the
B-ring of the flavone scaffold, showed no positive effect in cardiac protection. Nor did either
compound confer TOPOIIP or a inhibition (Table 1). Furthermore, 7-hydroxy-4-chromone
exhibited a high level of cytotoxicity at 100 uM. Comparing these two B-ring null
compounds with the corresponding tri-substituted B-ring flavone compound (8 and 6,
respectively), it was concluded that the presence of the B-ring is required for cardiac
protection.

Next, the observation obtained from 7-hydroxy-4-chromone was further explored in
3,5,7-trihydroxyflavone having the B-ring, but lacking all B-ring substituents. 3,5,7-
trihydroxyflavone exhibited neither cardioprotection nor TOPOII inhibition and displayed
generalized cytotoxicity, indicating that one or more moieties are required in the B-ring for

the cardioprotection activity.

3,5,7-trihydroxyflavone

2. Methoxy substituents on B-ring

3’-O-methylmyricetin
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OH O

3',5'-O-dimethylmyricetin

Since the B-ring appeared to be an essential component for biological activity,
compounds having the B-ring with various positional combinations with either hydroxyl
and/or methoxy group were tested for their activity.

3’-O-methylmyricetin having methoxy at the 3’ position failed to inhibit TOPOII
enzymes, but conferred cardioprotection without showing generalized cytotoxicity.
However, it exhibited a significant loss of potency for cardioprotection (EC50, ~59 uM).
Similarly, 4’-O-methylmyricetin having methoxy at 4’ position conferred cardioprotection
without TOPOII inhibition. This compound displayed a loss of potency for cardioprotection
(EC50, ~ 48.7uM) as compared to that of MYR. This suggests that the presence of a single
methoxy substituent at 3° or 4’of the B-ring, is an important factor for cardioprotection.
Confirming this observation, 3°,5’-O-dimethylmyricetin, lacking a methoxy substituent at
position 4 but having a methoxy at positions 3’ and 5’ of the B-ring, displayed neither
cardioprotection nor TOPOIloe and TOPOIIP inhibition. This compound also exhibited
significant cytotoxicity. Other compounds having multiple methoxy replacements at

positions 3’, 4°, and 5° were also tested for cardioprotection and TOPOII inhibition. For
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example, all of 3,4’ 5'-O-trimethylmyricetin, 3',4',5'-O-trimethylrobinetin, 3,7,3',4',5'-O-
pentamethylrobinetin, 7,3',4',5'-O-tetramethylrobinetin entirely failed to display
cardioprotection or TOPOII inhibition. All exhibited increased levels of cytotoxicity at
100pM.

5 Accordingly, replacing 4’ or 3’ hydroxyl with methoxy significantly reduces potency
and results in complete loss in TOPOII inhibition. Further, because methoxy substitution
slightly enlarges and extends the compound from the B-ring, it was postulated that having a
larger substituent extending from the B-ring, even at a marginal level, may pose a steric
hindrance for the interaction between TOPOII enzyme and the compound. Thus, hydroxyls

10 groups in the B-ring (3°,4’,5’) appears to be critical components that lead to cardioprotection

and may play an important role in TOPOII enzyme inhibition.

3. Quercetin and Kaempferol

15
20
Quercetin
Quercetin conferred cardioprotection and exhibited TOPOII inhibition. However, a
high level of general cytoxicity to cardiomyocytes was observed at a concentration of 100
25  uM.
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Kaempferol

Kaempferol displayed a moderate level of cardioprotection without some level of
cytotoxicity at 100uM, but did not exhibit any inhibitory effect on TOPOIla or TOPOII[.
Kaempferol, however, displayed decreased potency and failed to achieve the maximum 50%
rescue rate.

It was inferred from the data that removing 3’ (or 5”) hydroxyl may not necessarily
result in loss of TOPOII inhibition, but leads to increased cytotoxicity and reduced potency
as observed in quercetin. However, these data led to the conclusion that removing 3’ 4°, or
5’ hydroxyl group from the B-ring result in a marked reduction in potency and/or loss of
TOPOII inhibition, particularly at position 4.

In sum, replacing one or two 3°, 4°, or 5” hydroxyls with an alkoxy (e.g., methoxy)
group renders the compound cytotoxic. Removal of 3’ and 5’ hydroxyl groups from the
MYR scaffold, as observed in kaempferol or removal of either 3” or 5’ hydroxyl as in
quercetin may reduce potency for cardioprotection and render the compound cytotoxic.
However, removing a// hydroxyls on the B-ring results in complete loss of cardioprotection
and TOPOII inhibition, and causes severe cytotoxicity as observed in 3,5,7-
trihydroxyflavone. Further, 4’ hydroxyl of the B-ring appears to be required for the
enhanced physical attributes leading to increased potency for cardioprotection with TOPOII
inhibition and minimal cytotoxicity.

Accordingly, the preferred substituents for the B-ring are -OH in all 3, 4’ and 5’
positions in order to ensure potency and minimal toxicity as demonstrated by myricetin and

robinetin.
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A and C-Ring Analysis

Substituents on the heterobicyclic A/C ring system of the flavone-flavonol scaffold
was assessed for the cardioprotective activity. Based on the observations made on the B-
ring, a subset of compounds having hydroxyls on the B-ring with various combinations with

—OH at 3, 5, 7, positions of the A-C ring were tested.

1. Myricetin, Robinetin and Tricetin

Tricetin (TRI)
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MYR (3,5,7,3',4',5"-hexahydroxyflavone) and ROB (3,7,3',4',5'-pentahydroxyflavone)

showed equivalent levels of cardioprotection with an EC50 about 10-20 uM and TOPOIIf
and TOPOIlw inhibition at less than 10uM. Similarly, tricetin (5,7,3',4',5'-
pentahydroxyflavone) lacking —OH at position 3 also displayed cardioprotection and TOPOII
inhibition with a low level of cytotoxicity at 100uM. Further, 7,3',4',5'-tetrahydroxyflavone
lacking —OH at both positions 3 and 5 of the A/C ring system displayed cardioprotection, but

did not inhibit TOPOII enzymes.

7,3',4',5'-tetrahydroxyflavone

However, 3°,4°,5’-trihydroxyflavone and other compounds having no —OH at the
position 7 failed to display potency less than 30uM for cardioprotection or TOPOIIL
inhibition. These data suggested that hydroxyl (-OH) at position 7 of the A-ring may be
required for cardioprotection, but not sufficient as at least one —OH group at 3 and/or 5
position can greatly enhance activity (e.g., potency and/or TOPOII inhibition) of these
compounds for cardioprotection. Thus, hydroxyls in the A/C-ring (3,7) system play an
important role for cardioprotection and TOPOII inhibition, provided that 3°,4’,5” hydroxyls
are present on B-ring. Particularly —OH at position 7 in the A-ring appears to be critical for

the activity.

Example 14. Protective effects of MYR on anticancer agents

1. Anthracyclines

MYR protects against epirubicin-induced cell death and idarubicin-induced cell death

Epirubicin and idarubicin are anthracyclines that are associated with heart failure in
patients. In addition to doxorubicin described above, the effect of MYR was tested on

epirubicin- and idarubicin-induced heart injury. As illustrated in Fig. 19, human iPSC-
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derived cardiomyocytes were mock-treated (triangle) or treated with 100uM of MYR (circle)
and increasing concentrations of epirubicin or idarubicin for 72 hours, and then incubated
with dyes that indicate mitochondrial health and cellular nuclei as describe above. Cells were
imaged and total number of healthy cells were counted and plotted as percentage of mock-
treatment control.

Lethal concentration at which 50% of cells were killed by epirubicin (LC50) was
shifted from 0.49uM in mock-treated to 1.28uM in MYR-treated conditions, showing that
MYR eftectively protected against epirubicin-induced cell death in cardiomyocytes (Fig. 19,
left). (n=3)

Similarly, LC50 of Idarubicin was shifted from 0.59uM in mock-treated to 1.04uM in
MYR-treated conditions, indicating that MYR also protected against idarubicin-induced cell
death (Fig. 19, right). (n=3)

2. Protein Kinase and Proteasome Inhibitor

MYR protects against Bortezomib-, Sunitinib- and Sorafenib-induced cell death

Cardiotoxicity may result from the formation of toxic reactive oxygen species (ROS)
through redox cycling caused by various anticancer agent. The reactive oxygen species
(ROS) may activate apoptotic pathways, leading to cell death in both cancer and normal cells.
Cardiomyocytes may be particularly sensitive to the oxidative stress and cardiac
mitochondria may be easily disrupted by cancer agents like anthracycline, TKI or
proteasome inhibitors. According to the data presented above, it was hypothesized that the
ability of MYR and its analogs described herein to protect heart cells can be multifaceted: (1)
protection by interacting TOPOII enzymes in the heart cells as in anthracyclines; and (2) the
effect exerted independently from the molecular mechanism of TOPOII (e.g., ROS chelation,
promoting mitochondrial integrity). To determine whether MYR confers cardioprotection on
non-anthracycline drugs, the compound was tested for its ability to protect heart cells against
protein kinase inhibitor-induced cytotoxicity.

Sunitinib and sorafenib are tyrosine kinase antagonists used to treat a wide range of
cancers including leukemia and sarcoma. However, sunitinib and sorafenib have been
reported to cause adverse events like heart failure in patients. Tyrosine kinases are enzymes
responsible for the activation of many proteins involved in signal transduction pathways.
These proteins are activated via phosphorylation, a step the TKIs are known to target for

inhibition.
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Bortezomib is a proteasome inhibitor used to treat multiple myeloma and lymphoma.
In some cancer, the proteins that normally destroy cancer cells are broken down prematurely.
Bortezomib interrupts this process, allowing those proteins to disrupt the dividing cancer
cells.

Cell samples were prepared by differentiating induced pluripotent stem cells into
cardiomyocytes. Cells were cultured for 4 days post-differentiation, changing media day 3,
before performing experiments. Human stem cell derived cardiomyocytes were then treated
DMSO, sunitinib (10uM) or sunitinib plus increasing concentrations of MYR (1 to 100uM)
for 72 hours, and then incubated with dyes that indicate mitochondrial health and cellular
nuclei. Cells were imaged and total number of healthy cells were counted and plotted as
percentage of sunitinib-treatment control. MYR displayed protection against sunitinib-
induced cell death in cardiomyocytes (Fig. 20). (n=3). Similarly, MYR successfully
corrected more than 80% of cardiac dysfunction in SuM sorafenib treated cardiomyocytes
(Fig. 21). Treatment with 100uM myricetin also rescued bortezomib-induced cardiotoxicity
(Fig. 22). These data suggest that MYR protects against protein kinase inhibitor-induced

cardiomyocyte cell death.

Example 15. No interference with Doxorubicin’s anti-cancer activity

Bisdioxopiperazine dexrazoxane (DEX) is the only drug available for reducing the
incidence of heart failure in cancer patients receiving anticancer agents. Despite its clinical
effect, DEX is associated with several side effects such as interfering with antitumor efficacy
of anthracyclines, inducing secondary malignancies, and causing blood and bone marrow
disorders. These limitations severely limit its use for certain cancer patients.

The effect of MYR was investigated to determine whether the compound has the
similar shortcomings to those observed in DEX. Breast cancer cells (MDA-MB-231) were
mock-treated or treated with 100uM of MYR and with increasing concentrations of
doxorubicin for 72 hours (Fig. 23). Cell viability assay was conducted (CellTiter-Glo,
Promega). Luminescence was recorded via Synergy HT (Biotek) microplate reader and
plotted as percentage of mock-treated control. Essentially no difference was observed in cell
viability (LC50) between mock-treated (0.53uM) versus MYR-treated (0.48uM), indicating
that MYR does not interfere with doxorubicin’s anti-cancer activity (Fig. 23) (n=3).
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Example 16. In vivo validation of cardioprotection against DOX-induced toxicity

An acute anthracycline-induced cardiotoxicity model was established in 9-10 week
old C57BL/6 mice obtained from The Jackson Laboratory. Animals were divided into three
groups: saline treated (n=8), Doxorubicin treated (n=16) or Doxorubicin+MYR treated
(n=17). Doxorubicin (20 mg/kg), MYR (40 mg/kg) and saline were administered via a single
intraperitoneal injection. MY R was administered 30 minutes prior to doxorubicin treatment.
General health of the animals was monitored on a daily basis throughout the course of the
study. Mice were anesthetized using isoflurane (~1.0%) and transthoracic echocardiography
was performed using the VevoLAZR Imaging system (VisualSonics Inc., Toronto, Canada)
at day -4 to obtain baseline measurements and then at day 5 following the treatments. Left
ventricular (LV) M-mode images were obtained in the two-dimensional short axis view close
to the papillary muscles. Tracings of endocardial tissue during systole and diastole were
made off line. These data were then used to calculate fractional shortening (FS) and ejection
fraction (EF) which are global indices of systolic function.

Contractile properties were unaltered in the saline group during the course of the
study. In contrast, doxorubicin treatment had a profound impact on contractile properties. In
this group, FS and EF decreased significantly with time (P <0.001) by 15% and 19%,
respectively. MYR treatment significantly reduced the doxorubicin-induced
cardiotoxicity (P<0.05) as observed by improvement of FS and EF by 7% and 10%
respectively (Fig. 24). At 2-fold higher concentration than doxorubicin, MYR elicited 52%
rescue of FS and 49% rescue of EF dysfunction caused by doxorubicin (Fig. 24).

Example 17. Effect of various protectants (including vitexin) on doxorubicin-induced
cardiotoxicity regarding mitochondrial toxicity

Cell samples were prepared by differentiating induced pluripotent stem cells into
cardiomyocytes. Cells were cultured for 4 days post-differentiation, changing media at day 3,
before performing experiments. Samples were either mock treated, treated with 1uM of
doxorubicin, or treated with 1uM of doxorubicin and the indicated drug for 48 hours.
Following treatment, the samples were incubated with a tetramethylrhodamine methyl ester
(TMRM) dye to indicate mitochondrial health, and a second dye to identify cell nuclei. Cells
were imaged using the INCell Analyzer2200, and images were analyzed by CellProfiler to
quantify the percentage of TMRM-negative cells. Representative data are presented for

protective agents from two independent sets of screens where each data point was obtained
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from three biological replicates. Data normalization was performed by re-calibrating data
based on the mock-treated sample (0% mitochondrial toxicity) and the 1uM doxorubicin-
treated sample (100% mitochondrial toxicity).

Cardiomyocytes were either mock-treated (‘No treat’), treated with 1uM doxorubicin
(‘Dox 1uM’), or treated with 1 uM doxorubicin and the indicated drug, and subsequently
stained to detect mitochondrial health (Fig. 25). Cardiomyocytes exposed to 17uM
kaempferol (‘KAE 17uM’) exhibited a decrease in mitochondrial toxicity of at least 60%, as
compared to cardiomyocytes treated with doxorubicin in the absence of a protective agent
(‘Dox 1uM’). Cardiomyocytes exposed to either 0.76 uM ambroxol (‘AMB 0.76uM’), 10uM
mesalamine (‘MES 10uM’), or 50uM N-acetyl cysteine (‘NAC 50uM’) exhibited a decrease
in mitochondrial toxicity of at least 40%, as compared to cardiomyocytes treated with
doxorubicin in the absence of a protective agent (‘Dox 1uM’). Cardiomyocytes exposed to
either 160 uM dexrazoxane (‘Dex 160uM’) or 115uM vitexin (‘VIT 115uM”) exhibited a
decrease in mitochondrial toxicity of at least 30%, as compared to cardiomyocytes treated

with doxorubicin in the absence of a protective agent (‘Dox 1uM’).

Example 18. Effect of various protectants (including vitexin) on doxorubicin-induced
cardiotoxicity (apoptosis)

Cell samples were prepared by differentiating induced pluripotent stem cells into
cardiomyocytes. Cells were cultured for 4 days post-differentiation, changing media day 3,
before performing experiments. Samples were either mock-treated, treated with 1uM of
doxorubicin, or treated with 1uM of doxorubicin and the indicated drug for 48 hours.
Following treatment, the samples were incubated with a TUNEL dye to indicate apoptosis-
positive cells, and a second dye to identify cell nuclei. Cells were imaged using the INCell
Analyzer2200, and images were analyzed by CellProfiler to quantify the percentage of
apoptosis-positive cells. Representative data are presented for protective agents from two
independent sets of screens where each data point was obtained from three biological
replicates. Data normalization was performed by re-calibrating data based on the mock-
treated sample (0% apoptosis) and the 1 micromolar doxorubicin-treated sample (100%
apoptosis).

Cardiomyocytes were either mock treated (‘No treat’), treated with 1uM doxorubicin
(‘Dox 1uM’), or co-treated with 1uM doxorubicin and the indicated drug, and subsequently

stained to detect apoptosis (Fig. 26). Cardiomyocytes treated with 115 uM vitexin (‘VIT 115
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uM”) exhibited a decrease in apoptosis of at least 60%, as compared to cardiomyocytes
treated with doxorubicin in the absence of a protective agent (‘Dox 1uM’). Cardiomyocytes
exposed to either 160uM dexrazoxane (‘Dex 160uM’), 0.76 uM ambroxol (‘AMB 0.76uM’),
or S0uM N-acetyl cysteine (‘NAC 50uM’) exhibited a decrease in apoptosis of at least 50%,
as compared to cardiomyocytes treated with doxorubicin in the absence of a protective agent
(‘Dox 1uM’). Cardiomyocytes exposed to either 17 uM kaempferol (‘KAE 17uM’) or 10 uM
mesalamine (‘MES 10uM’) exhibited a decrease in apoptosis of at least 40%, as compared to

cardiomyocytes treated with doxorubicin in the absence of a protective agent (‘Dox 1uM’).

Example 19. Vitexin provides long-term cardioprotection (mitochondrial health)

Cell samples were prepared by differentiating induced pluripotent stem cells into
cardiomyocytes. Cells were cultured for 4 days post-differentiation, changing media at day 3,
before performing experiments. Samples were either mock-treated (Fig. 27A), treated with
1uM of doxorubicin (Fig. 27B), co-treated with 1uM of doxorubicin and 16uM dexrazoxane
(Fig. 27C), or co-treated with 1uM of doxorubicin and 116 uM dexrazoxane (Fig. 27D) for 7
days. Following treatment, the samples were incubated with a tetramethylrhodamine methyl
ester (TMRM) dye to indicate mitochondrial health. Cells were imaged using the INCell
Analyzer2200, and images were analyzed by CellProfiler to quantify the percentage of
TMRM-negative cells. Representative images are presented for each sample, wherein loss of
TMRM signal represents mitochondrial toxicity.

Cardiomyocytes exposed to either doxorubicin (Fig. 27B) or co-treated with
doxorubicin and dexrazoxane (Fig. 27C) exhibited an increase in mitochondrial toxicity as
indicated by a noticeable decrease in TMRM-positive cells as compared to mock-treated
cardiomyocytes (Fig. 27A). Treatment of cardiomyocytes with doxorubicin and vitexin (Fig.
27D) demonstrated improved long term mitochondrial protection, as compared to
cardiomyocytes exposed to either doxorubicin (Fig. 27B) or doxorubicin and dexrazoxane

(Fig. 27C).

Example 20. Vitexin provides dose-dependent cardioprotection (electrophysiological
activity)

Cell samples were prepared by differentiating induced pluripotent stem cells into
cardiomyocytes. Cells were cultured for 4 days post-differentiation, changing media at day 3,

before performing experiments. Samples were either mock-treated with 0.1% DMSO, treated
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with 1 uM doxorubicin, or co-treated with 1 uM doxorubicin and various concentrations of
vitexin (e.g., 11.6 uM, 37 uM, or 116 uM). Following treatment, the percentage of active
electrodes in each sample was measured for 72 hours. Percentage of active electrodes was
quantified and graphed in a time course (Fig. 28A). The average number of active electrodes
per well was quantified and graphed at 30 hours after the treatment (Fig. 28B, n=6, standard
deviation is shown as error bars).

Cardiomyocytes exposed to 1 uM doxorubicin, in the absence of vitexin, exhibited
about a 50% decrease in the number of active electrodes 24 hours after drug treatment (time
zero), and about a 95% decrease, relative to time zero, in the number of active electrodes 30
hours after drug treatment (Fig. 28A). Cardiomyocytes co-exposed to doxorubicin and
vitexin exhibited a dose-dependent increase in the percentage of active electrodes (Fig. 28A).
At 24 hours following drug treatment, cardiomyocytes co-exposed to 1 UM doxorubicin and
either 11.6 uM, 37 uM, or 116 uM vitexin exhibited about a 50%, about a 25%, or about a
0% decrease in the number of active electrodes, respectively. At 30 hours following
treatment, samples that were co-exposed to 1 uM doxorubicin and 116 uM vitexin exhibited
had a statistically significant higher average number of active electrodes (about 10 active
electrodes) as compared to samples that were exposed to 1 uM doxorubicin in the absence of

vitexin (about 2 active electrodes) (Fig. 28B).

Example 21. Protectants do not inhibit doxorubicin-mediated death of breast cancer
cells

MDA-MB-231 cells (metastatic breast cancer) were cultured for 1 day before
performing experiments. Samples treated with either increasing concentrations of
Doxorubicin (e.g., 0 uM, 0.016 uM, 0.05 uM, 0.16 uM, 0.5 uM, 1.6 uM, 5 uM, 16 uM, or
50 uM), or co-treated with increasing concentrations of doxorubicin and the indicated
protective agent for 72 hours. Cells were subsequently lysed with CellTiter-Glo reagent to
identify metabolically active (e.g., viable) cells, wherein the luminescence measured from the
lysed cell suspension is directly proportional to the number of viable cells present in the
culture. Percentage cell death was quantified by measuring the decrease in luminescence.
XLFit was used for curve fitting. Averages from triplicate are graphed and standard
deviation is shown as error bars.

MDA-MB-231 cells co-treated with increasing concentrations of doxorubicin and

either dexrazoxane, ambroxol, kaempferol (Fig. 29A), mesalamine, N-acetyl cysteine, or
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vitexin (Fig. 29B) showed no significant difference in the percentage of cell death as
compared to cells that were treated with doxorubicin in the absence of a protective agent.
These results indicate that the pharmaceutical compositions described herein do not confer a

protective benefit to MDA-MB-231 breast cancer cells, as measured by the in vifro assay.

Example 22. Protectants do not inhibit doxorubicin-mediated death of lung cancer cells

A549 cells (lung cancer) were cultured for 1 day before performing experiments.
Samples treated with either increasing concentrations of Doxorubicin (e.g., 0 uM, 0.016 uM,
0.05 uM, 0.16 uM, 0.5 uM, 1.6 uM, 5 uM, 16 uM, or 50 uM), or co-treated with increasing
concentrations of doxorubicin and the indicated drug for 72 hours. Cells were subsequently
lysed with CellTiter-Glo reagent to identify metabolically active (e.g., viable) cells, wherein
the luminescence measured from the lysed cell suspension is directly proportional to the
number of viable cells present in the culture. Percentage cell death was quantified by
measuring the decrease in luminescence. XLFit was used for curve fitting. Averages from
triplicate are graphed and standard deviation is shown as error bars.

A549 cells co-treated with increasing concentrations of doxorubicin and either
dexrazoxane, ambroxol, kaempferol, mesalamine, N-acetyl cysteine, or vitexin showed no
significant difference in the percentage of cell death as compared to cells that that were
treated with doxorubicin in the absence of a protective agent. These results indicate that the
pharmaceutical compositions described herein do not confer a protective benefit to A549

lung cancer cells, as measured by the in vifro assay.

Example 23. Acute toxicity of various protectants (including vitexin) on
electrophysiology

Cell samples were prepared by differentiating induced pluripotent stem cells into
cardiomyocytes. Cells were cultured for 4 days post-differentiation, changing media at 3 day,
before performing experiments. Samples were either mock-treated with 0.1% DMSO, or
treated with increasing concentrations of the indicated drug for at least 20 minutes.
Cardiomyocytes were treated with the hERG potassium channel blocker E4031 as a control.
Following treatment, the beat period and field potential duration (FPD) were measured in
each sample using the MEA.

At lower drug concentration, Cardiomyocytes exposed to either dexrazoxane,

ambroxol, chenodeoxycholic acid, deferoxamine, N-acetyl cysteine, naringenin, or vitexin
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exhibited no appreciable difference in beat period or field potential duration, as compared to
control samples. At higher concentrations, cardiomyocytes exposed to either

chenodeoxycholic acid or naringenin exhibited beating cessation from acute drug toxicity.

Example 24. Long term toxicity of various protectants (including vitexin) on
electrophysiology

Cell samples were prepared by differentiating induced pluripotent stem cells into
cardiomyocytes. Cells were cultured for 4 days post-differentiation, changing media at day 3,
before performing experiments. Samples were either mock-treated with 0.1% DMSO, or
treated with various concentrations of the indicated drug. Following treatment, the percentage
of active electrodes in each sample was measured for at least 5 days. Percentage of active
electrodes was quantified and graphed in a time course.

Cardiomyocytes exposed to either ambroxol, kaempferol, mesalamine, or vitexin
showed no observable decrease in the number of active electrodes relative to the mock-
treated sample. Cardiomyocytes exposed to the clinically-approved cardioprotectant
dexrazoxane exhibited a long-term, dose-dependent cardiotoxic effect. Cardiomyocytes
exposed to either 167 uM or 500 uM dexrazoxane exhibited about a 25% or 50% reduction
in the number of active electrodes at about 2 days post-treatment, respectively. At about 3
days post-treatment, cardiomyocytes exposed to either 167 uM or 500 uM dexrazoxane

exhibited about a 50% or 100% reduction in the number of active electrodes, respectively.

Example 25. Treatment of breast cancer in a patient with heart disease by oral
administration of a pill containing doxorubicin and vitexin

A patient, with a history of heart disease, is diagnosed with breast cancer. Due to an
increased risk for heart failure, the patient is unable to receive the standard treatment regimen
of doxorubicin, which is known to induce cardiotoxicity. Instead, the caregiver administers a
co-formulation of doxorubicin (10mg) and vitexin (100mg). An echocardiogram is performed
and blood flow rate is measured to determine if the therapy has a cardiotoxic effect in the
patient. The patient shows no indication of cardiac dysfunction. Exhibiting no signs of

cardiotoxicity, the patient is able accept higher doses of treatment over the next several
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weeks. The patient subsequently undergoes a tissue biopsy which shows no indication of

breast cancer.

Example 26. Treatment of liver cancer in a patient by intravenous administration of
doxorubicin, dexrazoxane and vitexin

A patient is diagnosed with liver cancer. The caregiver administers to the patient a co-
formulation of doxorubicin (Smg/mL) and dexrazoxane (50mg/mL). An electrocardiogram is
performed to determine if the dexrazoxane is successfully mitigating cardiotoxic effects in
the patient. The patient presents with a 20ms QT prolongation. To enhance the activity of
dexrazoxane, the caregiver administers to the patient a co-formulation of doxorubicin
(S5mg/mL) and vitexin (100mg/mL). Following treatment, an electrocardiogram is performed,
and the patient exhibits no signs of QT prolongation. The patient is able to continue receiving
treatment over several weeks after which a tissue biopsy is performed to confirm the liver

cancer has been eradicated.

Example 27. Treatment of lung cancer in a patient with bradycardia by oral
administration of a pill containing doxorubicin and myricetin

A patient is diagnosed with stage II lung cancer, and presents with bradycardia. Due
to an increased risk for heart failure, the patient is unable to receive the standard treatment
regimen of doxorubicin, which is known to affect cardiac contraction and induce bradycardia.
Instead, the caregiver administers a co-formulation of doxorubicin (10mg) and myricetin
(100mg). An electrocardiogram is used to monitor the patient’s heart rate. The patient shows
no indication of cardiac dysfunction. Exhibiting no signs of cardiotoxicity, the patient is able
accept higher doses of treatment over the next several weeks. The lung cancer is down-staged
to stage 1, and the cancer is successfully removed with surgery. Upon follow-up, a tissue

biopsy is performed and shows no sign of cancer.

Example 28. Treatment of liver cancer in a patient by intravenous administration of a
solution containing doxorubicin, dexrazoxane and myricetin

A patient is diagnosed with liver cancer. The caregiver administers to the patient a
co-formulation of doxorubicin (Smg/mL) and dexrazoxane (50mg/mL). An
electrocardiogram is performed to determine if the dexrazoxane is successfully mitigating

cardiotoxic effects in the patient. The patient presents with a 20ms QT prolongation. To
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enhance the activity of dexrazoxane, the caregiver administers to the patient a co-formulation
of doxorubicin (Smg/mL) and myricetrin (SOmg/mL). Following treatment, an
electrocardiogram is performed, and the patient exhibits no signs of QT prolongation. The
patient is able to continue receiving treatment over several weeks after which a tissue biopsy

is performed to confirm the liver cancer has been eradicated.

Example 29. Treatment of lung cancer in a patient with bradycardia by oral
administration of a pill containing myricetin

A patient is diagnosed with stage II lung cancer, and presents with bradycardia. Due
to an increased risk for heart failure, the patient is unable to receive the standard treatment
regimen of doxorubicin, which is known to affect cardiac contraction and induce bradycardia.
Instead, the caregiver administers myricetin (100mg) 24 hours before administration of
doxorubicin (10mg). An electrocardiogram is used to monitor the patient’s heart rate. The
patient shows no indication of cardiac dysfunction. Exhibiting no signs of cardiotoxicity, the
patient is able accept higher doses of treatment over the next several weeks. The lung cancer
is down-staged to stage 1, and the cancer is successfully removed with surgery. Upon follow-

up, a tissue biopsy is performed and shows no sign of cancer.

Example 30. Treatment of liver cancer in a patient by intravenous administration of a
solution containing doxorubicin, dexrazoxane and myricetin

A patient is diagnosed with liver cancer. The caregiver administers to the patient a
co-formulation of doxorubicin (Smg/mL) and dexrazoxane (50mg/mL). An
electrocardiogram is performed to determine if the dexrazoxane is successfully mitigating
cardiotoxic effects in the patient. The patient presents with a 20ms QT prolongation. To
enhance the activity of dexrazoxane, the caregiver administers to the patient a myricetin
(100mg) 24 hours prior to administration of doxorubicin (Smg/mL) and (100mg/mL)
intravenously. Following treatment, an electrocardiogram is performed, and the patient
exhibits no signs of QT prolongation. The patient is able to continue receiving treatment over
several weeks after which a tissue biopsy is performed to confirm the liver cancer has been

eradicated.

Many modifications and variations of this invention can be made without departing

from its spirit and scope, as will be apparent to those skilled in the art. The specific
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embodiments described herein are offered by way of example only, and the invention is to be
limited only by the terms of the appended claims, along with the full scope of equivalents to
which such claims are entitled. Such modifications are intended to fall within the scope of the

appended claims.

All references, patent and non-patent, cited herein are incorporated herein by
reference in their entireties and for all purposes to the same extent as if each individual
publication or patent or patent application was specifically and individually indicated to be

incorporated by reference in its entirety for all purposes.
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CLAIMS

WHAT 1S CLAIMED IS:

1. A pharmaceutical composition comprising an anticancer agent and a protective agent

according to Formula 1,

Formula 1

wherein:
X'is CR’R’, NR’, O, S, C=0, or C=S,;
each of R', RZ R’, R>, R® R’ and R is independently alkyl, alkenyl, alkynyl,
alkoxy, acyl, acyloxy, carboxylic acid, ester, amine, amide, carbonate,
carbamate, nitro, thioether, thioester, cycloalkyl, heteroalkyl, heterocyclyl,
aryl, or heteroaryl, any of which is substituted or unsubstituted, halogen,

hydroxyl, sulthydryl, nitro, nitroso, cyano, azido, or H;

R* R’ and R® are alkoxy, hydroxyl or H;

W'isOorS; or

a salt thereof.

2. The pharmaceutical composition of claim 1, wherein

X'is O or S:
each of R', R R’ R’, and R" is independently alkoxy, cycloalkyl,

heterocyclyl, halogen, hydroxyl, sulthydryl, nitro, nitroso, cyano, azido, or H;

and
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each of R*, R” and R® is alkoxy, hydroxyl or H.

The pharmaceutical composition of claim 2, wherein

X'is O;

each of R', R?, R’, R’, and R'" is independently alkoxy, cycloakyl,
heterocyclyl, halogen, hydroxyl, sulthydryl, nitro, nitroso, cyano, azido, or H;

and

each of R*, R” and R® are alkoxy, hydroxyl or H.

The pharmaceutical composition of claim 3, wherein
X'is O;
each of R', R?, and R’ is independently hydroxyl or H;
each of R” and R'” is cycloalkyl, heterocyclyl, or H;
R* is hydroxyl; and
R’ and R® are methoxy, hydroxyl or H.

The pharmaceutical composition of claim 4, wherein
X'is O;
R' is hydroxyl;
each of R” and R’ is independently hydroxyl or H;
R’ and R" are H;
R* is hydroxyl; and
R’ and R® are hydroxyl or H.

The pharmaceutical composition of claim 5, wherein the protective agent is myricetin

and is a compound according to the formula:
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7. The pharmaceutical composition of claim 5, wherein the protective agent is robinetin

and is a compound according to the formula:

5
8. The pharmaceutical composition of claim 5, wherein the protective agent is tricetin
and is a compound according to the formula:
10
0. The pharmaceutical composition of claim 5, wherein the protective agent is ficetin
and is a compound according to the formula:
15

or
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The pharmaceutical composition of claim 1, wherein the protective agent is selected
from the group consisting of myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4’,5’-
tetrahydroxyflavone, and myricitrin.

The pharmaceutical composition of claim 1, wherein the protective agent is
kaempferol or quercetin.

The pharmaceutical composition of any one of claims 1-11, wherein the
pharmaceutical composition is a tablet.

The pharmaceutical composition of any one of claims 1-11, wherein the
pharmaceutical composition is a liquid composition.

The pharmaceutical composition of any one of claims 1-11, wherein the
pharmaceutical composition is a capsule, a gel capsule, or a liposome.

The pharmaceutical composition of claim 1, wherein the protective agent is a
topoisomerase Ila and [ inhibitor.

The pharmaceutical composition of claim 1, wherein the pharmaceutical composition
comprises at least 10 mg of at least one protective agent.

The pharmaceutical composition of claim 1, wherein the pharmaceutical composition
comprises at least 50 mg of at least one protective agent.

The pharmaceutical composition of claim 1, wherein the pharmaceutical composition
comprises at least 100 mg of the protective agent.

The pharmaceutical composition of claim 1, wherein the pharmaceutical composition
comprises at least 200 mg of at least one protective agent.

The pharmaceutical composition of claim 1, wherein the pharmaceutical composition
comprises between 0.1 mg and 50 mg of at least two protective agents of Formula 1.
The pharmaceutical composition of any one of claims 1-20, wherein the anticancer
agent is an anthracycline or salt thereof.

The pharmaceutical composition of claim 21, wherein the anthracycline is

daunorubicin, doxorubicin, epirubicin, idarubicin, mitoxantrone, or valrubicin.
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The pharmaceutical composition of claim 22, wherein the anthracycline is
doxorubicin.

The pharmaceutical composition of claim 22, wherein the anthracycline is epirubicin.
The pharmaceutical composition of any one of claims 1-20, wherein the anticancer
agent is a protein kinase inhibitor.

The pharmaceutical composition of claim 25, wherein the protein kinase inhibitor is
afatinib, axitinib, bosutinib, cabozantinib, carfilzomib, ceritinib, cobimetanib,
crizotinib, dabrafenib, dasatinib, erlotinib, everolimus, gefitinib, ibrutinib, imatinib,
lapatinib, lenvatinib, nilotinib, nintedanib, osimertinib, palbociclib, pazopanib,
pegaptanib, ponatinib, regorafenib, ruxolitinib, sirolimus, sorafenib, sunitinib,
tofacitinib, tofacitinib, temsirolimus, trametinib, vandetanib, vemurafenib, or
vismodegib.

The pharmaceutical composition of any one of claims 1-20, wherein the anticancer
agent is bortezomib.

The pharmaceutical composition of claim 25, wherein the protein kinase inhibitor is a
tyrosine kinase inhibitor.

The pharmaceutical composition of claim 28, wherein the tyrosine kinase inhibitor is
selected from the group consisting of sorafenib, sunitinib, bosutinib, gefitinib,
dasatinib, dabrafenib, vemurafenib, imatinib, lapatinib, mesylate, and nilotinib.

The pharmaceutical composition of claim 29, wherein the tyrosine kinase inhibitor is
sorafenib.

The pharmaceutical composition of claim 29, wherein the tyrosine kinase inhibitor is
sunitinib.

The pharmaceutical composition of any one of claims 1-20, wherein the anticancer
agent is a biologic agent.

The pharmaceutical composition of claim 32, wherein the biologic agent is an
antibody.

The pharmaceutical composition of claim 33, wherein the antibody is
adotrastuzumabemtansine, alemtuzumab, bevacizumab, blinatumomab, brentuximab
vedotin, catumaxomab, cetuximab, gemtuzumab ozogamicin, ibritumomab tiuxetan,
ipilimumab, necitumumab, nivolumab, obinutuzumab, ofatumumab, panitumumab,
pembrolizumab, pertuzumab, ramucirumab, rituximab, tositumomab-I131, or

trastuzumab.
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The pharmaceutical composition of claim 34, wherein the antibody is trastuzumab.
The pharmaceutical composition of claim 1, further comprising a second protective
agent, wherein the second protective agent is dexrazoxane.

A method of treating a subject suffering from cancer, comprising administering to the
subject a pharmaceutical composition of any one of claims 1-36.

A method for preventing, reducing, or eliminating cardiotoxicity induced by an
anticancer agent or biologic agent in a subject, the method comprising: administering
to the subject an effective amount of at least one protective agent according to
Formula 1 and the anticancer agent or biologic agent, thereby preventing, reducing, or
eliminating the cardiotoxicity induced by the chemotherapy drug or biologic agent in
the subject.

The method of claim 38, wherein the anticancer agent or biologic agent is
administered to the subject prior to the administration of the at least one protective
agent according to Formula 1.

The method of claim 38, wherein the anticancer agent or biologic agent is
administered to the subject subsequent to the administration of the at least one
protective agent according to Formula 1.

The method of claim 38, wherein the anticancer agent or biologic agent is
administered to the subject concurrently with the at least one protective agent
according to Formula 1.

The method of claim 38, wherein the anticancer agent or biologic agent and the at
least one protective agent are formulated in one liquid composition.

The method of claim 38, wherein the anticancer agent or biologic agent and the at
least one protective agent are formulated in a tablet.

The method of claim 38, wherein the at least one protective agent is administered
orally.

The method of claim 38, wherein the at least one protective agent is administered
intravenously.

The method of claim 38, wherein the subject suffers from cancer.

The method of claim 46, wherein the subject is a human subject.

The method of claim 46, wherein the cancer is bladder cancer, bone cancer, a brain

tumor, breast cancer, esophageal cancer, colorectal cancer, leukemia, liver cancer,
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lung cancer, lymphoma, myeloma, ovarian cancer, prostate cancer, a sarcoma,
stomach cancer, or thyroid cancer.

The method of claim 48, wherein the cancer is breast cancer.

The method of claim 48, wherein the cancer is leukemia.

The method of claim 48, wherein the cancer is a sarcoma.

The method of claim 51, wherein the sarcoma is Kaposi sarcoma.

The method of claim 38, wherein the anticancer agent is a protein kinase inhibitor.
The method of claim 53, wherein the protein kinase inhibitor is afatinib, axitinib,
bosutinib, cabozantinib, carfilzomib, ceritinib, cobimetanib, crizotinib, dabrafenib,
dasatinib, erlotinib, everolimus, gefitinib, ibrutinib, imatinib, lapatinib, lenvatinib,
nilotinib, nintedanib, osimertinib, palbociclib, pazopanib, pegaptanib, ponatinib,
regorafenib, ruxolitinib, sirolimus, sorafenib, sunitinib, tofacitinib, tofacitinib,
temsirolimus, trametinib, vandetanib, vemurafenib, or vismodegib.

The method of claim 53, wherein the protein kinase inhibitor is a tyrosine kinase
inhibitor.

The method of claim 55, wherein the tyrosine kinase inhibitor is selected from the
group consisting of sorafenib, sunitinib, bosutinib, gefitinib, dasatinib, dabrafenib,
vemurafenib, imatinib, lapatinib, mesylate, and nilotinib.

The method of claim 56, wherein the tyrosine kinase inhibitor is sorafenib.

The method of claim 56, wherein the tyrosine kinase inhibitor is sunitinib.

The method of claim 38, wherein the anticancer agent is a proteasome inhibitor (e.g.,
bortezomib).

The method of claim 38, wherein the anticancer agent is a biologic agent.

The method of claim 60, wherein the biologic agent is an antibody.

The method of claim 61, wherein the antibody is adotrastuzumabemtansine,
alemtuzumab, bevacizumab, blinatumomab, brentuximab vedotin, catumaxomab,
cetuximab, gemtuzumab ozogamicin, ibritumomab tiuxetan, ipilimumab,
necitumumab, nivolumab, obinutuzumab, ofatumumab, panitumumab,
pembrolizumab, pertuzumab, ramucirumab, rituximab, tositumomab-I131, or
trastuzumab.

The method of claim 62, wherein the antibody is trastuzumab.

The method of claim 38, further comprising administering a second protective agent.

The method of claim 64, wherein the second protective agent is dexrazoxane.
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The method of claim 38, wherein the at least one protective agent according to
Formula 1 is administered to the subject at least 24 hours before the administration of
the anticancer agent or biologic agent.

The method of claim 38, wherein the at least one protective agent according to
Formula 1 is administered to the subject at least 1,2, 3,4, 5,6,6,7,9, 10, 11 12, 13,
14, 15,16, 17,18, 19, 20, 21, 22, 23, 24, or 48 hours before the administration of the
anticancer agent or biologic agent.

The method of claim 38, wherein the at least one protective agent according to
Formula 1 is administered to the subject concurrently with the anticancer agent or
biologic agent.

The method of claim 38, wherein the at least one protective agent according to
Formula 1 is administered at least 1, 2, 3,4, 5, 6, 6, 7,9, 10, 11 12, 13, 14, 15, 16, 17,
18, 19, 20, 21, 22, 23, 24, or 48 hours after the administration of the anticancer agent
or biologic agent to the subject.

The method of claim 38, wherein the at least one protective agent according to
Formula 1 is administered to the subject in a molar ratio of at least 1:5 units of the
anticancer agent to the protective agent

The method of claim 38, wherein the at least one protective agent is a topoisomerase
Ilo or B inhibitor.

The method of claim 71, wherein the at least one protective agent is a topoisomerase
[Io and topoisomerase [3 inhibitor.

The method of claim 38, wherein the anticancer agent is an anthracycline or salt
thereof.

The method of claim 73, wherein the anthracycline is daunorubicin, doxorubicin,
epirubicin, idarubicin, mitoxantrone, or valrubicin.

The method of claim 74, wherein the anthracycline is doxorubicin.

The method of claim 74, wherein the anthracycline is epirubicin.

The method of claim 74, wherein the anthracycline is idarubicin.

The method of claim 74, wherein the at least one protective agent is a topoisomerase
Ilo or B inhibitor.

The method of claim 38, wherein the at least one protective agent is selected from the
group consisting of myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°.4°,5’-

tetrahydroxyflavone, and myricitrin.
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A method for treating cancer and preventing cardiotoxicity from one or more
anticancer agent, the method comprising:

(a) administering a chemotherapy drug or biologic agent to a subject
suffering from cancer and receiving the chemotherapy drug or biologic agent
known to cause cardiotoxicity in the subject; and

(b) administering to the subject an effective amount of a protective agent
according to Formula 1 or pharmaceutically acceptable salts thereof, wherein
the protective agent prevents, reduces, or eliminates the cardiotoxicity in the
subject.

The method of claim 80, wherein the chemotherapy drug is an anthracycline or salt
thereof.

The method of claim 81, wherein the anthracycline is daunorubicin, doxorubicin,
epirubicin, idarubicin, mitoxantrone, or valrubicin.

The method of claim 82, wherein the anthracycline is doxorubicin.

The method of claim 82, wherein the anthracycline is epirubicin.

The method of claim 82, wherein the anthracycline is idarubicin.

The method of claim 80, wherein the protective agent is a topoisomerase Il inhibitor.
The method of claim 86, wherein the protective agent is a topoisomerase Ila or 3
inhibitor.

The method of claim 80, wherein the protective agent is selected from the group
consisting of myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°,4°,5’-
tetrahydroxyflavone, and myricitrin.

The method of claim 80, wherein the subject is a human subject.

The method of claim 80, wherein the cancer is bladder cancer, bone cancer, a brain
tumor, breast cancer, esophageal cancer, colorectal cancer, leukemia, liver cancer,
lung cancer, lymphoma, myeloma, ovarian cancer, prostate cancer, a sarcoma,
stomach cancer, or thyroid cancer.

The method of claim 90, wherein the cancer is breast cancer.

The method of claim 90, wherein the cancer is leukemia.

The method of claim 90, wherein the cancer is a sarcoma.

The method of claim 93, wherein the sarcoma is Kaposi sarcoma.

The method of claim 80, wherein the human subject has a cardiac condition or has a

history of having a cardiac condition.
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The method of claim 80, wherein the cardiotoxicity comprises cardiac tissue damage,
electrophysiological dysfunction, mitochondrial toxicity, apoptosis, and oxidative
stress.

The method of claim 96, wherein the cardiotoxicity is cardiac tissue damage.

The method of claim 80, wherein the chemotherapy drug is a protein kinase inhibitor.
The method of claim 98, wherein the protein kinase inhibitor is afatinib, axitinib,
bosutinib, cabozantinib, carfilzomib, ceritinib, cobimetanib, crizotinib, dabrafenib,
dasatinib, erlotinib, everolimus, gefitinib, ibrutinib, imatinib, lapatinib, lenvatinib,
nilotinib, nintedanib, osimertinib, palbociclib, pazopanib, pegaptanib, ponatinib,
regorafenib, ruxolitinib, sirolimus, sorafenib, sunitinib, tofacitinib, tofacitinib,
temsirolimus, trametinib, vandetanib, vemurafenib, or vismodegib.

The method of claim 80, wherein the protein kinase inhibitor is a tyrosine kinase
inhibitor.

The method of claim 100, wherein the tyrosine kinase inhibitor is selected from the
group consisting of sorafenib, sunitinib, bosutinib, gefitinib, dasatinib, dabrafenib,
vemurafenib, imatinib, lapatinib, mesylate, and nilotinib.

The method of claim 101, wherein the tyrosine kinase inhibitor is sorafenib.

The method of claim 101, wherein the tyrosine kinase inhibitor is sunitinib.

The method of claim 80, wherein the anticancer agent is a proteasome inhibitor (e.g.,
bortezomib).

The method of claim 80, wherein the biologic agent is an antibody.

The method of claim 105, wherein the antibody is adotrastuzumabemtansine,
alemtuzumab, bevacizumab, blinatumomab, brentuximab vedotin, catumaxomab,
cetuximab, gemtuzumab ozogamicin, ibritumomab tiuxetan, ipilimumab,
necitumumab, nivolumab, obinutuzumab, ofatumumab, panitumumab,
pembrolizumab, pertuzumab, ramucirumab, rituximab, tositumomab-I131, or
trastuzumab.

The method of claim 106, wherein the antibody is trastuzumab.

The method of claim 80, wherein the subject has a decreased QTc interval after
administering the protective agent.

The method of claim 80, wherein the chemotherapy drug and the protective agent of

Formula 1 are administered concurrently to the subject.
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The method of claim 80, wherein the chemotherapy drug and the protective agent of
Formula 1 are administered sequentially to the subject.
The method of claim 110, wherein the protective agent is administered to the subject
prior to the administration of the chemotherapy drug.
The method of claim 110, wherein the protective agent is administered to the subject
after the administration of the chemotherapy drug.
A method for treating or preventing organ damage in a subject comprising:
administering to the subject an effective amount of a protective agent of Formula 1 to
a subject receiving an anticancer agent comprising at least one of anthracycline,
tyrosine kinase inhibitor, or trastuzumab.
A method for preventing organ damage or cardiac failure in a subject comprising:
administering to a subject an effective amount of a protective agent selected from the
group consisting of myricetin, vitexin, robinetin, tricetin, ficetin, 7,3°.4°,5’-
tetrahydroxyflavone, and myricitrin.
A kit comprising:

a. a protective agent selected from the group consisting of myricetin, vitexin,

robinetin, tricetin, ficetin, 7,3”,4’,5 -tetrahydroxyflavone, and myricitrin; and
b. achemotherapy drug or a biological agent,
wherein the chemotherapy drug or the biological agent causes

cardiotoxicity.

The kit of claim 115, further comprising dexrazoxane.
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A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - A61K 9/16, A61K 31/4704 (2017.01)
CPC - AB1K 9/1635, A61K 9/205, A61K 9/2027

According to International Patent Classification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

See Search History Document

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

See Search History Document

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

See Search History Document

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X WO 2001/080855 A1 (Geron Corporation) 01 November 2001 (01.11.2001); Abstract, p4, p10, 1-7, 9-20

p17
X US 2013/0095124 A1 (Szathmary et al.) 18 April 2013 (18.04.2013); para[0004}, para[0005], 1-5,8

para[0018], para[0024], para[0073], para[0082]

X WO 2015/138186 A2 (Wake Forest University Health Sciences) 17 September 2015 1, 36, 115-116
(17.09.2015); p10, p23, p28, p44

-. | Du et al. 'Quercetin greatly improved therapeutic index of doxorubicin against 4T1 breast cancer | 38-49, 66-78, 80-87, 89-

X
- by its opposing effects on HIF-1a in tumor and normat cells’, Cancer Chemotherapy and 91,96-97, 108-112

Y Pharmacology, 26 May 2009 (26.05.2009), Vol.65, page227-287; p277, p279, p284

50-65, 79, 88, 92-95, 98-

107
X == | Sadzuka et al. 'Protective effect of flavonoids on doxorubicin-induced cardiotoxicity', Toxicology | 113
Letters, 20 May 1998 (20.05.1998), Vol.92, page1-7; p2, p5
X -| Tiwari et al. 'Cardioprotective potential of myricetin in isoproterenol-induced myocardial 114
- infarction in wistar rats', Phytotherapy Research, 23 March 2009 (23.03.2009), Vol.23, ——-
Y page1361-1366; Abstract, p1361 79, 88
Y | Lipshultz et al. 'Chronic Progressive Cardiac Dysfunction Years After Doxorubicin Therapy for 50, 92
Childhood Acute Lymphoblastic Leukemia, Pediatric Oncology, April 2005, Vol.23, page2629-
2636; Title
Further documents are listed in the continuation of Box C. D See patent family annex.
* Special categories of cited documents: “T” later document published after the international filing date or priority
“A” document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
to be of particular relevance the principle or theory underlying the invention
“E” earlier application or patent but published on or after the international  «“X” document of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive
“L docgment WIt])IIChhmﬁy thrglw doublz on p?onty hclalm(s) or whlclhns step when the document is taken alone
cited to establish the publication date of another citation or other wym 4o o0 oo
particular relevance; the claimed invention cannot be
special reason (as specified) considered to involve an inventive step when the document is
- . - P
“O” document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious to a person skilled in the art

“P” document published prior to the international filing date but later than  «g» 4ocument member of the same patent family
the priority date claimed

Date of the actual completion of the international search Date of mailing of the international search report
16 May 2017 2 5 MAY 20-]7
Name and mailing address of the ISA/US Authorized officer:
Mail Stop PCT, Attn: ISA/US, Commissioner for Patents Lee W. Young
P.O. l.30>.( 1450, Alexandria, Virginia 22313-1450 PCT Helpdesk: 571-272-4300
Facsimile No. 571-273-8300 PCT OSP: 571-272-7774
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C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
Y - | Udhrain et al. 'Pegylated liposomal doxorubicin in the treatment of AlIDS-related Kaposi's 51-52, 93-94
sarcoma’, International Journal of Nanomedicine, September 2007, Vol.2, page 345-352; p351
Y - | Menna et al. 'Cardiotoxicity of Antitumor Drugs', Chemical Research in Toxicology, 01 April 53-58, 60-63, 98-103,
— 2008 (01.04.2008), Vol.21, page 978-989; p980, p984, p985 105-107
A [,
76-77, 84-85
Y ~ | Nowis et al. 'Cardiotoxicity of the Anticancer Therapeutic Agent Bortezomib', The American 59, 104
Journal of Pathology, 16 December 2010 (16.12.2010); Vol.176, page2658-2668; Title
Y —| Swain et al. 'Cardioprotection with dexrazoxane for doxorubicin-containing therapy in advanced | 64-65
breast cancer, Journal of Clinical Oncology, April 1997, Vol.15, page1318-1332; Title
Y .. | Swain et al. ‘Congestive heart failure in patients treated with doxorubicin', Cancer, 19 May 2003 | 95
- (19.05.2003), Vol.97, page2869-2879; p2869 B
A 47, 89
A .- Batra et al. 'Anti-cancer potential of lavonoids: recent trends and future Perspectives' , 3 1-7
Biotech, 12 February 2013 (12.02.2013), Vol.3, page439-459; p439, p442
A —~. | Lopez-Lazaro et al. 'The dietary flavonoids myricetin and fisetin act as dual inhibitors of DNA 15
topoisomerases | and il in cells', Mutation Research, 16 December 2009 (16.12.2009), Vol.696,
paged1-47; Title
A — | Manuela et al. 'The Kinase Inhibitors Sunitinib (Sutent) and Sorafenib (Nexavar) Differentially 1-5
Affect Reactivity of NK Cells Against Renal Cell Cancer, Blood, 2007, page1-3; Abstract
A . | Bandele et al. ‘Bioflavonoids as Poisons of Human Topoisomerase lla and |IB', Biochemistry, 71-72,78, 87
26 April 2007 (26.04.2007), Vol.46, page6097-6108; p6100, p6105
A Cantero et al. 'Topoisomerase Il inhibition and high yield of endoreduplication induced by the 86
flavonoids luteolin and quercetin’, Mutagenesis, 01 September 2006 (01.09.2006), Vol.21,
page321-326; Abstract
A US 2002/0147353 A1 (Vijgh et al.) 10 October 2002 (10.10.2002); entire document 1-20, 36, 38-116
A US 2009/0274746 A1 (Gupta et el.) 05 November 2009 (05.11.2009); entire document 1-20, 36, 38-116
A US 2015/0018294 A1 (DeBenedetti et al.) 15 January 2015 (15.01.2015); entire document 1-20, 36, 38-116
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Box No. 11 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. Claims Nos.: 21-35, 37
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. Il Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
See Supplemental Box

X

As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

u

As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. D No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:I The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

IXI No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group |: claims 1-20, 36 and 115-116, directed to a pharmaceutical composition and kit comprising an anticancer agent and a protective
agent according to Formula 1.

Group |I: claims 38-114, directed to a method for preventing, reducing, or eliminating cardiotoxicity induced by an anticancer agent or
biologic agent in a subject, the method comprising: administering to the subject an effective amount of at least one protective agent
according to Formula 1 and the anticancer agent or biologic agent, thereby preventing, reducing, or eliminating the cardiotoxicity induced
by the chemotherapy drug or biologic agent in the subject.

The inventions listed as Groups |-l do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

Special technical features:

The special technical features of Group |l is a method for preventing, reducing, or eliminating cardiotoxicity induced by an anticancer
agent or biologic agent in a subject, the method comprising: administering to the subject an effective amount of at least one protective
agent according to Formula 1 and the anticancer agent or biologic agent, thereby preventing, reducing, or eliminating the cardiotoxicity
induced by the chemotherapy drug or biologic agent in the subject., not required in Group |

Common Technical Feature:

Groups |-l share the technical feature of compound of formula |. However, these shared technical features do not represent a
contribution over prior art, because the shared technical feature is being anticipated by WO 2001/080855 A1 to Geron Corporation
(hereinafter '‘Geron'). Geron discloses a pharmaceutical composition (Abstract "The methods, compounds and compositions of the
invention may be employed alone, or in combination with other pharmacologically active agents in the treatment of conditions or
diseases mediated by telomerase activity, such as in the treatment of cancer") comprising an anticancer agent (p17, In24-25 "In
addition, it will be appreciated that therapeutic benefits for treatment of cancer can be realized by combining a telomerase inhibitor of the
invention with other anti-cancer agents, including other inhibitors of telomerase such as described in U.S. Patent Nos. 5,656,638,
5,760,062, 5,767,278, 5,770,613 and 5,863,936") and a protective agent according to Formula 1, wherein: X1 is O; R1, R2, and R3 are
hydroxyl; R9 and R10 are H; R4,R7, and R8 are hydroxyl; W1 is O (p4, In1-4 "In a first aspect, the present invention is based on the
surprising finding that certain known 3 -substituted flavone compounds and 2 -substituted isoflavone compounds, as well as the new
flavone and isoflavone derivatives disclosed herein, are effective in the inhibition of telomerase activity in cells”, p10, "Table 1 Naturally
occurring flavones”, "Myricetin”, see document entitled 'Anti-cancer potential of flavonoids: recent trends and future Perspectives' by
Batra et al. (hereinafter 'Batra'), p439, Abstract "A positive correlation between flavonoids-rich diet (from vegetables and fruits) and lower
risk of colon, prostate and breast cancers lead to a question that whether flavonoids mediate the protective effects as chemopreventive
agents or can interact with different genes and proteins to play role in chemotherapy", p442, right co! 2nd para "A huge number of
epidemiological studies have been conducted to prove the protective effect of flavonoids against cancer").

As the shared technical features were known in the art at the time of the invention, they cannot be considered special technical features
that would otherwise unify the groups. Therefore, Groups |-l lack unity under PCT Rule 13.

Note: claims 21-35 and 37 are determined unsearchable because they are dependent claims and are not drafted in accordance with the
second and third sentences of Rule 6.4(a).

Form PCT/ISA/210 (extra sheet) (January 2015)
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[0001]  FHOCHIEMIAZ X 5 H

[0002]  AHRTEZEER T-2016452 4 H #2221 3E I i o i 7 5145:62/291, 480 LA & 12016
FE6 HH A 2 E I IS B 51 5:62/348 , LO2FIAR e KL, B AT i — & 31 4 L 5
M7 AR T A .

EREAR

[0003] Lo IFE B A AP0 78 I A2 oo 77 38 g 2 AR 7 vk 1) 2 B R ) e Y 38 1) 2 S e 4 25 REER
SR IRV, A R — T R e AR N B L B R SR it A K AE B )
U P R WO o R AN T AR I AR R T B R R O S BN RO R AR
FH o 380 5 R 1) T 288 1) e KR 2 DA A od ik 503 HL it FH 7 S S 10 S s AR — 8 P
IS, H P A 3K 6 45 e ™ B PR | 1 I S SR PR VR 9T T 7 o T IE 24 W 1) o JUE B A2 A T A A
SERTAFAE O IR B B8 oIR8 TT -

[0004]  REFAGRIEH 2 — KA G ESWZLIMGEY) . EATIEE & w2047 71 5F 5k
TIRIT V2 JmhE , G046 L R TR  FL e 5 O S0 L RS I A e, I HL&H H
TILE RGBT T S —ENR RO LR E RAFR P ENMER R E.
BRIV HLHE K BE45 B30 E , {H 48 o EEA S d # HIDNAFIRNA G 1% 8 i S A A iR
TEAERE B H 28 Bl i Bk R A M A Dy e B B e 3 L A 41 S A i (5 4n , 4
ARG TR /BT TIB) A S AT TG o 4 IX S 0K 28 2H 2 1 T ke A

[0005] gt R ARSI I RIE 5 O E B A o0, ORI S Ot i F HAmT B R AR 2
P P EAL LB LT, O JIEEE I AT e RPN B A A R 3 T SR SR PR T R AT R
PRSI BLA S ehr P03 S AL Il 1T ) 901 51 762 FX) XCBEDNA KT &% s B 350 o v 2 380 (ROS) T I8
TCIE I, 5 S50 40 B RN I 2R AR AT T o o LA o] X AP BSOS o O I 2 b A mT 5 T 52 2|
RPN IR R LB WD 30457 X P AP AL G P00t 2 r 4k P 8 A DA s R B A7 AE B AN B 8
TN O NE A SR .

[0006] A4 /IN g3~ A 40 ) 0] 98] — 8 2 1 YR A1 1 59 -t P B0 O I R B 1 R T
i) ) 2 0 ) 2 OO VR — KA S, I LT T e e 7 o I 2 PRV R 15 22 Fh 4
MaThee , AIE M A (a0, 3R A KB+ (“EGFR”) ) , 3 H. 2% W AT 5 B R L8 % A S ik
I ST 2 TR i 1 B ) A1 ) AT I S FH 4 45 B IR I ATPAS 1) /N 7 - SR S8 18, AT
BEL1E H A0 B 2 T A R AL o /N 93 ATl DL R 7 A E O IE R - (1) £t 3 i)t 72
O I 40 b R A FH R e (91 2, B el AR ) 5 (2) BB ][] — a2 v %) 22 Fhiskly (91, 52
Wi = 8 [Fa) SRl ) 5 DA B (3) 0t 2 U I Dy E A2 A FH I AR B0 845 5 /)N o0 7 T iE A R AL
i 51O M B S T R T TR 503 0 TP B R 17 T % JE (Gleevec®) . JE B JB
(Tasigna®). %413k J& (Nexavar®). £ J& # J& (Sutent®) F1ik v» # J& (Sprycel®) i) 0 fIF 25
P (Chudg N\, Lancet (2007) 370:2011-2019; Xu%§ A\ ,Hematol Rev. (2009)Marl;1 (1) :e4;
KerketlaZs A\ ,Nature Medicine (2006) 12:908-916) .

[0007] & [ VRl vt M 0 T 52 1) A W 24 s T e Rt 52 A B 1 T ) . v B AR ) 0 X
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T AT RS (I, B e oK) B 5 Lok B AL JJ 33847 K

[0008]  H Al , A — A ANIRIGE A 85 74 £E (DEX) J2 M —ftt o A T 3 MG 43 52 0 7 P e i A 2
PRy Lo JEE 85 PR AR g 38 3 5 A R ) 250 o IR AT I PRASCR , (EDEXX gttt TR 7 452
300-500mg /m” Z A5 7158 (¥ 4 22 2 L 2 BRAR R LY 2 1) REFR S 10 e B ek LI J6 3  DEXCAR 4
HEHE R T ILE AT DA, JUH A NIHAERKI R, KU IEFRAE B IR 1 40 L Jm T
Je 0 D3R 0 1) e A B o IR A, A R 3 SORE AL HE AN A AR AIE S 7 DEXAI SR L, B4 T
PRI HUIRT 0387 1553 4k R M e DA % 5 A L 0 R 0

[0009] 5V 22 Je RE ST V200 o JIE T RE 7 A2 ™ BRI, XTI A — R R TR el
TH RS H REOPR S L B e A 1 750 (Pt IR DS A 7)) B 1 Bl AR S e ) AL e e AE VR
7770 51 76 R B B 1 1) 24 0 A A WD 80 00 s PR 5 3R o DI JHL B 1K) 52 O RE 0 FIES7 B A e
250775 3 (R 0o IR BV 0 AN S22 3 T PURERE 29 W R DR A T 250 R FE EL 2L T R AN = 5
7 7™ B A FH 8 e AR 00 9/ o 1] LR B A P S A2 e XSS 18 P o U
P IX LB AE 2GR AN O DGE BT LB JRERE B TE AR I Lo IR 353 0 T L 38 1 s A 2y ik
Frl A A S K B Ui P T 22 2 e DA PR T E VR T

F3 15 RR

[0010] P 1Ak 1l it [y B 3 ) it PR R Vi T 7 RH OR3P 70 R B I BB e e YR 97
FUTS T 1 O R 75 1 1) 7V

[0011] 2 k2 T EREIR YT 77 A5 5 e A2 (DEX) AR 5750 i S5 1] i

[0012] K34 T A B3R S BEIUALEE . 2 2L & (DOX) Mt & ak 2 ek B i 2= 1 3%
[ it X N 155 5 22 66 T4 B AT AE B9 LA (i PSC-CM) FI 4R BB A 15 2R 0 1

[0013]  PE4AZEE4BHIZ T ALFE2 K J5 £ Z b 2 (DOX) (F14A) 55 % Z2 b B A & 1) JL [H]
Jiti FH (B 4B) % N i%5 5 22 RE T4 AT A= i Co UL4B B (GPSC-CM) HH 2ok 44 ik B 1 6 T o

[0014]  [KI5H% T A B3R JE BIALEE L 22 2 Lh AL ak 22 e b 2 AR g 25 10 1 ) it PR 6k N 35
SZHeTAATER O LLNH G PSC-CM) I 4 PERI 7 -

[0015]  E6AZ6CHIL: 1AL 3 A/~ SL 50 1 R 465 ds (Bl6A) B H — £ (Kl6B) 55
B~ S B6 1 R ds 508 (B60) 3 .

[0016]  E7TAZETCHIZ: T A EE3 K Gk B G kg = (BI7A) i1/ Mt (B 7B) B¢
AR B0 X ANFE T 2R T AT AR QLA (PSC-CM) H £ 2tk B S 4 i
JHTIER

[0017] I8 &7~ HE 727N N B 36 22 2 LU J2 A ok B2 i 38 A 5 25 (MYR 5 100uM) X %2 2Lk 2
(DOX) 175 5 Py O JIFE B3 1 P PR A F B BRI 28 Yl 20 PRLAT 9 2R 1 40 L 5 Xl , DOX PR I 389k 52
[0018] P9 N iRk I3 (X-Hh) i (MYR; [J ) FA5 75 #4648 (DEX; 77 7%) X 0. 5
MZ 2tk 2 (DOX) AbFR 1) N 175 5 2 B T 40 B i A= 1 Co LA B ) 30 R 20 B IR T 8

[0019]  [&I104%: 1 A4 AL FE . DOX (0. 5uM) DOXHIDEX (100uM) EZDOX JIMYR (100nM) 4b¥H48
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/NS JE kg RO LA HR 2 22 L0 2 (DOX) 175 T U4 1 2 3 AR FPAE FE, AR Bl 2R (4
s 22T SRESEIN ] (RD 5 o ) A = B (R R A D) o e

[0020] [ 11H2: 7 hbFRAS/NIN 5 M ¥t 2 (MYR) %f FHDMSO . #DOX (0. 5uM) DOX
DEX (100uM) BXDOXJIMYR (1001M) AbFE A A i PSCHTA: FA -0 IL4H i A DOX 55 5 Y DNA X% W 24 1Y)
TER , ATERERP 251 2 B0 v H2AX-BH M 40HE & o bk (A1) Fgr g it /R g (A E)
N

[0021] P 1244% T ¥k E MYR) X 22 L 2 (DOX) 75 S LT BRI 7 T, 4 X A 40l Ak 3
(DMSO; 72 &) « BLAMDOX (0. 51M s H &) BDOXAIMYR (100uM; 47 &) Ab 3 LA R EEIMG R H
[0022] K134 T 54 1A (DEX) B4 HE FAELL i 2 (MYR) X5 36 41 57 M BT T FIB
(TOPOITafITOPOTIR) FFMHIE FH -

[0023]  PE144{i%: T Mg (MYR) A4 55 1242 (DEX) X TOPOTIBER [ R4 Al i /E FH , LLIRI 2R (E
K AR MR (FED 7~ .

[0024] 15452 T Hig 2 (MYR) Fl S g 2= (DHW) %46 $h J A EE 118 (TOPOT 1B) B 417
1] S FLAR R FTHIAE F , i ki (decatenation gel) (B A2k (KD Fras.

[0025] P& 1652 7% HEMYRAIDHMAEATDOX 75 5 1) 41 B AT T 466 R Co UL AT B A AR 25 T R 28
[0026] P& 172 7~ HHMYRAHDHMAR T DOX 75 F1°) XUk DIy 28246 KU JUTL 200 S 14 A GT 2050 77 1) P 28
[0027]  [&]18/2 /% HIMYRXFTOPOI Ta (45 &) FITOPOIIB (A= &) FIRNAZE ik 7K ~F (I 1 FH ) B 22,
UAE FH A R DOX B DOX HIMY R AL B Fy oCa UL 2 e v B E SE2 £

[0028]  PE194%% TR MG R (MYR) X LRGP CoVLAN A e 52 2 LE B2 (BPT; 2 1) At A LE
A (IDA; A5 ) 755 10 40 B 25 14 10 2350 0 1 P R P 28

[0029] K207~ it 2= (MYR) X147 Jé £ Je (SUN) if5 S A st T 1 4 R 1 42

[0030] 2127~ 7tk (MYR) XF & Fu ke (SOR) 175 5 HIW 4 1 = o A R I 28
[0031] P 22,27~ Mg 2 (MYR) XA 12K (BOR) 75 S A SE T2 1R 1 FHIN 1 45

[0032]  [&|232 R i MHE & (MYR) XDOX 7T e 3 1 o A F I B 28 .

[0033] W 244%% 1 DAZa KR 2 £ o b 22 ) R i 20250 43 b GG D W= FMYRAE /)N B
S DOX 5 5 WAL 4 P S 5 PR 1

[0034] P& 25425 T DOX DEXFI AP LRI 0 N 155 S5 2 68T 40 B AT A O VLA g Hh 28 4 4
BEEMIIEH

[0035]  PE|264#% T DOX\ DEXFI A ORI 754 N 75 5 2 66 140 B AT A= Y Co UL 40 B Hh 490 i 0
T-HIER.

[0036]  [EI27AZEKI27DHEZ: T RLHLALHE (27A) JDEX (27B) 2 F b 2 AN A 7 A 26 i L 7] it FH
(27C) 8% 22 Z2 Lk 2 AL 300 25 0 L 15 it 1 (27D) X N5 -5 22 R T 40 o A7 28 A o0 UL 200 i v 2
Mg e AE

[0037]  KE|28AZ I 28BHH 4 1 7 = RIS ] By (F2 1) BRAE 25 30 /5B (1 B 1) i B (A5 )
DOXEEDOX 5 A [R] ¥k FE I AL 3R 25 (VIT) (1) 3 (] it X N 75 5 22 B 4 M A7 A= 10 O LA el
Az R E I AR

[0038]  KE29AZ [ 29BHi%: | 2L E 5L ER KAE; LK) A et B 543 (VIT: 4
Pl 1) ] it FHGEMDA-MB—23 1% F% 14 L e 4 B P 0 4 FH o
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REANE

(00391 A TFHRME 7 T £ RIS B (1 P 1 750 A0/ s AE 7506 77 (1 28 Hh AR 3
O JIFE AR TR 0 3 S 33 (4 205 00« 245 4 RN 77 02 o 3 A s i S8 AR AL 2 TR I R RO
i FFE IR RRSE foc /MK » B AT AE TR T T AR SCRITI IR i W SE DA ) R A e 4 ik
[0040] A &AL BAT BA BAGURETII R OL T O3 —Fhel 2 RO 7] 245 Gl o A s —
el 2 b ORI A It B A AT 1) o 5 V2 R AR B A TR BV B i 2 P B A e A VR T A
W BT AT T I D AR T i

[0041] #2751 , AN IFR M 7 RS IRIE LRI AN A 51,

[0042]

X1

[0043] H.

[0044]  X'’YCR°R°.NR°.0.S.C=08(C=S;

[0045]  R'.R*.R’\R°\RO.RVFIR'OH [ M 37 A e JiE I 36 L b | o SR 386 T L L T 453 L R
BRI 1 S TR BB AR 3 F AR A3 AR Tk L BTG PR e 3 L e ik L 3R 3L | B L 5
B 5 5 (LT — 3 R BURECAR BRI 1 3 FRJE VB AE A2 L ANV FUE B Sk
H;

[0046]  R*.RTFIR® Myheda 3 | ¥4 L 5lH s

(00471 W' ROEKS; BE

[0048]  H.Zh.

[0049]  7FHEEE 71w, X AT LA SHOEES s RV R2VRP VROFAR O [ AT ik 37 s Sy o A 35 PR G 5
KRR B AL PR VRO L B RIE R, 9F HRYRTFIRS A [ Rl g ST Ay e SR O R
aiH.

[0050]  ZEHEUET7TH, X A0 R GRERP S RYFIR O [ R Jd a7 b Ay g S8 0 W R e i L i R L FR 3
B RYEL RN UL B A LR, I HRYRTAIRS & [ AT ph ST M A b A i R R .
[0051]  ZEH e, X A0 RVRIR? & [ AT JlSr oA L 5 R CRVFIR 0% [ ] il a7 b g B
Bidik RS SR IL B RUAIRIE s 3F HRVRIRDS: H nl Ay M oA ¥ A sl

[0052]  7EH &7 1, X0 RN ERSE ; REMIR® & [ 7T St 7 3 Dy #2956 BGH; ROAIR O 9 H R 2
565 JF HRTFIR® % B nl A7 b Ay FE mliH

[0053]  7EH B U7 TH , X0 RUNERIE  REFIR 4% | w] M~y b g 2 3L sl RYAT DA K A 3R B
H; RYOMH; R A 7 o #2 J Bl s 3% FLRVRIR® S5 | ml 47 A 3% S sl

[0054]  #EH e T, X0 RUNFEES ;REFIRY & [ AT oL s #2350 H  R¥ AT LU e 3 5
FeukH; RN RAAFEIE ; H HRVAIRDS [ Ay bz oA 38 3L BH . 78— AN SE it 5 =, ROEI A e
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ST LN
[0055]  fE—L8sijti )y S, 29 Sl & Mt a T HAMRE T a4,

OH

OH

[0056] HO 0 l OH
OH

OH O

[0057]  fE—dbsji )y &, AV SV U S s E/ i O B RRYE P&,
OH

[0058]

[0059]  fE—bsjii )y S, 29 SV A S s 20T LA RYE F L&,

OH
OH
[ooso]  HO | OH
OH
o)

[0061]  fE—sbsjii )y &, 25 Vel A5 TR sl F HARSE L&,

OH
OH
[oos2]  HO | OH

OH O
[0063] 7 —sbsijifi 7 S, GMH G 57,37 .47, 57 -0k s i O HOR AR 4E 2
Ktk &Y.

OH
OH
[o0e4] HO | OH
0

[0065]  fE 2Ll /7 Erp, ZMH G WA S ficetin fE—BSLHi 77 S, 9 & WA
BB AR AR ST S A SR A LR R A S R A S
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(R ORI AT LA BAT RA R S5 AL &) -

OH
[0066] HO' 3 e
HO
OH O

[0067]  fEBARSZIF, 54 G- N AR 3 7 AT DL 4t IR =

[0068]  fE—LLsijti J7 2, 25 WA A W T B S — FhEl 2 Mk 2T VA 2 (BUds ) B — A
B2 MAEYR A — S S T B, 29 A T AR AT VR ) AR — ST R
YNGR TS — Bl 2 P ST VR 20 (U R A —Fhel 22 Pl B AR R | TR R
(5,7,37,4",5 -~ HAFEHE) JEME R Sficetin A .7,37,4° 5" - P FL 35 T A A
ORI

[0069]  fE—LLsyti 7 R, 4 AW n] B A SR H £  fE — BB S 77 B rh , AR
ALLERAFR LRI E REHWE FHA B ORFEE BRI 2 A — 5D 7 &
W B Z R A A ST B, B R R R R A A STy R, AR
A A,

[0070]  fE—RLSjtiT7 R AL ST VALY mT DU B SO A7) o A — SRS T R, B
H I A RE R e T PE e AT B R EE e L RAEEOK AR B BB B
TR B AR FEE VAV B BB E B KA E  HIER B KES B EE e hn
Ble G e, eig & e, Jeil Jeqn . WA B e in P e temein JE VIR Infih e B g e
mXAEE BRZB R AP EA . RRIE B JEEE e A B B P 5 A il
EB e UEAMR S 4 TR Je B 4E SR (vismodegib) o

[0071]  fE—RBSLjt 7 R AL ST A2 mT DU B I B AR S0 a1 77 o 78 BAR S b, 2 1
PR3 AT DL I K

[0072] 7 —HEsjiti 77 2 v, B VO A o ) AT DA T 2 Tl 4 ) 5 £ — BB S T SR
e, G0, B SRR R A R B R B ARJE R e B e EF B B AR e RV B e ik L
FEJe4EEAR S VP S B R e | FE R R 3 R0 S Vs B JE o AR B AR S E I IR I
Hil7 2 RRLAEJE o 7E 3 — A BAR S b, B SRR B A R 2 &7 e B e

[0073]  #F—LeSLhti 7 =, A IR 2 mT DL AE WA o A — S S0t 7 b AR DRI R L
s o AR —LUSIR 7 Fe AR AT DL 22 BR BT SE I B RER Y (adotrastuzumabemtansine)
Rl 2 B 470 DA BT L T gl it 5471 (b1 inatumomab) AN % E B (brentuximab vedotin) &
TR P2 E B E R PUR K E (gemtuzumab ozogamicin) B S LT
(ibritumomab tiuxetan) fHULHEHL MY E ZERHE P (necitumumab) G H 1
(nivolumab)  BEL ZER B 3T (obinutuzumab) B L AR B H1 00 JE B P10« IR I 52 41
(pembrolizumab) \fH 2Bk 410 75 &5 Pt 2 B BPL FEVE S R pr-113 18t 2 Bk B .
E— M EARSLF R, Prik 2 dh 22k i,

[0074]  fE—RLSLy T R, AW AW AT LU AR &4 A2 — B st 7 B, 9L &
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PrmT DA J 79 ot P2 I 2 7 BT T A o A — MBSt 5 S v, 29 S W RT LA 7).

[0075] L85ty S, 29 & 03k nT R A B 1 AR AR AR IR 77 o

[0076]  fE—LL5t ) SR, 9L ST S 2 D g () — M el 22 b R 37750 o £ — Ee S
Ji &, A S AT AEO . Img 2 200mg 2 8] ) — Ffr i 2 Fh DR 37771  £E — EE Sty S
2iAH AL ETEO . 1mg 2 300mg . [A] ) — FhER 2 FR LR A7) o

[0077] LBt )5 S, A7 AL P RP ORGP 1) HLIG RIS 1l 4E kS o £E — SRS S rp . Y
P OR3P 71 ] A2 25D AL B W AR I AN R SEAR AT AE o AE — S8SE T R rh, 29 AL &l e 4k
FIPIRAIF HAC S VA2 5 R R0 R [ — 35 LRI B

[0078]  fE—u&T51h, A ARG TG EY), AT« () L E U RIORS 5 -

[0079] R 20L&,

[0080]

X2

[oog1]  Hrh.

[0082]  =====RIRNELEEE N ;

[0083]  X'’HCR’R®.NR°.0.S.C=0mC=S;

[0084]  R'.R*.R’\R°\RC.RFNR'OF [ M 37 Ay e JiE I 36 L b L o SR 386 T L L T 4536 L R
PR TG B S TR R S BRI AR 202 P R AR A 228 BT A B IR L IR Je 3 L Z8 e 3 | PR3 L 0% Sk ki
77 3 (HAE—F R BRECARBURK) & R F 3 S A E L B R
R RVFIR® Ry 2 3

[0085] W' AOELS;

[0086]  m ;DL A

[0087]  (b) fb22yT iR A AP

[0088]  7E—uEsiji 5, ZjWNLH G W] B & B R EAL BT VR 2 AR — e Sl T R
BRI FIIEE R AR FEM R Ficetin AR A FEME R
(dihydrorobinetin) \7,3”,4",5 - DU K i Wi A MG EF o

[0089]  7E—LLSLiti =, WA AT B B — FhER 2 R R 3P 7] o 7E— LB S 7 S, 2
MH GV A SRR A ST Zh, AMA SV TS i AR — B0 )7 5
WL G G R BRI R AR ST B AAMA ST B S AR R A
— LS T R, 9 A AT S R R A B T R, WA B S TR
Bl o 7E— LS 7 o, 9N S S 2R AR B Si T Rh, A AR A L AR
o

[0090]  ¥E—LESLjiti y =, WA AV EL S IR RE L 3 7E — Se sty B, BRSO

i

¢
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FUFTR LR E RFEWE PHE B ORIEE B SUR F L B A — ST 5 B, B
KL WA AT B, B R RE R A — S 7 £, B IA
tb &2

[0091] 7 —L& STt 7 9 , A 972 25 W mT DL B 1 SR 1) 7)o 78— LB St 7 S8 Hp L 2R
A R RS B BT P B T e LRI B B RIEEK AW B B BB B
TR B AR IR AV B BB B B KR E L E IR B K E B B D E B hiin
BEVREE BRI B e e A A e I i e sy e IR inth Je L5 28 e
e | ERE =S g = E NI I 1V | Y E N R = 2 & P8 = [ e = = N i ] N
Sl SR N IY ¥ ) e o [ e

[0092]  7E—LLSTit 7 9 , A 97 V2 24 W A B 1 AR R 1 7)o 7B B AR S R B AR AT
il 710 A2 B 5 2K

[0093]  7E—e sy G, E 1 I A1 ) 7)o T S R Ut 41 1) 7)o A — LB St 7 S, I
RAIRWEEMHFE A BB AE R FT e e B e 8 e A& e AR e 45
e DB e B B e AR Eh A IR B e o AR B S T R S ) 7R 2 R
B8 o 75 T — N BARSLAG b, s 2 R P ) 7 2 &F ) B e

[0094]  7E—Uesfii 7 R, LSBT VR 2GR AR DR AR — Be ST T B b, AR AR PR
FE— LSt 77 S, DA A 22 BR SR PT 38 HURT AR I (BT O B e DR B L g s AR
ZH PP R ZRIEYL P % B R R AAOK R B BT AR UL SR L i 22
ERELPT B B LG S R BT BLEOR BT JE BT IR IR T I 22 Bk BT L TR B R
P A2 B P VR SR -T131 8l 22 Bk B0 AE HAR L, Budds 2 dh Z Bk gt . £ R
PRSI R, FAAR A DR

[0095]  #E—Uesiji y BH, 4AH A T A E E1.2.3.4.5.6.7.8.9.10.20.30.40,
50.60.70.80.90.100,110.120.130.140.150.160.170.180.,190.200.210.220.230.240.
250.260.270.280. 2905 300mg 1] — FaEk £ Fh {47 7 .

[0096]  7E—uLsiif /7 S, G4 A T AL 7E0 . Img 45 50mg 2 [R] R PR3P 771 o 72— L2 51 it
T, ZiAE AP AT AL 7R Img 22 10mg 2 [H] B AR AP 771 o 72— LE St 7 S Hh , 25 & ]
£, 55 75 1mg 22 20mg 2 [A] (R AR 47 7] o /£ — LE STt 5 S8 v, 2920 A ) vl A 25 #E 1mg 22 30mg 2 [1]
OR3P 75— sl 75 R rp , 29920 A 0 mT B 25 7E Img 22 40mg 2 (8] 1) PR3P 771) o 76— LB S it
T, Zi A AP RT AL 7R Img 2250mg 2 [H] I AR AP 771 o E — LB St 7 S Hh , 24 A ]
A9 7E 1mg 22 100mg 2 [A] () PRI 55 o 7E — LL STt 77 2, 294 &Y ml 5 78 Img 22 200mg 2
) AT R AP 751 o 72— Le S it g 2 R, 25 4H A ) ml AL 7E40mg 22 300mg 2 [B] T PR 47 711 o 7E — L
St T R, 23 A RTAL E 7E 50mg 22 400mg (B B AR 475 .

[0097]  fE—uEsiji 5 B, AV G B ST TR A BAL ST ik i R R 4
FITEAEEINIRE

[0098]  FE—Uesjii 7 R, AWM A A G EITIE LAY, T TR A R &
NP0 Img. £ —LESLTt 7 b, GMAH GRS, oz 57 ik 4510
FIFEAEO. 01mg 2 50mg 2 [] o £ — L5 Jy S v , 292 G 0B S AL 22 Tk 250, o iz
SV B0 . 01mg 22 100mg 2 [A] o 7F — S8 5 75 R b, 4 BB ST k2
Y, HH iz A T L 2 IR R0 . 01mg 22 200mg (7]
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[0099] 7 —LLsLjiti y ZH , AW B VA 2 /D 50mg IR I A= 571 o 7E — LE STt 7 R
AMAEMEETFIRELEO. Ing 2 100mg Z A [ A F AE — LT 77 Brp , AAMA MBS
FIEAEO. 1mg %5 200mg 2 8] 1 AE M 741 o

[0100]  7E—Uesijii 7 A, AWM G A S EITIELAY), 3 B R H S5 2T R4
[ BE IR EE B2/ N1 L T — S s 7 R, AW B A SS9 VR 25, 9 BAR 7 S5 10
SESTVE I BE IR L DR 2 1 AR s T R A AR S T2, R B
{47 G40 TP IR 2 BE R EE 270 3 1A — S8 it 7 =, 294l S WL S Ak Tk
259, I HAR ) 540 297 i 25 Wi BE R LE 2 /0 a1 1 — BB St 7 b, 29 A
T AEETTIEZ)  H BRSPS S5 2 BE R LL B /D50 1 R — e ST it 7 R, 24
MR E W ST IE LY, It ARSI S22 P VR 290 BE AR L 22 /0 N6 1o 78— LE 5L it
TR 2GS T TR, I BRI S 2L 20 BE R B B DR T 0
TE— S5 77 B, WA A -S A2 2500, 3 BAR T 510 97 v 25 Wi R R L
F N8 LA ST R, A S S EIT IR, I BRI ST 2
VI EE IR 2/ 9 1 fE—Se s 77 R b, A A B S A 97k 259, 3 BRI 5
BT IE 2 BE R L 2 /0100 1 AE— 2880t )7 B, 9 & &7 ik, 3F
ARSI 54057 R 25 W BE IR EE 22/ 200 1 7E — S S 5 R, 294 S L Ak
JPIE259), 3 BIPRS00 22T P iR 23 ) BE IR 220 91000 1. 75— L8 STt 7 RH . 24
MGG NI, H H A R R 5L R BE R 2 /D102 fE — 2
St B, A SRS ST IR B R A S ST R A Y BE R L &
IR 3AE e SE  R A AR S TR A, I B A ORI S T
29N BE IR B AR L 4 AR — Sl B, GV SRS ST T IR A, HF B R
) S BT TR BE R 2 /DAL 5,

[0101]  ARAFFFEME T H T 1 52383 i A SCA T 234 A ) R AT — PP 7 7% A —
BEJT T, — MR, AR A TR T T IR B AR B IE B (O I B 1R B0 T 3 M () 5V AR —
BETTTH , AR FFHEAE T T 1B  JelAR B R 52 33 B AL SR TR A B A R B
B B 3 1% 7 A < ) 52 i FH — P 2 PR LA ER A 741, DT TR e ARk
THERSZARE TR A EE YR SR O RE R — B N, AH A B
EEE WM R R R R VR ficetin 7,37 ,4,5 - VU RIS I A Mg 17
iR =Y/

[0102]  #E—EJ5 [, AR A FFHRAE T T 5 « JelA2 5 Bk 52 303 H AL 227 ik 2 W El A
Y3 SO R BRI (0 575, 1207 VB HE < 170 520 e F 22 /D — FiR HE X sl =2 AR 450
N FRTS B AR BV B 52 30w bl AL 22 TV 2 B AR W 70 5 R ) Do I B

[0103]  7E—ubsijif / S, 78 ) 2R3 it FH — Fhiak 22 PR 48 201 5l =02 10 fR 9 7 2 Ak Ak
TR AR 52

[0104] 75— SLsjifiJr R, 78 n) 5240 it A 22 /0 B Fob X 1 a2 1 SR 3570 2 Ja b A 2 7 vk
29 A it T 52 A

[0105]  #E—U&J5 [, AR A FFHRAE T TR IE I 7%, 1% 5 1B« (a) 132303 it
W EET IR 2B AR e A 2 B T I HZ A B T iR 2 B AR R R A A 52 i
For g O MEEEE s DL & (b) F 22 /b — PR H5 2 1 s a2 i) R 4 50t T 52 0, oz R 4
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TR IR B o 323 O I B

[0106] 7 —Lsja 5 e, 523038 2 8 SRR RE I N o 78 — LB STt 7 SR v, T e 2 BB e
B9 R LA BB e S O IR R e bk R R L O SR R B AR
Jei~ PRI B e B R AR s

[0107] 7 L5 5 Kb, 70 FH AR 37570 2 10, 5238 3 B O IR 5 2 A O Itk
(1993 58 o 7E — LSt 7 S, ORI TR) B it B AR 52 138 & 32 A 9T VR A B AE I ) 5 5
[0 0o JUE B P 1) RIS o 7E — S8 S it 7 S, DR AP 77 ) it FH PR ARG 52 X058 8 52 Hh A 279732 2 ) R
A7 G O I FEPE R 2 2030% .40% .50%6 .60 %6 . 70% 80 % 90 % B%.95 % i) KUK o £E—
S St 7 S, O IR B M AT ELHE O IE A 2400407 L R AR B SR L R R EE P L AN O T B A
I3 o AE — U St 7 S, O I EE M R O I L S5 o A — s g R, O IR PR R AR
R

[0108] 7 — L) 5 & , AN AT IR J5 v H A FH B A 227 VL 25 W ml B O 2R B L 6
fE—Sesfif  Brh, BIAR R RAE R 2RI E RFAE AL B ORFEREREUR L
B A SESi T R, B E 2R s Rrh, BRSO R R A i
SEHt T R, B RHALL A .

[0109] 7 —Esji 5 &, AR SCAIT IR J5 v H A FH 0 A0 22 7 1 24 4 2 B 1 g A ) 77) « 72
— Ut 7 S, B AR ) BT A R B R T e AT B B R B R AEEK .
I B R HL B R e B e AR E R AV B B EIE B B K EIEE B VK E
B FEE R RME R RME B RIEE B B A B B I T e ey e
URnfth e g e XKAE e B R B R P A VB AE RV BB B F0EE B FEk
Ble B sE e e L e  4E 3k e B A .

[0110]  7E—Se sy S, £ 1 G 41 o) 7)o T Sl R Ut 41 1) 7)o A — LB St 7 S, B
T SR ) 750 e P S RV B A 10701 o 7 — BB S it 7 R b, B R RV A ) ik B R B AEJE
OIER R o ) EN e | 5 ) = RS vk B ER v VA | E R | = BN AR o E R A S = FEN R 1
Fi% 2h A e i & Je o 7E B AR S b, B S BRI I R R PR JE o 75 55— A BAR Sl i
AR BN 25T e B e .

[0111]  FE—LL 5T, {22 7 VL 252 B B AR 551 o 72— AN HARSE il o, 2 1 B A4 )
AN EAK

[0112]  #E—Sesji 5 9, AR AT IR J5 2 A A B9 AR 0550 ] DL ok o 76— L S il 7 &6
B R 22 Bk R SE T R A B B L DR I T AR R R %
TP 2 B ZER PR OK R G BT R U BT T 2 BR R g R
P BLL ZEk B Py BV AR SR IR JE BT RIS T L 22 Bk P R S SR R
PO FOIE B BT T131 55 22 Bk AT

[0113]  FE—AN B ARSI, Huid & il 22 Bk i pi o A8 — L8 S 77 R b, AR 3 A ST iR 77 1 1)
AR AE N 570 5 B J/NRQT TR o 78— Lo 55 00 N, AR 37 7038 H 38 s g 25 L 4 6]
MR LR ficetin 7,37 ,4 7,5 — YR EE B MMM T 48— H ARSI,
R FI IR

[0114]  7E—uLsja 7 e, ) 5240 2 [R] B it FH Ak 27 v 2 A s L s e g AR 4 5710 72—
e S 7 S 1) SR A Uit AL 2297 VR 2RI AR 3P 7] o 72— R8st 7 S, 7E e P AL 2
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JPE 25 2 B R it T 2R 3 7R — SRS T R, 7R it AL ST VR 2 2 R
Pt T 52 i

[0115]  7E—ubsijifs /g S, vl it FH 42 /0 9 A= L sl Q2 g R4 751 o 451 2, 122 45 /0 19 A £ 3 51
A E R R EMIE R LRI ficetin 7,37 ,47 5 — VU RE I AR . A A
W E MM

[0116]  FE—LL8jii /7, — Fhalk 2 PP ORI 77 vl b & 4 B e AR

[0117]  ARAFFIRAL 7 TR I7 B 2l E 28 B S 5 & s asE . A A ST
P45 B 32 it — el 22 Fhode B i i i R VAR R R B R L IR B L Ficetin 7,
37,47, 57—V HE B AN (1 ORAP 77, AT V6 T B TIR)T 52 B 4 B 404

[0118]  ARANTFFILIRAE TR AR L7, AT T —Fhéh &, HoAads: () L B il
VIR MR VLRI L ficetin 7,37 ,4 5" — VU B R B ER A M B AR 075 s A
J (b) 22TV 2 s A W 7

[0119]  FE—LLJ5TH , A AL T —Fh )&, A : (a) AR HIRE FERL R
HFREE ficetin 7,37 ,47 5"~V E I B A LR 977 (b) (9T iE 4B Y)
5 LK (o) 4 B i e AE— Sl 7 b, (RIS Mg R

B A

[0120]  JELbysgsiE 244 (94, PR L B i 400 1) 7)) AL e 9 vk ml o) B 0 RO I 7
PE AT, 2438 0 22 R b0 B 2 S 24 Wl i 0 1 e A i T T 1) FIDNA T % A\ DNA M 1T A5 25 4l
BH 1E-TOPOT Ta BB 11 J5 i B B A0 — e , R AR A K15 S O FE

(01211 AN TFFHRAE T ] TR 5 AR B 78 Bk 1 20 I 25 5 L W] F50B7 % ARG B 3% o0
IR 2H 2R3 4545 o 2R B R L ORI R I L AT B YR T B R B S R I B B S I 2 AL A )
RUTT 5 o AR SCHEBE VT 2 H G W RN 51505 Je 45— P El 22 PPl ¥R 97 77006 25 it FH 10 4R s fR 9
5 B I B A FE V6 97 K 5 | 6 B L R U 5 P T ) IXURS: o A SC Rk 9 AR 4 7 L i v
WA RS ML R B Ficetina 7,37 ,4°,5 - VU FE Bl . — S FFFR BT 25,
Wt DA S/ 8 HAT AR 7 — 1500, ORGP DA KB I o 7E — 2SI 00T, PR3
FRT S A [R] ORI A ZH A it o 7E — S4B 00, ORI 0T LA & G an B4 45 o e AR 0 oy —
PR LRI A i =t F

[0122] AN FF A e iE RR R (O 0o JU A G A8 38 RS WU A7 78 O IR IR 1 JB 38 e e 2
HWHEE SR 78 (D, O ZREILER) , M AS 2 bl 00 JU 25 IXURS: T 2 3 5 R e R o AR
ATFH AR E TR I B B (O Q5 BT A7 1RO IR B B A HE R4 BR 1l 1) 3
B BB REMEHE 2 40 E TV A, B AR ES TO7 oC A B 2 w] fe e i AEE  E fe 0 Z0I FH 2457)
KAIGTT OAEIR o B2, AR SCHR AL A 35 0] G Bl T i BB 3RS B iR T T 38R .

[0123]  ARSCHEHBERI 25 S VRN J5 15 CBLFE A FH 775 BERP R B AR  TH B B TR e A7
2500 AR BB T i SRR R O IR B 5 B AT TR AT A b T Bk E R AR B S L 2Rk
BEPE YIA IR T B R B S A 2% B 30 . B U221 A SO 7 72— B St 7 1
R ERE . EEIRH T R (1200t H B ERiE G T 7 [110] , 18 Wby 7 2540 A= )77 B
SHITE A Z B TR A O IR EE M, AR B I TR T2 T B A e YR 9 770 %) R A 70 & (1300 o [R1 Bk, 76
AR L1407 A5 L N S RE VA T 770 (1107 A it FFRH 9 B A O I 25 1k AT B ) 45 8 A%
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B2 VR T I B AR A N R ) R (151 LR e E VR 7 R [110] SR 77 [140] ,
BNk IR EMLE R R A ficetin 7,37 ,47,5 - YR FE B R . — & PEML B
R 12 85 A2 P ARE O B3 1 B 52 20 O IE B34 (1601, AT A3 22 e 8 i 52
CRUTT R JRE M T F TR IR ST R AR A SR A (R AR EE LT R RE VR T
SR 700 4 G [ B S 7 — 2 SR E VR YT 77 [110] S5 4R 4770 [ 1407 At 3 [R] e B AT A e K ) R
TR [150] RE B SZ R RE VR TT , B HEAg JE 83 IS i A7 7E O E iR 0 38 (152, 1531
[0124]  E|2ibHize T AR SCIRBE R St 7 R B on B . LEURH 7 B [230] 3 [FH i
R REYR Y755 [210] (i dn, 47 2590 A W3R BB 7)) At B A A2 [220] , Bl 5 1% 3 Fil
I IA) 28 52 — 58 B O I EE 1 [240] , ZEAAEAE R3] [250] (1) 15 0L T e 697 7 [210] A4 B
M Az 12207 i FE ) it FH mT B il 4 A% 252 ¥R 7 I B BE AR 72 N R, 1) BB (2611 it FH 9
FEVAYT 7 [210] 45 T8 Ve 4 [220] FMR4P 7] [250] GEInMME 2 3035\ PEMR IS 25 LR B T
ficetin\7,3",47,5 -PU A m i . S EME R M) 1% 8 E & 2R RH) O IE st
BB AT O IR R [270] o AR SE Tt T S b, DR3P0 [250] S hE v 7 7 [210] #0455 1 4=
[220] (1) 3 [7] i FH o] 35 58 A5 B A AR (R 1, DA TOLRT G A el v B i (26 1] B o Ik 54, It
fETE R BB TR [260] RE W8 12 5296 97, BLHE A O IR 05 IR R0 2 117 A7 76 O I3 IR 1) 783
[262,263] , 7E— &5 LT, LR 7 A7 B8 Ve 2B A/ BORRE VA T R SR MU s 7 — S8 5L R . B
ATV s it FH B4 FH 2 ] ) 7505t P o — R, A SCH At 149 3 ] ) 50 R0 07 25 AT B AIRA T 2454
A DS EB T VE A R A SR R O R
[0125]  ACSCHE ML 2 G 1) m] 0955 9 bl B 22 b O 477 7] 040 2 [0 o) 541) o 4510 6 5 322 3 =) o) 55wl
UM R VIR M R RN ficetin 7,37 ,4°,5 - VU R ¥ R . A
RS 3R Mg T AN T A2 AR — SR, ST B LRI 77 (B 40 , v an g 28 - 4 36
MR LR ficetin 7,3 ,47 5 - VIR E I . A EME R NG T 5%
Pl FE TR I7 77 (B, A7 29 s A P30 () 3L R 55 7E— L8 4E 0L T, A SRt T A 2 b
PR R 77 (BCOR B TR RE Y5 97 77) /Ry B ZH oy i 24, S R A A 0P
[0126] v
[0127]  ZRSCHRAE FH T n) 25 O0H 2 i ) it FH vl B A1 Vi B B T BT ] e e V6 97 77
(Bl an , A7 259 A= R0 BB 7 ) 51k 4 0o I B 1 R 25 W 45 WD) T 4 o AR SR AL T
R AFEE A ST AL 20— PR SR T BB B E  AE — G UL, B O AT BA
FEMERRI ; 72— 28500, B B ORI XU -
[0128] AR SCHEAL[) J7 V58 A4 [n) 2 35 it FH A 2 A S iR 1 22 /b — PR 3 el 22 /b —
PRI R ANERE VG 7 75 (40, BIR SR 245 | B 3 S 4 ) 71 AR 50 BORURH T ) I 25420
G ARSI RE VR ST 7R T S5 AN E RO MR OR3P 7] (B, B AE) G A s LT,
PR3P R AR IE 6 7 770 AT S R me ], oA e 7R R — 2 S (B an, 7R e & 57 R
IR GRIRERZER) IR G s TE— L1500 R EAE AN A SR A7
[0129] £
[0130]  ASCATFH J7 VR AL & i & F T 17 B AR V6 7 BT B 521 2 s R V6 97 57
7P OO AR - 5233 T DURATAT N B3, JU LR (B L B R U 1 3 Bl AL
B FIEEA N e s i) B A — 2B O T, B A T E VR T I RE E B B o 5, ATk AR
SCHTIR B 251406 it FH 1 A8 A 5L S mlone SR e e ) N2 B, DL AR R v o7 77 5 AR 1Y
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O IE R

[0131] i B8 3 m] B T AnT S8 20 R i o Jee e 1 S5 ] B FEAEANER -5 AR AT 1
HE O A P e PR T D I e A PR L FLBRRE SRV 0 U R GERERE L B
T 45 W S 45 B TH AL RGUERE W W I RGURRE L T N R L BB (IR L IH R
B i bR g A I 2R G I R R S IS AR R L YRR EEL R L B R L A R AL
A RGUREE B BRI AR S 2R A AIE (MDS) B BEIR B g L SR MR RGUIE VIKEL RR
S I g « T MR B PALJRE 8 176 X PR RGO S0 MR e < ) 2500 « TR 440088 < A A1 IR
B 5 A AR R GURE PR R GUREAE  RJRE P VR R R GUREAE B /N
Firdess < P 98 52 U S PR B e« FEODR BRI FRe  A JR R GUIEIE T i B T e 5 A B
Pt o AR TE “RES R P FRAT AT SR (R IR BT , A0 FEBAN B Ibk EXL SRS (47 2, Bk 98 14 R B i v EL 9
I VA EEL R /] IR B 4T 0 EEL R 2 4 B v E 98 300 % [X BT I EL 98 A1 R A v B2 98 L AR ES
K20 Ff bk B 98 T A R g B i M AR AR 2 R SR TR BT Mk TR (9, AT
IO ESLRESH B 7k E2 980 B A0 R T 40 BRIk E2 80) o AT 3 IS AT AT AT S B ) 5 T , 0 6 S
P I3 B P P IR o P IEEL 95 PR 22 A 5 b A P s 1 P h T e P T S PR IR
S L P L9 A A e P L9 s e A I EL 2 L T I o 7 — BB R T e E SR AN LA R
E RBYPERE o 540, 7£— B IGOLT , 3 mT A A2 FLIRE IR e o

[0132]  JaiE 1 S48 B 51 Ak SIEAACIRE 1A i DA B AN 5| e SR80 1) Je i o B Arb , AR SCH K 1)
AR ART i iE P DA Ji PR JohE (140, DA FL B Ze T 06 AR K I B AR i 44 IR hE) B4 % 1 B
R YEIE (10, IR E BRI 7 — 3 )

[0133] A A XU (1) 283 AT RE DR SRR oRE s o IR (ol g w0 1 5 A IR « s i AR
BFEEAR T Aiem B RF R W (Barrett’s esophagus) \E4i1EH % R A7
B Je R ME A R R 7 R R A R ~F 35 8 L RS R0 R 4 44k H v 20 2088
PEVE U R A BOE AL BRERE  /E— LB 00 R, B v TAiM s 2V & = (Bl an , 4
b 5 i A A PR TR IR SR A A R K s S R B L R U R ) T R
ST RS

[0134]  HA B RS 1) B35 ol DUR e T BUE M I B3 iR B v B i 28 T2 M
BT RE M EUm Y (40, TR A AR B L ) 1 R B B T B AR A (il v AT
BEE T XAR AT B AN AR BB AR — B LT, B R KU 1Y) BB T S e A SR T
HA X .

[0135] RS T 7 V2 AL A Wk o] FH T T « e AR B0 7 ok 2L A a1 S 1) R0 3 1) 0 U
B, UH R O & B A O ME B AR R JERE R 7 77 (940, R 2R 259 B 4 1)
F - E A 0 ) 7R B AR 0 5R0) 1 A o LR R o S )RR I S L AR AR PR T R A
TR VR R ERIE B B R M R

[0136]  ASSCA TR J5 v A2 & W38 5 F T 2 40 0t FH B 0E 78 Bt A 0o I 354155 5 77 (9
FEIEVR T ) IR O IR B 5 T R0 0 AR PR ) M S AE A SO e Oy A BT IR, 9F Honr 4
FEIERE VAT 77 AT 259 BOIASE (Bl an, 2 SR B VR R L B AL AR L B e ) )
(f51l T, % S B Ut 4T 1) 771)) < R4 70) (A, il 22 Bk B 0) BB 79 A R ATAT 2 22 510
I FE PR (R RE VR IT o FE — Lo ST B A SO A TP 2 St H T ar R T AR
O FEPEAE IR E VR 97 TR R ehE B3, DARR AR 5 BB S B AE VR T 7 AR R BRI O i 55
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PR AR o 75— L5 LT, 5 24 W0 4 & it P T i S8 2 DA VR /D B T e A R R TR IE YR
J7 B2 W) Bl 7 | O I B P ) BRI SR o AR — e s g, nR LS i R AR
PRI 25 S R f1550 it A 3k B R 2 A e R T ) S LE ) 5k 2RO LS 1) 1 2 e
B AR AN, RS R 2R 00 25 S R ) e T R IR AR R AR R
i 3 o A X — AN R, AR A S R B 2R 0 25 LR Rt T U R B —
NS, TR A TR I ) 245 0 AL R R R R P IR R RS A X — AN
AL ficetinf 25 SL IR Hl550 5 A T LM e 8 o B X — ALl i 7,37 ,47
57— 32 J55 i el 11 245 4 3 () ) 551 e P 1 L AR o A2 N — S sE il v B i 1 24
WAL IR i) 700t T LR R o A X AN rh, AR LB il 2 R IR S I 25 ) S ] )
it T3 B A S B R ERRE v 9T R S R B Ak AL L B e R A X — AN sE R
AP A 2R N 22 R L R ) 25 W L[R5 it FH T PR R e e AR

[0137]  fE—EiH LT , AL T VAR G 0T T 22 AR SR V6 7 77 5 RS i) O JIE B 1
DRI L, B8 3 mT LA e i AR S PR 259 (U an i 1 S 4 ) 770 5 0 O B R R B R A X
AU o 16 B3 ] B A 8 B8O IR S 3 2 SRR AR o E — L85 LT 5 IR AT LA AT
R SRR TT AR

[0138]  FE—LLiGHLR, B3 0] B 38 B 0 BB A 2 B 900 10 KU o 91, i3 v B He
CoWEAH 4540 A P L b A B 1 AT R T B A B T ) B A (B A A
B U)o 0T S A, AR SCHR A1) 5 2 RN 2H S T i/ BT ok e O R ZHL 2R L H
A PR AR R FEE R TR N S R S A

[0139]  FE—L&50L T, Ik ARSI AT AR J7 v B & W0va T 7 16 A ] B8 o 5 i B
LA JUE 95 90 2T B o o JUE 9 9 1190 S 4510 60, 955 EL A FIR T B3000 A 2 1 0 UL 30 k2 97
BrugadaZg & 4iF He KMo 958 975K ZRL O JULIRE (0o o S8 A5 s IO 2 o 5 S JE- 2R
OIS A QTER AR R P o I8 BIUDK 95 05 o 7E — S4B DL T 5 O IR 05 FH /0o JUEE B 12 5771) (91
n, BIAE) G106 o A9, O M35 95 AT EH AR SCHR 2 B AT ART O I B3 P 571 51 A o £ — AN B AR S 451
R LS i R R 22 SR L BRI 24 W 3 R o R0 it T34 AR A S A0 UL 1 L e
HAE T AL, AR e 2 Pk B R AR ER L R IR R Ficetin,
7,37,47 57 VU LB L SRR T R A I A A M S [ ) R T 4 52 e AT
it PRI AL 227 R 25 5 | RS R O J B R ) e R

[0140] i b A ST AT IR (P AT AR] 5 VB4 A 06 97 1) JE 38 AT DL RAT AR 4R 08 JF HoaT DL A
W) LB L AE LR N , BE N0.1.2.3.4.5.6.7.8.9.10.11.12.13.14.15.16.17.18.
19.20.21.22.23.24.25.26.27.28.29.30.31.32.33.34.35.36.37.38.39.40.41.42.43.
44.45.46.47.48.49.50.51.52.53.54.55.56.57.58.59.60.61.62.63.64.65.66.67 .68
69.70.71.72.73.74.75.76.77.78.79.80.81.82.83.84.85.86.87.88.89.90.91.92.93
94.95.96.97.98899 % BLAEH A [ Ju [ N (I, 7E2 2220 % 2 [H] L fE20 8240 % 2 [H] B #£40
F£90% 2 1)) . 1] 52 2 HIAF B S B 405 DL B B . B — 2R i i B R R B
18 1O I SE R LR BB o A, 3l A ST ik AR AT D7 v B S R T i B T L2 55
PR

(01411 AP A S A T FMEAT A A Pt FH T AR NS0 3, WS 56 = S sk 34 2040
AN 320 1 AR PR P S FE A L Ll 2 KR B DR AR N R KRS (i, ok
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G 0 | b 1 7 BN N B S 1 L

[0142]  Z54iiti

[0143]  ASCHEBEIT A TF N IR 7 3 m) £ 2 il B — Pl 2 AL 2 S ar sn) sl HeAir
A EER SR T B AR B B S TR RE VR T A S RO AR BRI 1 U7V R S A T R
AR 7 E i [ B i — PP a2 Bk B i VR R ML R U B L Ficetin,
7,37,47,5° DU BTN . A R A T EEAT A EER) I ORI R TR R
BV BRI IE VR IT S T 00 O NEEE PRI 77 AR SCER A I A T N B IE R T 17 5238 3 i FH e
SEVRTT I 7325, o iZ 32 3 BB e F HAZ e 167 I RE WS 1 32 i 3 vh 5 O F B
FNZE 07, UL Rt F— PP El 2 Pl B 2 LR R VEMR IR 3R ORI ficetin, 7,
37,47 ,5° —DYFRFL TR A AR B R A (B AT AR EER) I R PPFIR r, Ho
PRI FTIR BB B 52 i3 1) O I B

[0144]  ASCAFF 1 732 AT 38 B0 48 ) K535 it P AG 78 Ve 2 (BT ARl 3h) AR 4 =01 =2
[ OR AP TR B AT AR B ER () 4G s 1 20 70 T AR S S ) s 770 it FH B s e FH o 72— 2805 1
T VR AT ) B it A T A (BEAT AR Ek ER) A (AT AR el Eh) A G s 1%
A R R AR g 3 [ 1) 7 it FH B e FH

[0145]  ASCA T J7 AT i A 45 1) B8 il FH AL & 43 TR A A (BRILAT AR sk h) AiE B
ME 2 R ML R LR B ficetina 7,37 ,4°,5 - VU R B R . S VEM B E AT
MEEF (B EATAEYELER) M ORI 2 A 4555 s 24 770 ml A SR ) 1) 5510 FH i o
H.

[0146] LR 7 A] L1 B2 A & W AT AT 20 & B T 2 FH T 52 X0 BB 3 7 — 21
B S AN 7] 526 B it — R ORI R (9, e 2k BT AE P E L) AR — SRR AL
AN 17 52 6 B it — AR EOR I ) (B, g 1 B AT AR B ER) o A — BB LR L AN A 52
B AR O T — PR ORI ) (B, 4 B B AT AR R A — BT AN A 32 B
R R — R R (B0, FER SR R s AT A D) AL AN R 2 u R
Jite FH— A O 550 (54, 3R e AT AE P E R AR — B LT A ) 52 R A B A i
— MRy (W, 7,37 ,47 57 DR AR E s AT AR E L) AR — AN BAR S, ] ) A
SCHTIR B 320 B 5 it VR 9T A RGN E R i R AT A EEE) AE S — AN s,
A ) AR SR I (1) 52 4 B AR it YR 9T A RGRI R I R R (BT AR E L) AR —A
S, A ) AR SCRTIA 1) 5248 3 5 8 it VR T B SGRIE A TR 2 AT ARl Eh) -
[0147]  FE—efB o R, ) 523 3 i P Ak B Mg 32 VAR IR 3R EE LI R L PR I
ficetin\7,3,4",5 - DU R E . S MRS R il B A o e A2 BRIELATAEYEER) 19
PRI o 7 [va) £ 5 Tt FH 9 Foh B3B8 22 PR 4P U IR 00 5 OR P 770 R A A [R) S A i FH B8 3 [
il 710 iths FH o 491 4, BT ) 28 52 00 JUE 5 VR 1 B i FH YR T A R A A 22 R E A B 25 1 3 ) i 571
Wt 22 R0 A A A AR 1) S [ 1) 77 BAS ST I 1) 5 e 3 [) 1) 771 o 79 b B8 B 22 o (R 4 741) ][] o B
WU FH o 7E— L& AFBL T, P R0 EICEE 22 PO 3 7510 mT DR i W 40 it FH o 4810 4, ] ) BB 1
St AR SR Ja it A TR e 2R, 3 v e A R AR SRR T I 2 .

[0148]  FE—EiFHL T~ , vl ) A it FH O 1) (9, A7 24540 < A 59 i 4 ) 7]
FURT2) (e VR 7)) Al ek 2 A sz R 3057 (0 dn, b R R 2 R R
R TR E ficetin 7,3 ,47,5 - DU R il . S PR IR R AT o 76 ) B35 it
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JEREVR YT ) (B BRI A2 DR ORI B A O T e Va7 ) (B BRI AR
b Fh ORI (BOHAT A= M R ER) WA Dy 3R] ) 57 LA AT 26 A 00 T8 2kt FH o 3 4, T ) B
Jiti R PR3P 00 AR 24540 00 3 ] i ) B 8 — vl 22 Fh AT 245 4 A 2 /0 I b R 4 75 7 A
[F1) ] 51 o

[0149]  FE—LLAGHLR, AT [F) I ) A OS2 35 it ] — P el 2 A R 370 (BT A= Mk 3h)
A — Pk 2 MmhE Ve 97 1) (BRI BIRIT ) o840, 1277 32 ] 4 [ I ) i Tt A D B
SR B ORI TR ATV

[0150]  #F—LE{FHAL T, AT n] 2 B2l A it FH X 1 B2 1 — Fhal 2 Fh R 3755 (sl H
T EER) A —Fhak 2 Pl e Ve 97 55 (B SR IT A o 10, PRI 57 AT E it F e hE V6 97 57
(B SRR Z B o 4510, A e e AR i VR T A ROT I i 2 DL Ok B
P, B Jo it AT 259 (a0, 2 R b0 L) o FE 55— NS rh , AT [a) i BB it VG 9T A RAGT)
= AT LA TP CoNE B, B S it AT 25 (B dn, 2 320 2) AR X — AN i, vl )
Jerb i £ 3 T P YR 9T A G I 4 3R 2R DAY 0o U B 4, B S i R AR T 25 (o, 2 52t
B oAE Ty AN SR, BT [ SR BB T R VR T ARG R ) AR B R LI IR B S
it AT 254 (B0, 2 b0 ) o FE S — NS fgl A, ] [m i 28 5 it VG T B RGRI R I
B LA P70 B % L B JE it AT 25 (B an, 2 20 &) AR B SRR, 7 Tl A — ek
Z M1 e 2 R 37 701 2 /T R iE Va7 77 (BRI BRI it T B B il AR — L
TEOLN , RS2 AE VR T (B EVRYT) Bl m) A5 it B — el 2 R4 50] , SR 5 fE s hE Ve
J7 2 Ja it F — ek 2 M OR 3 5).

[0151]  FEAR Ut B IGO0 76— Fal 22 FhOR 37 710 — Pl 22 Meie va o7 77 (B EE
I 77) () it FH 2 TR) AT A7 A8 SE 3B & o 451, PR 57 AT 76 i P hE v o7 77 B e VR 97 7R 2 AT
03 B VNI S EOR BB (40, 78Tt P JiE TR 97 5 2 ) 22 /b5 4 e 2= b 1043 B 2 /b
3043 5f . /D 1IN Z /D 2/NIE L FR D3N L B D A/NES L B DB/ L FR D6 NI B DTN
DS/ DY BTN B TREAD2R B3R EDSR BN B2
JSNE SR Y NSOV Y NV VRS SIS S S E N A R ST AR N 2 N AN N2
bR ELZOIREZARBLIRBEL2REZIR . ZELZI2N/NIEZ6/N B Z 4N
B2 I/PE B Z 2/ LR 2 /N it A OU R, CAERRIETR T 2 BT B D LR A
ot TR A EE LT, CAEREIEVR YT L AT R 2 LR A TR AR — SR E LT,
TESREIR T 2 J5 2 2 27Nk N it PR3P 71 o 75— E1F 00T, 7RI RE VR IT 2 J5 2 2 4/ N i
PR AE — 1G0T , FERRIEVR T 2 5 2 2 6/ Py Jit AR 3777 o FE— LE15 00 R, FE S8 E
BIT 2 Ja 2 2 12/ il AR 37575 o 7E — L8450 R, FERRIE VR 9T J5 22 2 LR W it - AR 37
FAE—SGOL T, FERIEIR YT 5 B 2 2 R Wt IR0 £E— 2e4B OL T, FERERE VR YT 2 )5
22 3R W R AR —EIF LN , FERHETR T 2 5 2 2 4R Wit RS 55) o 76— L 0l
L IEIEEIR YT S5 2 2 5 R Wit FH AR5

[0152] Y [m) KE35 Tt AR ST AT IR 1 35 7 2 puds AU, ml m) B3 it AR A AL &4
(g, K TF PRI D) o 5140 , B 24 7F B35 T0E 25 250 55 2 /T 247N P T [ 5838 e FH AR 47
Ao E—LEAF LT, B 24 75 38 TE 25 25 P00 71 BT A8 /NN A AT ) K53 e FH DR 37 571 o 76—
TEOUT B2 B35 25 250 RN ][R [ 2825 5t OR3P 77 A2 — SR 00N, B 2 B R 2t
Jei FRIIS) AT AE SR RE VR T 5 2 2 24/ NsE P () B 3 it P AR 75
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(01531 AN TF Ak 5wl 3 I AT SR ABL A8 (1 1) 8 A A Rl 432 52 11 4 24 Uit P 4510
AL B VS SRR B P A BRI S BN UL S ST A R P B S B R
S B B TE B A /5 R R AT o B 3 R IR AR R TR ¥R T IR R 2 SR ™ B JEE o AR
NI E DR AR W] DL BN BN RIS B S o A 2 AL & P it A i 42 mT LR+ i
P o AR 2 1A W0 it P A2 T DA 7 PN i P o A — S ARSI B i, T e B 42 T e A
SR GG W) o AE 57— A BARSC I R m] R R k(22 e B Gy S i) i
WA ARSI ORI TN 5L S0 o A T3 — S ARSI , ) 1e) B8 LA i A 35 AR SC
RPEH PRI LG G W) o AE— A B ARSI, Al a) S8 5E S P it P 0 35 AR SCHR A fr 37
D ESE/EERE Y/

[0154] 25y Al &4 (Bt , AT+ Dt P B T3 i i B T adak (ILPY a3 IR AR A
I N I IA B e U)W R AR I N, WUAR 25 AL S YT AR RL R R Rk
Z M J0 B M RE R 1 AN K L RV T (DL AR B 3R ) VMRSV R L 5515 AL B S w] FIAE VA 77 B
IR B AN R M IR R H I T R O VA R BB PR B S 57
FRFAN TR 5K 78GR, 1 A S AN SR e o i B AR S R A B A T B B
L G 22— R S 2R B TR R M o DRI 18 FHAE B #h K, I Hr RS 29 AL &4
DL T o £E 5 — D SEM T SR, 9 IR IR RHR AR ERZ I, AT LR IR 770 0 18 SR i
WAL IR IS AR 2 A SR 22 LR

[0155] 5ot F-22 I )75 , AR SCRf R ) &2 20— b Al 5 0 el 77 m] B As P B4 453 1 95 77
OF HUn R 75 22, SRR S o770 IR B B 70 2 7R AR 771 465 A A 771 R 7
FURL 771 B3¢ 152 48 75 1 A5k P o ) FH 2 St BC A S 0, BLORIP AL & P e 52 B PS5 10 AR pH ) 52 0
AN/ BSE IR AL 2502 A Wi B 2 A & 40 T H1) Js R ) (491 2, Y00 ] A B~ [
PRAFRD A/ B I AL 306 AE S5 DL N AR AT AL & VRl g A (Bl
FER SRR AT ZE R AR K SR S0 ) » BRUAER AT 38 24 1 Jo 5 16 o ) Bl e JE 34 Y o £ — 22y
DUR S AR TT A & P n] 15 5 g AR £ I oA L TR AR B 2 o

[0156] A5 AR SRl (KA AT — Ak 15 0 B 24 700 [0 24 WD 4L 45 1 mT T ) P e S T i 2
TR T (R 9 78 IR TR R R T80« LA W38 s T A R AR BT Ji R RSk il 25, I
HAERE N2 11 B B2 9 BRBE T AN B o 7 1 8 48 RO SRt FH o 45 SR TBUHI 77 mT 25
A7 T B AR T (10 A R/ e 5 4 4 ) e T 1) D A7 8 PR o S0 ) 7 v s
PRI IR 705 A= DA A1 I ELAB AT DU R A= PR A ) 5 03k 3, 12 1 77 B2 B AR B E 7K T
3 PR L0 R TS o TR 750 1 A PR f) 2 S 9 E A5 AI H el e SRR T R R kR K AR
FAE AR S AR (DMSO) o 455 SR8 1R 77 P e 55 4k 5 W ) B BDHR RN A BRI
RN FF 2 T8] LA R A VR 7 B o R 0 9 B A ) P Jt

[0157]  ARSCIRGEMI AT A Gl 1 i (] 8 it A — b el 2 b a1 s a2 i fr 4777k
R B AR BT B 32 1 4 B 05 K 5 3 o P 10000 < P AR v B 32X 4 ' 4 05 (1 K 1
A2 DRI AT AR EA R T R IR R ERLOR VRS ficetin 7,37 ,47 57~
VU2 L S PR SR R B (BT A B ) o BRI, 25 45 05 ml O i
ZACALFTINGENG SEZE R, o N oy A 5 KNt R ek S a7 ST N TRt e b =3 I T (T
[7) 122 32 e R JE 7 715 S 0 L 7 3 B 1) R It P B 5 s itk &4 (RIGR 7)) I 254 &
Y, Forb s i FH 25 A S VR B b2t — 25 0 T35 3
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[0158] ALK 254 771 A2 -5 ) TRTT B A E v B BB R VR 97 77 S R I O JJE 7
P o DRI, AR SCHR A ) 7 VR RN S A 8 (g, o A 5 28 B IR 5 s 1) J8 ) e
i 45 52 S8 = A B VR YT » 1 AN 2 BT 0 I B 14 XURS T 32 28 O 1 B 7 & o A — S5 LT, )
B i FH A SO 292 A Pl A 4 ) B e H 72K 0. Img/m* . Img /m® . 2mg/m?\ 3mg /
m*.4mg/m*.5mg/m?.6mg/m*. 7mg/m*.8mg/m?.9mg,/m*. 10mg/m*. 1 1mg/m*. 12mg/m*. 13mg/m*.
14mg/m?. 15mg/m*. 16mg/m*. 17mg/m?. 18mg/m?. 19mg/m*. 20mg /m*. 21mg/m?. 22mg,/m?. 23mg/m*.
24mg/m?. 25mg/m*. 26mg/m*. 27mg,/m? . 28mg/m*. 29mg,/m? 30mg/m*. 31mg/m*. 32mg,/m? 33mg/m>.
34mg/m?.35mg/m?. 36mg/m*. 37mg/m*. 38mg/m? . 39mg,/m?.40mg/m*. 4 1mg/m*. 42mg/m* . 43mg,/m?
44mg/m*.45mg/m?.46mg/m*.47mg/m’ . 48mg/m*.49mg/m*. 50mg,/m? 100mg/m*. 150mg/m?. 200mg /
m?.300mg/m?. 350mg/m?.400mg,/m*.450mg/m*.500mg /m*. 750mg,/m?. 1000mg,/m*. 1250mg/m? .
1500mg/m”* 1750mg/m*5% 2000mg /m*[¥I 437 254 (40, R, 2 bk Bl HATAPEiah) .
[0159]  FE—LER5IL T, [n) 285 Tt FH AR ST 245 W0 20 & W ml G5 1) 285 it FH H 77 22490 . 1mg/
m*.0.2mg/m?.0.3mg/m?.0.4mg/m*.0.5mg/m*.0.6mg/m*.0.7mg/m*.0.8mg/m?.0.9mg/m’. Img/
m?.1.1mg/m?.1.2mg/m?.1.3mg/m*.1.4mg/m?.1.5mg/m*.1.6mg/m?.1.7mg/m>.1.8mg/m?.
1.9mg/m?. 2mg/m*.2. lmg/m>.2 . 2mg/m>. 2. 3mg/m>. 2. 4mg/m>. 2. bmg/m>. 2 . 6mg/m?. 2. Tmg/m*
.8mg/m*.2.9mg/m*. 3mg/m>.3. lmg/m?. 3. 2mg/m?. 3. 3mg/m*. 3. 4mg/m>. 3. 5mg/m>. 3 . 6mg/m*
.Tmg/m?.3.8mg/m*.3.9mg/m*. 4mg/m?.4 . lmg/m?. 4. 2mg/m*. 4 . 3mg/m>.4 . 4mg/m?.4 . 5mg/m*.
.6mg/m*. 4. Tmg/m*.4 . 8mg/m*.4 . 9mg/m*. 5mg/m?.5. Ilmg/m?. 5. 2mg/m?. 5. 3mg/m?. 5. 4mg/m*.
.5mg/m?.5.6mg/m*\5. 7mg/m*.5. 8mg/m*.5.9mg/m*. 6mg/m>. 6. lmg/m>. 6. 2mg/m>. 6 . 3mg/m?.
Amg/m*.6 . 5mg/m*.6.6mg/m*.6. 7mg/m>.6.8mg/m>.6.9mg/m>. Tmg/m?. 7. lmg/m>. 7 . 2mg/m*
3mg/m?\ 7. 4mg/m*. 7. 5mg/m*. 7. 6mg/m>. 7. Tmg/m>. 7. 8mg/m>. 7 .9mg/m?. 8mg/m>. 8 . Img/m?
.2mg/m?. 8. 3mg/m*. 8. 4mg/m*. 8. 5mg/m*. 8. 6mg,/m>. 8. Tmg/m>.8 . 8mg/m>.8 . 9mg,/m>. 9mg /m?
9. 1lmg/m*.9.2mg/m?.9.3mg/m>.9.4mg/m*.9. 5mg/m?.9 . 6mg/m>.9. 7Tmg/m>.9. 8mg/m>.9 . 9mg/
m*. 10mg/m*. 1 Img/m?. 12mg/m?. 13mg/m*. 14mg/m*. 1 5mg/m?. 16mg/m*. 17mg/m*. 18mg/m*. 19mg/
m*.20mg/m*. 21mg/m?. 22mg/m?. 23mg/m*. 24mg/m*. 25mg/m? . 26mg,/m* 27mg/m* 28mg /m*. 29mg/
m?.30mg/m?. 31mg/m*. 32mg/m?. 33mg,/m*. 34mg/m?. 35mg/m?. 36mg/m*. 37mg,/m? 38mg,/m>. 39mg /
m*.40mg/m*.41mg/m?.42mg/m?.43mg/m*.44mg/m*. 45mg/m? . 46mg,/m* .4 7mg/m*. 48mg /m*. 49mg/
m?.50mg/m?.51mg/m*.52mg,/m?. 53mg,/m*. 54mg/m?. 55mg/m?. 56mg /m*. 57mg,/m? . 58mg,/m*. 59mg /
m?.60mg/m?.61mg/m*.62mg/m?.63mg,/m>. 64mg/m?.65mg/m>. 66mg/m*. 6 7mg,/m? . 68mg,/m>. 69mg /
m?, 70mg/m?. 7 1mg/m*. 72mg/m?. 73mg/m>. 74mg/m*. 75mg/m>. 76mg /m>. 7 7mg,/m? . 78mg,/m>. 79mg /
m?.80mg/m?.81mg/m*.82mg,/m? . 83mg,/m*. 84mg/m*. 85mg/m? . 86mg/m*. 8 7mg,/m? . 88mg,/m>. 89mg /
m?.90mg/m?.91mg/m*.92mg/m?.93mg,/m*. 94mg /m*. 95mg/m>. 96mg /m*. 97mg,/m? . 98mg,/m>. 99mg /
mB100mg,/m?fK] A 71 .

[0160]  7E—L&5 0L T, [) 285 Tt FH AR ST 2450 20 & Wy ml G55 1) 2835 it FH H 77 22490 . 1mg/
m?. Img/m*. 2mg/m*. 3mg/m*. 4mg/m?. bmg/m?. 6mg,/m? . 7Tmg/m? . 8mg/m? . 9mg,/m?. 10mg/m?. 1 Img/
m*.12mg/m*. 13mg/m?. 14mg/m?. 15mg/m*. 16mg/m*. 1 7Tmg/m?. 18mg/m?. 19mg/m*. 20mg /m*. 21mg/
m*.22mg/m*. 23mg/m? . 24mg/m? 25mg/m*. 26mg /m*. 27mg/m? . 28mg,/m* 29mg/m*. 30mg /m*. 3 1mg/
m?. 32mg/m?. 33mg/m* 34mg,/m?. 35mg,/m*. 36mg/m?. 37mg/m?. 38mg/m*. 39mg,/m? . 40mg,/m*. 4 1mg/
m*.42mg/m*.43mg/m?.44mg/m?.45mg/m*.46mg,/m*.47mg/m?.48mg,/m*.49mg/m*. 50mg /m>. 51mg/

CO N1 O O1 W= W DN
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m?.52mg/m?. 53mg/m*. 54mg,/m? . 55mg,/m>. 56mg/m?.57mg/m?. 58mg /m*. 59mg,/m? . 60mg,/m>. 6 1mg /
m2.62mg/m*.63mg,/m?64mg/m? . 65mg,/m>. 66mg,/m>. 67mg/m?.68mg,/m? . 69mg,/m>. 70mg /m>. 7 1mg/
m?.72mg/m?.73mg/m*. 74mg/m?. 75mg/m>. 76mg/m?. 77mg/m>. 78mg /m*. 79mg,/m? . 80mg /m*. 8 1mg /
m?.82mg/m?.83mg/m*. 84mg,/m? . 85mg,/m*. 86mg/m?. 87mg/m’ . 88mg/m*. 89mg,/m? . 90mg,/m>. 90mg /
m?.95mg,/m?. 100mg/m?. 110mg/m*. 120mg,/m?. 130mg/m*. 140mg/m*. 150mg,/m?. 160mg/m>. 170mg/
m?. 180mg/m?. 190mg/m*. 200mg/m*. 300mg /m? . 400mg,/m>. 500mg /m*[¥] 7 1 5L 2 21 45 57 71 25 4)
(lan, g AR R AR R VAR Ficetin 7,37 ,4° 5" ~ VUSRI ¥ . — AP
TR M AN/ B AT AE ) .

[0161] AT IR i O 4P 51 1) H [ E 75 & sl AR 47 71 4 5 1 SRR B AT & A K10 Tmg
1mg+2mg.3mg.4mg.5mg.6mg-7mg-8mg-9mg-10mg.11mg.12mg.13mg.14mg.15mg.16mg.17mg.
18mg+19mg.20mg.21mg.22mg-23mg-24mg-25mg.26mg-27mg-28mg-29mg.30mg.31mg.32mg -
33mg~34mg.35mg.36mg-37mg-38mg-39mg.40mg.41mg.42mg.43mg.44mg.45mg.46mg.47mg-
48mg.49mg.50mg . 100mg 150mg » 200mg « 300mg - 350mg .400mg + 450mg . 500mg . 750mg B, 5 1= i)
RAP ) (EARFAT A EER) A — GO T, 1% — P2 M OR3P 1k B g 2 IR &
MR R ficetin.7,37,47,5" - MU FL TR W . — SUFE AR T 3R it 1 A/ AT
e L AR — A BARST b 1) B 250 A0 & Vel LR Tt AL ik 250 (Bl %
FE) 52 /b 10mg i 2% 1 3L A hl 71 o £ —LeAFHL T, ) 3T it AR SCH 25904 & 4 mT 4,
oA B FHO . 1mg . 0. 2mg 0. 3mg.0.4mg.0.5mg.0.6mg.0.7mg.0.8mg.0.9mg1mg.1.1lmg.
1.2mg.1.3mg.1.4mg.1.5mg.1.6mg.1.7mg.1.8mg.1.9mg.2mg.2.1mg.2.2mg.2.3mg.2.4mg.
2.5mg.2.6mg-2.7mg-2.8mg~2.9mg.3mg.3.1mg-.3.2mg.3.3mg-3.4mg.3.5mg.3.6mg.3.7mg-
3.8mg+3.9mg-4mg-4.1mg-4.2mg-4.3mg-4.4mg-4.5mg.4.6mg-4.7mg-4.8mg-4.9mg.dmg-
5.1mg-5.2mg.5.3mg.5.4mg.5.5mg.5.6mg.5.7mg.5.8mg.5.9mg.6mg.6.1mg.6.2mg.6.3mg-
6.4mg.6.5mg.6.6mg-6.7mg.6.8mg.6.9mg.7mg.7.1mg.7.2mg-7.3mg-7.4mg.7.5mg.7.06mg-
7.7mg-7.8mg-7.9mg.8mg.8.1mg.8.2mg.8.3mg-8.4mg-8.5mg-.8.6mg.8.7mg.8.8mg.8.9mg-
9mg.9.1mg.9.2mg.9.3mg.9.4mg.9.5mg.9.6mg.9.7mg.9.8mg.9.9mg.10mg.11mg.12mg-
13mg+14mg.15mg.16mg.17mg-18mg.19mg.20mg.21mg.22mg.23mg-24mg.25mg.26mg-27mg-
28mg+29mg~30mg~31mg~32mg~33mg~34mg-35mg~36mg~37mg~38mg~39mg-40mg-41mg.42mg-
43mg.44mg.45mg . 46mg.47mg48mg.49mg.50mg . 100mg.500mg . 750mguk 1g H &K i =
(EHARAT AP EER)

[0162] 7y — NSl [a) S Tt 25940 & Py el A4 Tt AL Sk 25 (Blan, 2 52kt
A 5 2 /0 10mg YA AR H I S [R] il 751 o £ — LG DL T, 7] J it FH AR ST 25 0 206 ) v] L 46
] B it FH0 . Img . 0. 2mg.0.3mg+0.4mg.0.5mg.0.6mg.0.7mg.0.8mg.0.9mg.Img.1.1mg+
1.2mg.1.3mg.1.4mg.1.5mg.1.6mg.1.7mg.1.8mg.1.9mg.2mg.2.1mg.2.2mg.2.3mg.2.4mg.
2.5mg.2.6mg-2.7mg-2.8mg-2.9mg.3mg-3.1mg-.3.2mg.3.3mg-3.4mg.3.5mg.3.6mg.3.7mg-
3.8mg+3.9mg-4mg-4.1mg-4.2mg-4.3mg-4.4mg-4.5mg.4.6mg-4.7mg-4.8mg-4.9mg.dmg-
5.1mg-5.2mg.5.3mg.5.4mg.5.5mg.5.6mg.5.7mg.5.8mg.5.9mg.6mg.6.1mg.6.2mg.6.3mg-
6.4mg.6.5mg.6.6mg-6.7mg.6.8mg.6.9mg.7mg.7.1mg.7.2mg-7.3mg-7.4mg.7.5mg.7.06mg-
7.7mg7.8mg-7.9mg.8mg.8.1mg.8.2mg-.8.3mg-8.4mg-8.5mg-.8.6mg.8.7mg.8.8mg.8.9mg-
9mg.9.1mg.9.2mg.9.3mg.9.4mg.9.5mg.9.6mg.9.7mg.9.8mg.9.9mg.10mg.11mg.12mg-

28



CN 108697646 A ﬁﬁ HH :F; 20/55 Tt

13mg+14mg.15mg.16mg.17mg-18mg.19mg.20mg.21mg.22mg.23mg-24mg.25mg.26mg-27mg-
28mg+29mg~30mg-31mg~32mg~33mg~34mg-35mg~36mg~37mg~38mg~39mg-40mg.41mg.42mg-
43mg.44mg.45mg46mg.47mg48mg.49mg.50mg . 100mg.500mg . 750mg 5% 1 g H 7 & I # M5 L
(AT AP EER)

[0163]  7E X —/> gl , 1) £ 2 it FH 25 W0 406 W) vl B0 4 it AR 5= 25 (9, 2 2L &)
5 2 /0 10mg 42 B 3L [F] 1l 70 o 72— LeAFH0 T, 1) 238 T AR SCH 25 ) 45 0 m] 46 1) 2
Z it FHO . Img.0.2mg.0.3mg.0.4mg.0.5mg.0.6mg.0.7mg-0.8mg.0.9mg.1mg.1.1mg.1.2mg.
.Jmg+1.4mg.1.5mg.1.6mg.1.7mg.1.8mg.1.9mg.2mg.2.1mg.2.2mg.2.3mg.2.4mg.2.5mg.
.6mg.2.7mg-2.8mg-2.9mg.3mg-3.1mg-3.2mg-.3.3mg-3.4mg-3.5mg.3.6mg-.3.7mg.3.8mg-
.9mg.4mg.4.1mg-.4.2mg-4.3mg-4.4mg.4.5mg-4.6mg-4.7mg.4.8mg-4.9mg.5mg.5.1mg-
.2mg+5.3mg-5.4mg-5.5mg.5.6mg.5.7mg.5.8mg.5.9mg.6mg.6.1mg.6.2mg.6.3mg.6.4mg-
.bmg.6.6mg.6.7mg-.6.8mg.6.9mg.7mg-7.1mg.7.2mg.7.3mg-7.4mg.7.5mg.7.6mg.7.7mg-
.8mg.7.9mg.8mg.8.1mg.8.2mg.8.3mg-.8.4mg.8.5mg.8.6mg.8.7mg.8.8mg.8.9mg.9mg-

O© 3 O o1 W N

.1mg.9.2mg.9.3mg.9.4mg.9.5mg.9.6mg.9.7mg.9.8mg.9.9mg.10mg.11mg.12mg.13mg.
14mg.15mg.16mg.17mg-18mg.19mg-20mg-21mg.22mg.23mg24mg-25mg-26mg.27mg.28mg .
29mg . 30mg~31mg~32mg~33mg~34mg~ 35mg~36mg~37mg~38mg~39mg-40mg-41mg.42mg.43mg-
44mg.45mg .46mg.47mg 48mg49mg.50mg . 100mg . 500mg . 750mguk 1 g H 71 & i) 4t 3 & (3 HAT
I ATAEERER) -

[0164]  fE— S4BT, [A) B i AR ST 25 ) 4 & W el A3 1) 2 i FHO . 1mg . 0. 2mg
.3mg~0.4mg.0.5mg.0.6mg.0.7mg.0.8mg.0.9mg-1Img-1.1mg-1.2mg-1.3mg-1.4mg.1.5mg-
.6mg.1.7mg-.1.8mg-1.9mg.2mg.2.1mg-2.2mg.2.3mg-2.4mg-2.5mg-2.6mg-.2.7mg-2.8mg-
.9mg.3mg.3.1mg.3.2mg.3.3mg-3.4mg.3.5mg-3.6mg.3.7mg.3.8mg-.3.9mg-.4mg-4.1mg-
.2mg-4.3mg-4.4mg-4.5mg-4.6mg-4.7mg-4.8mg-4.9mg.bmg.5.1mg.5.2mg.5.3mg.5.4mg-
.bmg.5.6mg.5.7mg-5.8mg.5.9mg.6mg.6.1mg.6.2mg.6.3mg-.6.4mg.6.5mg.6.6mg.6.7mg-
.8mg+6.9mg.7mg.7.1mg.7.2mg-7.3mg.7.4mg-7.5mg.7.6mg.7.7mg.7.8mg.7.9mg.8mg-
.1mg.8.2mg.8.3mg.8.4mg.8.5mg.8.6mg.8.7mg.8.8mg.8.9mg.9mg.9.1mg.9.2mg.9.3mg-

© 0 O Ol W= DN +~= O

.4mg.9.5mg.9.6mg.9.7mg.9.8mg.9.9mg.10mg-11mg.12mg-13mg-14mg.15mg16mg.17mg-
18mg+19mg.20mg.21mg.22mg-23mg-24mg-25mg.26mg-27mg-28mg-29mg.30mg.31mg.32mg -
33mg~34mg.35mg.36mg.37mg-38mg-39mg.40mg.41mg.42mg.43mg.44mg.45mg.46mg.47mg-
48mg+49mg . 50mg 100mg .500mg \ 750mg 5% 1 g H 77| 5 11 FE AR 8 35 (BRILATA AT AE ki ) o

[0165]  fE—LbAF LT, i) B i AR ST 25 ) 4L & W el A3 1) 2 i FHO . 1mg . 0. 2mg
.3mg~0.4mg-0.5mg.0.6mg.0.7mg.0.8mg.0.9mg-1Img-1.1mg-1.2mg-1.3mg-1.4mg.1.5mg-
.6mg.1.7mg-1.8mg.1.9mg.2mg.2.1mg-2.2mg.2.3mg-2.4mg-2.5mg.2.6mg-.2.7mg-2.8mg-
.9mg.3mg.3.1mg.3.2mg.3.3mg-3.4mg-.3.5mg-3.6mg.3.7mg.3.8mg-.3.9mg.4mg-4.1mg-
.2mg-4.3mg-4.4mg-4.5mg-4.6mg-4.7mg-4.8mg-4.9mg.bmg.5.1mg.5.2mg.5.3mg.5.4mg-
.bmg.5.6mg.5.7mg-5.8mg.5.9mg.6mg.6.1mg.6.2mg.6.3mg-.6.4mg.6.5mg.6.6mg.6.7mg-
.8mg+6.9mg.7mg.7.1mg.7.2mg-7.3mg.7.4mg-7.5mg.7.6mg.7.7mg-7.8mg.7.9mg.8mg-
.1mg.8.2mg.8.3mg.8.4mg.8.5mg.8.6mg.8.7mg.8.8mg.8.9mg.9mg.9.1mg.9.2mg.9.3mg-

© 0 O O W= DN += O

.4mg.9.5mg.9.6mg.9.7mg.9.8mg.9.9mg.10mg-11mg.12mg-13mg-14mg.15mg16mg.17mg-
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18mg+19mg.20mg.21mg.22mg.23mg~24mg25mg.26mg.27mg28mg~29mg30mg.31mg.32mg .
33mg~34mg.35mg.36mg-37mg-38mg-39mg.40mg.41mg.42mg.43mg.44mg.45mg.46mg.47mg-
48mg+49mg . 50mg 100mg .500mg \ 750mg 5% 1 g H 77| 5 (1) F 2 ¥ il (B FLATA A7 AE ki ) o

[0166]  fE—LLAB LT, i) B i AR ST 25 ) 4 & Wy el A3 1) 263 it FHO . 1mg . 0. 2mg
.3mg~0.4mg-0.5mg.0.6mg.0.7mg.0.8mg.0.9mg-1Img-1.1mg-1.2mg-1.3mg-1.4mg.1.5mg-
.6mg.1.7mg-1.8mg.1.9mg.2mg.2.1mg-2.2mg.2.3mg-2.4mg-2.5mg.2.6mg-.2.7mg-2.8mg-
.9mg.3mg.3.1mg.3.2mg.3.3mg-3.4mg.3.5mg-3.6mg.3.7mg.3.8mg-.3.9mg.4mg-4.1mg-
.2mg-4.3mg-4.4mg-4.5mg.4.6mg-4.7mg-4.8mg-4.9mg.bmg.5.1mg.5.2mg.5.3mg.5.4mg-
.bmg.5.6mg.5.7mg-5.8mg.5.9mg.6mg.6.1mg.6.2mg.6.3mg-.6.4mg.6.5mg.6.6mg.6.7mg-
.8mg+6.9mg.7mg.7.1mg.7.2mg.7.3mg.7.4mg-7.5mg.7.6mg.7.7mg-7.8mg.7.9mg.8mg-
.1mg.8.2mg.8.3mg.8.4mg.8.5mg.8.6mg.8.7mg.8.8mg.8.9mg.9mg.9.1mg.9.2mg.9.3mg-

© 0 O O W= DN += O

.4mg.9.5mg.9.6mg.9.7mg.9.8mg.9.9mg.10mg-11mg.12mg-13mg~14mg.15mg16mg.17mg-
18mg+19mg.20mg.21mg.22mg-23mg-24mg-25mg.26mg-27mg-28mg-29mg.30mg.31mg.32mg -
33mg~34mg.35mg.36mg-37mg-38mg-39mg.40mg.41mg.42mg.43mg.44mg.45mg.46mg.47mg-
48mg49mg50mg~100mg .500mg . 750mg 8 1g H A=/ 7,3 ,4° ,5 - VUFR I 35 B (B HATAI AT
EYEER

[0167]  fE—SE4F LT, [a) B it AR ST 25 ) 4 & W el A3 1) 263 i FHO . 1mg . 0. 2mg
.3mg~0.4mg.0.5mg.0.6mg.0.7mg.0.8mg.0.9mg-1Img-1.1mg-1.2mg-1.3mg-1.4mg.1.5mg-
.6mg.1.7mg-1.8mg.1.9mg.2mg.2.1mg-2.2mg.2.3mg-2.4mg-2.5mg-2.6mg-.2.7mg-2.8mg-
.9mg.3mg.3.1mg.3.2mg.3.3mg-3.4mg.3.5mg-3.6mg.3.7mg.3.8mg-3.9mg.4mg-4.1mg-
.2mg-4.3mg-4.4mg-4.5mg-4.6mg-4.7mg-4.8mg-4.9mg.bmg.5.1mg.5.2mg.5.3mg.5.4mg-
.bmg.5.6mg.5.7mg-5.8mg.5.9mg.6mg.6.1mg.6.2mg.6.3mg.6.4mg.6.5mg.6.6mg.6.7mg-
.8mg+6.9mg.7mg.7.1mg.7.2mg.7.3mg.7.4mg-7.5mg.7.6mg.7.7mg-7.8mg.7.9mg.8mg-
.1mg.8.2mg.8.3mg.8.4mg.8.5mg.8.6mg.8.7mg-8.8mg.8.9mg.9mg.9.1mg.9.2mg.9.3mg-

© 0 O O W= DN += O

.4mg.9.5mg.9.6mg.9.7mg.9.8mg.9.9mg.10mg-11mg.12mg-13mg-14mg.15mg.16mg.17mg-
18mg+19mg.20mg.21mg.22mg-23mg-24mg-25mg.26mg-27mg-28mg-29mg.30mg.31mg.32mg -
33mg~34mg.35mg.36mg-37mg-38mg-39mg.40mg.41mg.42mg.43mg.44mg.45mg.46mg.47mg-
48mg.49mg.50mg - 100mg .500mg . 750mgik 1g H FE K ficetin (B HARMATAE Y ELER) .

[0168] ALK 254 7712 A2 ) TS B A BT B B g e VR Y7 77 SR I O JJE 7
PE o LG , AT 7 V5 A2 -5 WA 6 e % BE A B b3 32 90T AN 2 B T IEFE PR X
57 T 2 325 e AR T B T R o AN SR I 29 WD 25 W N AT 254 L AR P R B DR 4 7R G 1 R
AFRARER — IR B2 IR Bt B T B8 35 o AE — S8 I 00, Ay 7 25 B 77 2 ] LR G B i
o AE— 1G0T AT 2900 H AT 70 BEER 1.2.34.56 7.8 910775 o 6 4t 4k
ST 250 (4N, 2 bt &) 19 H 5 E 7] 20 R R 3UGHIE £ — S5O0 T, AT 25 H 77 &
A4y AN 2 /01.2.3.4.5.6.7.8.9.10.15.20,25.30.35.40.45.50 55860/ i i - 7F
—UIFLL T, AT Y AL S R R R T RE S = D5 B 100 B 1570 B L 2047
B 2570 B 3070 B\ 3570 B 4073 B 4573 B 5073 B 557 B LN V1L 5/ L2/ L 2. 570
I 3/NET 3L 5/ VA/NEE (4 5N B/ LB B/ Bl 6 /N 7E — BB LR, AR H 7
AT DLEA GRSt o A2 — 284500, AR H R AT 2 R R 1.2.3.4.5.6.7.8.9, 10,

30



CN 108697646 A ﬁﬁ HH :F; 22/55 T

11.12.13.14.15.16.17.18.19.20.21.22. 2385 24 7% 775 . 6 4, 2E 90700 (9 2, DUAREAHT) 11
H 78 AT 7 SRR R SRR & o R — 2B L T, AE W7 H R AT 2 BRRE /N 22 /01,2345,
6.7.8.9.10.15.20.25.30.35.40.45.50 55860 fiiE . fE— L0 N, B & EMAIN A5
VIR R T RE SR 2 /D5 0 Bl L1070 Bl 1500 B0 2000 B 2570 B . 3070 B . 357 B . 4043 Bl
45438 5040 B 5540 B 1/ L 1. 5/NE L 2/NIE L2 B/NE L 3/NESE L3 L B/NSE L4/ ISE (4L BN
57N 5. B /NI B 6 /N o AE— LB BL T, ORI H 7R & AT DA GRS o A — L
PRI FET H )R] S AR 1.2.3.4.5.6.7.8.9.10.11.12.13.14.15.16.17.18.19.
20.21.22. 23824 A5 B 40, GR35 (B, ¥ 2) 10 H FRIE 0] 40 e R 3IRGRI R  fE—
SERE LR, PRI H SRS T o AR AN 201,234 586K BniE . E S E AL R, B —
FhEs 2 PR3 7100 4B ) 0 BRI B nT R R 2 /050 B 103 Bl L1590 %1 . 2070 B . 2553 %
30438\ 3553 81 4093 Bl . 4553 B . 505 £ 5543 L LNEE L 1L 5/NE C2/NE L2 5/NE L3 /N
3. 5/NIF VAN L4 L 5N L BZNIF L5 L /NS B 6 /N

[0169] W H R —IRELZ X ) 38 it A ST IR I 2 &) AE— L85 0L N, il R —
R In) B T G H B AR Lo DL T, WA R 2 D20 3R VAR VB IR V6 IR TIR W 8IK L9
TRALOWR A T1IIR V120K 13IR W 1AVR A 15K V167K LTIR V18R 19U W 207K 21K 227K + 237K B 24
R ) BB it FHZ5 PR &4 o B, ] B R 3R ) BB it FH 25 A &9

[0170] Wl Hpsk— RELZ K M) B3 it A SCRT IR I A &) AE— Se B 00 N, il fe s —
R BE T HAMHEY) AL BEO T, AT RFEE R D2R 3R VAR BR6KRVH 2.3
JIAN A2 HS3 NN AW ASBAN AN AT AN HON A0 AL A 152
T V34E VASE L HAE 64 TR J84F 94F 104E L 204F L 304F L 404 B 5 04F [ £ Jiti FH 25 4L 50
40, WY HRR 2 2 /0 LA 4 J] 30 e i S5 It FH 22 S bE B2 R Al 2R 00 24 W S [ ) 7)o AE — S8
WUR, PSR B R 2 K n) BB it 2 A A AR — BB LR, AT R R B 2 R
SRR ) BB i 25 A A o 9, W] B4 R R K ) R i FH G &) o 78 5 — A S
H ATE SR LR VB3R VBB TR IS 16K [v) B Tt FH 2 A& - A5 — B85 0 R L 24 7E— Bt
[i) A [ B it FH 25 0 2E 6 e, — Rt P T BB 3 A 7R = ] AN R T B s — Rt T R 1 7
o AN, A R — R ) B it FHSmg A &), HAERE 5 — Rt F 1 Omg 2540540
(01711 ARSCHTIR I 25404 & W) vl Bl B (8] R0 7R — S4B L T 29 & ) ml Fe i — KBk
BEZRA YA LAFILT , 29 AH G DR 1R B B H] B o fE— S5 0L T, 2594
AT KT 2R B3R AR SR 6K 2 SHE LN A

[0172]  ASCHEAEI 5 i T i A0 356 ) R85 it FH AR 9 AR ST RIT IR AT AR] 25 W) 286 W 1) — 38 43 1)
A v A (BHATAT AT AR B ER) o 25V SV ) BB it FH A & /D — R R AP A AN A T A
A2 A Fodr 5 oMU FH G B A AR ARLE 22D — R R AP R AN A B AR AR ) SR 5 el
PEAULTE R AR E o £ — L0500 N, AR STl AT An] 2540 254 400 %) it FH w48 26 P
R 25 P ) AT AP PR AR 208 1% 2% v 3% 4% 5% 6% .8%.9%.10% .11%.12% .13 % -
14%.15%.16% . 17% . 18% .19% .20% 21 % .22% .23 % .24 % .25% .26 % . 27% .28 % .
29% .30% .31% 32% .33% .34% .35% .36 % .37 % 38% .39% 40% 41 % .42% .43% .
449% .45% 46 % AT % 48 % +49% 50 % 51 % 52% .53 % 54 % 55% 56 % .57 % .58 % .
59% .60% 61 % +62% .63% 64% .65% .66 % 67 % 68% 69% .70% .71% .72% 73% .
T4% . T5% 16 % T7% 78%79% 80% .81 % .82% .83 % .84 % .85% .86 % .87 % 88 % -
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89% .90% .91% 92% .93 % .94 % 95 % .96 % 97 % 98 % .99 % 5k 100 % . {51 &1 , 21 S it FH A+
B AR IR AR PR 80 %6 1 AR AT R 2 tH L Co I B4 , U 1) B8 Tt FH A g 2 R A e AR I 4
[F) it 751) P A o U 75 2 1) T BE PR AR 75 %6, A8145:20 %6 (1) FE 38 VT RE 2 H B0l 5 12 o 3R B K
() DR 4 A FH O R ASE B8 K1) B8 5 A (RO S A7 2O IE IR 1) (8 35F) e A8 12 52 e hE VR T 77
(hn, 2t 2) , 5 W EATE B HERR £ A8 AE — L8 AE 0L , 45 5 e A8 v L [R) C fl 7E 25 P 40
G, b ARG S VN TR & B E AN A SEARARAE  AE— G O T I RE VR I 71 IR
PPRVRIA B Ve A AT TR I e o A — B IE O T JRE VR T A OR3P R A B A AR TR O F
[E— NS rh, AT AREOR 82— IR DL BRI [ i i 8 T FH AT 2497 B e AR A g 2R 1
LA T o £E 53— AL b, 0] [n) e hE 85 Tt P A B A B S i i 3R

[0173]  jifi A 2940 &N A5 36 e 2B (B AT AT A7 AR sl k) 1 )& el K10 Img/m®
Img/m?. 2mg/m*. 3mg/m*. 4mg/m?. 5mg,/m? . 6mg/m? 7mg/m? 8mg,/m* 9mg /m*. 10mg,/m*. 1 Lmg/m>
12mg/m?.13mg/m*. 14mg/m*. 15mg/m?. 16mg/m?. 17mg/m*. 18mg/m*. 19mg/m?. 20mg,/m?. 2 1mg/m*.
22mg/m*. 23mg/m’ 24mg/m? 25mg/m*. 26mg/m*. 27mg,/m’ . 28mg,/m? 29mg/m*. 30mg /m*. 3 1mg/m?
32mg/m’.33mg/m?. 34mg/m*. 35mg/m*. 36mg/m>. 37mg/m?. 38mg/m*- 39mg /m*. 40mg/m* 4 1mg/m?.
42mg/m*.43mg/m*. 44mg/m? . 45mg/m? . 46mg/m*.47mg/m*. 48mg/m>49mg/m*. 50mg /m*. 51mg/m*
52mg/m’.53mg/m? . 54mg/m*. 55mg/m*. 56mg/m’.57mg/m?.58mg/m*. 59mg /m*. 60mg,/m*. 6 1 mg,/m?
62mg/m’.63mg/m’.64mg,/m?.65mg/m*.66mg/m>.67mg,/m’ . 68mg,/m*69mg/m*. 70mg,/m*. 7 1mg,/m’
72mg/m’.73mg/m?. 74mg/m*. 75mg/m*. 76mg/m>.77mg/m? . 78mg/m*. 79mg/m*. 80mg/m> . 8 1mg/m?
82mg/m’.83mg/m’ . 84mg,/m? . 85mg/m*. 86mg/m>.87mg/m* . 88mg,/m* . 89mg/m*. 90mg /m*.91mg,/m? .
92mg/m?.93mg/m? . 94mg/m*. 95mg/m*. 96mg,/m>. 97mg /m? . 98mg/m*. 99mg /m*. 100mg/m*. 150mg/
m?.200mg/m*. 300mg/m?. 350mg/m?.400mg/m? . 450mg/m*.500mg,/m*. 750mg /m?>. 1g/m?.5g/m?.
10g/m B 5 15y o £ — A FARSL B , 1) 58 2 e FH 25 P 4 & 4 T B0 4 it FH =1 a2 1) £ 4 771
(B, i) 550mg/m* 45 85 172 A= H FE A #1771

[0174]  FE —SCAF BT, [a) B it FH A SCRIT ik () 25 W 20 & W v] A48 it 290 . Img /kg
0.2mg/kg.0.3mg/kg.0.4mg/kg.0.5mg/kg.0.6mg/kg.0.7mg/kg.0.8mg/kg.0.9mg/kg.1mg/
kg.1.5mg/kg.2mg/kg.2.5mg/kg.3mg/kg.3.5mg/kg.4mg/kg.4.5mg/kg.5mg/kg.6mg/kg-
7mg/kg.8mg/kg.9mg/kg.10mg/kg.11mg/kg.12mg/kg-13mg/kg.14mg/kg.15mg/ kg 16mg/kg
17mg/kg~18mg/kg-19mg/kg-20mg/kg-21mg/kg-22mg/kg23mg/kg24mg/kg25mg/kg26mg/
kg.27mg/kg.28mg/kg+29mg/kg.30mg/kg.31mg/kg.32mg/kg.33mg/kg.34mg/kg.35mg/kg .
36mg/kg.37mg/kg-38mg/kg.39mg/kg.40mg/kg.41mg/kg.42mg/kg.43mg/kg44mg/kg 45mg/
kg.46mg/kg.47mg/kg48mg/kg.49mg/kg.50mg/kg.51mg/kg.52mg/kg.53mg/kg.54mg/kg .
55mg/kg.56mg/kg.57mg/kg.58mg/kg.59mg/kg.60mg/kg.61mg/kg.62mg/kg63mg/kg64mg/
kg.65mg/kg.66mg/kg.67mg/kg.68mg/kg.69mg/kg.70mg/kg.71mg/kg.72mg/kg.73mg/ kg
T4mg/kg.75mg/kg76mg/kg77mg/kg78mg/kg79mg/kg80mg/kg.81mg/kg.82mg/kg.83mg/
kg.84mg/kg.85mg/kg86mg/kg.87mg/kg.88mg/kg.89mg/kg.90mg/kg.90mg/kg.95mg/kg .
100mg/kg.110mg/kg+120mg/kg.130mg/kg.140mg/kg-150mg/kg.160mg/kg.170mg/kg.
180mg/kg~190mg/kg~200mg/kg300mg/kg+400mg/kg~500mg/ kg 301 s =02 £ 457 o £ —
ST ORI AT B A R R R SRR R  ficetin 7,37, 47,57 -0 Fadk
O AR R A R AT AR EER A — AN S s R R, ) AR K A e
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0.5mg/kg.1mg/kg.1.5mg/kg-2mg/kg.2.5mg/kg.3mg/kg.3.5mg/kg.4mg/kg-4.5mg/kg5mg/
kg.6mg/kg.7mg/kg.8mg/kg.9mg/kg.10mg/kg.11mg/kg.12mg/kg13mg/kg-14mg/kg.15mg/
kg.16mg/kg17mg/kg18mg/kg19mg/kg.20mg/kg.21mg/kg22mg/kg.23mg/kg.24mg/kg
25mg/kg+26mg/kg.27mg/kg28mg/kg29mg/kg30mg/kg31mg/kg-32mg/kg-33mg/kg34mg/
kg.3b6mg/kg.36mg/kg.37mg/kg38mg/kg.39mg/kg.40mg/kg.41mg/kg.42mg/kg.43mg/kg .
44mg/kg45mg/kg.46mg/kg47Tmg/kg48mg/kg49mg/kg.50mg/kg60mg/kg70mg/kg80mg/
kg 90mg/kgBl100mg/ kg 150mg/kg Bl 200mg / kg [ PR 7 o ££ — NSt 5 S8, £ it FH U 2
(i, 2 bk B VR G BB A TE &) 2 77 22 /010438 n) 38 i 1 272290 . 5mg / kg 2
2150mg/kg Z (B I Mg 2 o £ — NSt 7 S8 H0 , 7 RS (i n, 2 R b B VSR b R Bl
P B2) 1 28 /01073 i) £ 35 1l HI 77 B AE 290 . Smg /k 2 £1100mg/kg Z A Mg 2R  7E—
NS 7 ZE R, 78 it O SE (B, 2 258 B VR R B e AL B) 2 mr &2 /0304 8hn) &
FH K N i R S AE 290 . bmg / kg 22 £)200mg /kg 2 (Bl I MG 2R o 7E— N S 7 S, 78 it
RO (B, 2 2t B VR B ek bl 2) 2 77 28 /0 1IN e 28 35 5 ik A e FH 771 B AE 2
0.5mg/kg % £]200mg/ kg Z Al Mg 2% o AE— AN SEHt 7 = b, 72 FH A2 (Fdn, 2 20 A2
T BB HA L ) Z 1T 22 /D 27N r) 25 25 5 ik N it FH 7RI = A2 290 . bmg /kg 22 £)200mg / kg
Z AR 2R AE— NS R, R FHROASE (Flhn, 2 2t B R R B skt &)
R Z /D AN ) BB K N it FH S B AE 200 . 5mg/kg £ £)200mg / kg Z B I MM & . 7E— 4
SEE T ZE T, FE e O SE (il an, 2 22tk B R B A tL &) Z 5 /06 /N ) B
Ik P Tt FH 5 B AR 20 . 5mg/kg 22 £9200mg /kg Z (B MM 2R o £ — AN S 7 =, 7B it FH R
N (fhn, 2 22t B VR B R L &) JE 670NN A [ 28 35 5 ik P it FH 77 B AE 290 . Smg/
kg2 £9200mg/ kg (A1t 25 o £E— N SE Mt 7 S8 b, 76 0 FH A K (B dn, 22 2 b A W3Rkt
REAHELE A) 2 HTED0.5.1.2.3.4 586 /MK [r) 5 28 i H 77 & ££0 . 5mg/kg %2 200mg /
kg Z AWt 2=

[0175]  fE—LET5 10, 7F B3 M W B A i < J5 1 i A (B, 2 2R b0 AL L3RR
bt 2 B IA LY ) 2 B 2 D A/ININ [m) 2R S 6] i bk P B4R it FH ) 2 AR 2490 . bmg / kg B 4
200mg/kgZ [A] ) LRI 57 (540, i 28 VA IR 3 R B 35 L R Bl L ficetin 7,37 ,47,57-
DU LR W . — SR R B )

[0176] HF &M

[0177]  ARSCHRAEI T7 VR AL & TP B IRl e 2 v B AT 254 S AR 50 U T
5SRO NEERE LA, 1) 38 Tt P A ST A T B 25 W 4H & 103 mT TRTT P AR BV BR e hE Ve
ST SR B it (Flan, d O 2 2R 45407 o AR B i L 2R A g 1 L A O R T B AR AL N
BaLE R 2 H5)

[0178] AT FF () 7732 AN ZH & e 5wl PR LG A8 RO JIE 2 o o U 25 12 1) S 451 ] B i (H
ANBR TG R AR B M AR T R AR B R (40, QTAE ) LB P WicBee (7 2 , JCo 55 1 2
kD) A R O I 23 (9, A B SRl Ak 5] RS ) 4524 B EH v R AR
s R ) LA AN 2 Co R 28 B (9, AU B A s g Je) 1) 4 AR 2 1 403403
[0179] 2ok A B3 v 45 B 1R 45 e 40 o L 4 24 28 B B AR AR P9 7% 1k e ks AR 50 8 ) A AT 452
17 AE—LEAGBL R, BT FHAAR 21000 S I 5 2 p A 554 o — Fhom] FH 3000 & 20 A 2 P 1) LG 28
I AL R TR T - (D) SRR A I AR RIS T 28 e Gukh Al (2) U H 3L 251 P1 B
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SETE (TMRM) , B 487 775 1 2 R AR W ST 1D 200 P 92 38 1 06 D' e el o R AR B 4 T 4 T 55 9 TMRMPBH
P20 P 5 2 A S B B A5 a3 A 0 B 1, 5 R A B AR 0 A L, 70 UL 40 i
HEEE VG T )i S RRARTEME T K T1% 2% 3% 4% 5% 6% 8% .9%.10% . 11% .
129%.13%.14% .15% . 16% . 17% . 18% .19% .20% .21 % .22% .23% 24% .25% .26 % .
27% .28%.29% .30% 31 % .32% .33% .34 % .35% .36 % 37% .38% .39% .40% .41 % .
429% .43% \44% 45% 46 % \47% 48% .49% .50% .51 % .52 % .53 % 54 % .55% .56 % .
57% 58% .59% +60% +61% 62% 63% .64 % .65% 66 % 67 % .68% .69% .70% 71 % .
T2% T3% \T4% \75% \76% 77% .78% .79% .80% .81 % .82% .83% .84 % .85% .86 % -
87% .88% .89% .90% .91% .92% .93% .94 % .95% .96 % .97 % 98 % 599 % . {51t . 5 K Ak
TH R REAHEL , 400 L0 B 28 5 T 13k BE 7R 22 2B 22 32 /48 /NINF T 5 /2 100 %6 1 2 L 4 B3
P o AR ST IR () 24 49) 77 1 AN AH -6 Wl s B AT RE VR T 77005 3 A 2ok Ak 23 o s o A A1
EFTIE R, 5AEAFERIT IR G OL T 255 TIRE YT 77 80 UL B AR L , KO L4H g
T R T A SCHT IR WA ART 25 0 20 & o] A 2 R B M PR AR 215100 %6 .99 % .98 % .97 %
96 % .95% .94 % .93% .92% .91 % .90% .89% .88 % .87 % 86 % .85% .84 % .83% .82% .
81% .80% .79% \78% \7T7% 76% . 75% \74% \73% 72% . 71% . 70% 69 % 68 % 67 % .
66 % 65% 64 % .63% .62% 61% .60% 59% 58 % 57 % .56 % .55% 54 % 53% .52% «
51% .50% 49% \48% 47 % 46 % 45% 44 % \43% .42% 41 % .40% .39% .38% .37 % .
36% .35% 349 .33%.32% .31 % .30% .29% .28% .27 % 26 % .25% .24 % .23 % .22 % -
21%.20% .19% 18% .17% 16% .15% +14% .13%.12% .11% .10% 9% 8% . 7% 6% .
5% 4% 3% 2% BY1 % o7 a0, 555 0o LA 2 % T LIUBE ZK 1 22 2 L B AR LG, R0 LA Y
T 5 T VRUBE IR IR 22 S L0 B2 RN 11 5TUBE R I A7 A 2R %) 6 () 1) 7] 28 /D 4.8 /Ny mT el 28 ot 47k B %
F#1%30% .

[0180]  4HAf I T ] FRANAL L i FE 7 1 40 B A8 T 1 ik A2 o 8 [ 40 B 18 T2 1% 240 A P el A A
T AFFEA PR T 40 6 2 C H 2Rk 10 5 A7 « £ 04K Th RE ek 55 « IR 45 /A8 Ak L 8 1 K s vk
HEMATDNAWT 24 o 76— L5300 T, AT A FH A4 D00 S 0 5 240 9 1 — Fmd A T 0 4 e
T-RI IS Ty vt B A L 2 52 T« (1) $8 A I 4l i3 B M98 ekl BL & (2)
CellEvent Bt K & F g3/ 7 MR , B — 4776 T 08 T 40 B H 13 A I R B 1 B3 1 24
JEW - A T 43 L T4 15 A Ce 1 1Event PHAE 40 A -5 41 A A% A2 2500 LE 451 o it A2 4
SE FT IR, 5 AR AL 2R () 6 FEAR L, 78O LR B e fE 76 97 5705 S 4B Tl KT 1%
2% 3% 4% 5% 6% .8% 9% 10%.11%.12%.13%.14% .15% .16% .17% .18% .
19%.20% .21 % .22% .23% 24 % .25% 26 % 27% .28 % .29% +30% .31 % .32% .33 % .
349% .35% .36 % +37% +38%.39% .40% 41 % \42% . 43% 44 % .45% .46 % 47 % 48 % .
49% .50% \51% .52% 53% .54 % .55% 56 % 57 % .58% .59% 60 % 61 % .62% .63 % .
64% .65% 66 % 67 % 68% 69% 70% T1% . 72% 73% T4% 75% 76 % 77% . 78% «
79% .80% .81% .82% .83% .84% .85% .86 % .87 % .88% .89% .90% .91% .92% .93 % .
949 .95% 96 % 97 % 98 % 5599 % - 51l 41 , 15 A AL T ) X HEAH LY , K00 L AH i 58 5 T 11 R
IRZ R B A /D A8/INI AT 52100 % 4 I8 12

[0181]  ASTHT IR (1) 259 75 12 AN 2H A 0 3 v 8T RE ¥R T 70015 5 1 A M O 1 ol 3 A
A 5E BT S, S5 R AAEAE LRI R BB DL T 2% B TR VA o7 770 ) O LA AR L 0o UL
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20 0 B B T AT IR AT AT 25 W AL P e A 0 R T 92 27510096 .99 % 19896 .97 %
96%.95%.94%.93%.92%.91%.90% .89% .88% 87 % .86 %6 .85 % .84% .83% .82%
81%.80%.79% 78% T7%76% \75%  7T4% 73%72%  71% .70% .69% .68 % 67 % «
66% .65% .64% .63% .62% 61% .60% 59% 58% 57 % . 56% .55% . 54% .53% .52%
51%.50% .49% 48% \47% 46 % 45% 44 % 43% 42% 41% 40%39% . 38% . 37%
362635%.34%.33%32% .31%.30%.29% 28% . 27% .26 % 25% 249 .23% . 22% .
21%6.20%.19% . 18% . 17%.16% +15%14%.13% . 12%11%.10% .9% 8% 7% 6% «
5% 4% 3% 2% 51 % o 140, 545 Co VLA 5 5 T 1R BE /R 22 SR EL R AHEL , e UL R 22
e T LGB R 1) 22 2 EE B2 R L 1 BB R R A Al 2R 1 3 ] ) 7] 22 248 /)N I A A e 5 14 o
£30% .

[0182]  Hh A= 2 S ] i I o 55 1 36 0 A A A 2R ) Y IR IR () A AT A o A9 B [ e
B AT 25 (B tn, 2 2210 BR) W] 5l SO LB 28, Forh B 1 AN R PR A B2 AR O
IEZH 23, AT B4 S BHL VT o 72— 2815 00, FL AR 3 7 W RS QT IR AE K, I HL AT A A
PN 5 A o QT VR] S AT FH T i o oL 1] R QUB T 96 RN TR &85 T TR IS [A] o QT ZE S P FE 7R
O EEWAKER , IF H A0 5 T kA B S 8tk (EAD) , AT 5 B4 i PR O 2R
(i, 5 I 41 ) o QTIR) 399t AT Bk 10 30 Ji 91 (RR) B E S BRI —MQRSUEHFAR LR E T — 4
QRSEHE AL 4G 2 8] BB ) B o 2R IR QT (QTe) [H) H m) T3 2% JE 21 K B 2R IR QT
(B3 . Bazett AR (QTc=QT/ v RR) .FridericiaA T\ (QTc=QT/* v RR) B¢ [al H /3 #711% QTc=
QT+0.154 (1-RR) ) #BAI AT AQTT] 71 55QTe 8] 34 o

[0183]  FEAAFAE RAAIMIAEOLT | 1) S8 T FH AL ST 250 A= 7 U 7 ik ] 51 e i
R R LQTC A QT LB o A E 1 B ZeQT e [A] I 72 75 28 I FHATA7T 24 W) 2 1 U & () QT ]
A, FEANAFAE OR3P 700 B 15 00 o) B8 i P AT 254 (it , 22 S b0 &) W AEQT e S Kk
i B ALQTC I 402 A) (ns) o fE—LeAF 0T, 1) S8t AL ST 254 AR 750 B ot o 2%
OLHREANFAELRI A AE L T) nIEQT e Kl it 3 B 26QTe [l HA 2 /D Ims  2ms  3ms
4ms.5ms.6ms.7ms8ms.9Ims.10ms. 15ms20ms.25ms.30ms.35ms40ms.45ms.50ms.55ms
60ms65ms70ms « 75ms +80ms 85ms . 90ms » 95ms 8¢, 100ms »

01841 AR ST R A AEAT 25402, £ A0 T T R ) 58 2 22 2 1 e B SR 8T ) U1
KEVR T 7155 S QT e 2B o 7, [a) 638 W AL T 2459 (9, 22 22 EE B2) FIOR 450 (il , #
HE2R) B[R] 1) 77 T QTCRE K /N T-5ms o £ — 28 F IR , A SCHEIA K W 4H & P ml QT e &
Kt B 3L LRQT e A /N T 100ms . 95ms . 90ms « 85ms « 80ms » 75ms + 70ms  65ms « 60ms  55ms «
50ms.45ms40ms.35ms.30ms+25ms.20ms~15ms.10ms9ms.8ms.7ms.6ms5ms.4ms.3ms.2ms
¢ Ims.

[0185]  FE—LufE LT, i AR B S5 30 W] B0 8 F UG PR RIS, I BT A FAAR S e Sk & . 22
L AR 21 (MEA) J2 02 211 5 fE A AR 36 B, 4 (451, oo UL ) T 5 A i 8 A K o
JRAE AMEA TN & PR H, 3 35 B ORISR R P B e 3 B 3R (191 2, 4 i 2 S 428 4 i 5 e A
ZTE) PR 4 i MEAFR) JUARTTRR) 5 (A 38 Jd R 0 0 2 I 1) 738 A SR i (4t 5% 2 fir 4 A 1 Pl v 1
IR (o v T R AR ) T 3 B 3 R S R SR () RN B ) o

(01861 4t 3o A4 1IN 7€ FIT U 8 1) , A2 AN A7 AE DR3P 70 B0 1% 0 T KO LT e 2 R Tk T 24
W AR BB T AT 5| ES P F R (191, A% 0 i 4 Y ) R A r Y PR R AN 1)
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53 b B I B AR o 9, S5 TR) 25 S AR B 45O LA I 2 R T 1RRBE /R 22 R L B & /0 24 /Nt
A G R P AR R B k50 %6 o fE—SEAE LN, FEANAELELR IR (9 an, g 20) OB Ol
Oy LG 2 55 T RE VR 7 77 (B, 22 SR bb ) mT A i ok e AR B B D 275 100%6 .99 %
98% .97% .96 % .95% .94 % .93% .92% .91 % .90% 89% .88% .87 % .86 % 85% .84 % .
83% .82% .81% .80% 79% 78% T7% 76 % 75% 74% . 73% \72% . 71% .70% .69 % .
68% 67 % 66 % +65% 64% .63% .62% 61% .60% 59% .58% 57 % 56 % 55% 54 % .
53% .52% .51% .50% 49% 48% 47 % 46 % \45% 44 % 43% 42% .41% .40% .39 % .
38% .37% .36% 35% .34% .33% .32% .31% .30% .29% .28 % .27 % .26 % .25% .24 % .
23%.22%.21%.20% .19% . 18% .17% . 16% .15% 14% .13% .12% .11% .10% 9% .
8% 7% 6% 5% 4% 3% 2% 81 % o« fE—/ EARSLA KO LA 2 57 T 1luMZ R L A2
22 /D24 /NI O] 5] D AR BRI 50 %6 o

[0187] A SCHEIR I 2454 75 32 AN 2 & )38 i U /D T iE VA T 77075 5 1 R 2R 3 S (il 37
PER AR BRI - a0 BT ), STEAAFLE R AR O T B is T RE iR T
FRRRTCo LA B AR LY , o JULZAH P 58 B T A ST I R A AT 245 40 2H 45 40 ol s v 1 P AR P 020
MDINF1%.2%.3% 4% 5% 6% 8% 9% 10%.11%.12%.13%14% 15% 16% -
17%.18%.19%.20% 21% 122% .23% .24 % .25% .26 % .27 % 28 % .29% .30% .31 % .
32% .33% .34% .35% .36 % 37 % 38% .39% .40% 41 % 42% 43% .44 % \45% .46 % .
47% .48% .49% 50% 51 % .52% .53 % 54 % .55% .56 % .57 % 58 % .59% .60% .61 % .
62% .63% 64 % .65% 66 % 67% 68% 69% 7T0% 71% . 72% 73% 7T4% . 75% .76 % «
T7% . 78% .79% .80% .81% .82% .83% .84 % .85% .86 % 87 % .88% .89% .90% .91 % .
929 .93% .94 % .95% .96 % .97 % .98 % 51,99 % o {5 111, ¥ U L2 B 5% 25 T 1uM 2 2 b B N
100uMAZIME 2% 1) 3 ] ) 751 22 2D 24 /N B m] ol i 1 A 5 e ik 20 7 15 %

[0188]  AXSCRTIR ¥ 2454 75 32 RN 2H & )38 i B AR R0 38 1 it FH e E Vi o 7R BN K 428 g o0 U 5
PE ) XURE o 75— BB 15 000 R 5 AR STRT IR 6 24 9 77 vk AV AL A vy e 8 00 U 2 A 1) KRG B A1
100% .99% .98 % 97 % .96 % .95 % .94 % .93% .92% .91 % .90% .89 % .88 % 87 % .86 % -
85% 849 .83% .82% .81% 80% .79% \78% 7T7% 76 % . 75% 74 % 73% 72% .71 % .
70% 69% .68% \67% 66 % 65% 64% .63% +62% .61 % 60% .59% .58% .57 % 56 % -
55% 54% .53% .52% 51% 50% 49% 48% 47 % 46 % 45% 44% \43% \42% 41 % .
40% .39% .38% .37 % 36% 35% +34% .33% .32% .31 % .30% .29% .28 % .27 % .26 % .
25% .24%.23%.22%.21% .20% .19% . 18% . 17% 16% .15% .14 % .13% .12% .11% .
1096.9% 8% 7% 6% 5% 4% 3% 2% 801 % . /£ — L8150 T , A SC A TT IR 254 7 12 A4,
Rl g R O IR A XS PRI R T 10% 01196 .12% . 13% . 14% . 15% . 16% 17 % -
18%.19%.20% .21% .22% .23% .24 % 25% 26 % .27% .28 % .29% .30% .31 % .32% .
33% .34% .35% 36 % +37% +38% .39% 40% 41 % 42% 43% 44 % \45% 46 % AT % .
48% .49% .50% 51 % 52% .53% 54 % 55% 56 % .57% .58 % . 59% 60 % 61 % .62% .
63% 64% \65% 66 % 67 % .68% .69% 7T0% 71 % 72% . 73% T4 % \75% 76 % . 77% .
78% .79% .80% .81% .82% .83% .84% .85% .86 % 87 % 88% .89% .90% .91 % .92 % .
93%94% .95% .96 % .97 % . 98 % 5599 % . 5l 4 , W R AEAAEAE LRI ] (B an, ¥otlg 2= 437
MR LB EE ficetin 7,37 ,4 7,5 ~ YR LB W Mg HF A/ s AT AE M el ER) )
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(45 oL T it AT 2549 (Bl an , 2 20k BB R R B B A L 2) i) B3 B 90% 4 52QT
JEK 1) RURSE , U AE B b it FH O 37 750 05 40 97 245 W 4 Dy S ] o) 570 it FH IR 5 2858 ] 282 52 P AIK
5096 HIQT L RS , 15545 i & QT 1] S e+ 1 XU D945 %6 o 9l , 78—~ BARSE Tt 7 S, 78
it AT 254 (i, 2 250 B SR SR b B Ei AL &) ) Z T2 /03043 8 /NI 27N L 37)S
IF V4 /NI BN BY6 /NN () R K P it FH 7 B AE 290 . Smg / kg A2 100mg /kg 2 18] (1) PR3 77
(40, M 30 2 PEME R 2 LR A L ficetina 7,37 ,4 5 - DUS S R W tfg £ A0/ 85,
HATAEEER) , Horp QTIE K XU 5 AR B DR 4775 0k HEZH AR EE B IR 22 203096 .40 %6 .50 %6
60% 70% .80% 190% .

[0189] RIS T (100 U B 1 P WAL 408 1 1 ' R 38 T i sk 00 5 WA 40 T e i A — 4 20 4
(FS) AL ifiL 73 %% (EF) S VPt o BRI 1 U1 22 S bk 2 m WU i o 2 7 A2 TRz 52 1) o SR 1T it P
TR R (a0, kg R AR R B 3R R Il ficetin 7,37 ,47,57 -1
PRI . AR R M A/ BT AR B ER) ) R R A ) BB PR AR ) an 2 2R L
EFHSE O, i@ FSAER K] & deE M2 Flin, 5 HER RGBT HEAS
TRAP TR — R 25 25 0 I AH L, il 3R AT R RUE & T 2203026 .40%6 .509%6 .60% . 70% «
80% 90 % [ B IR S HIFSFIEF 4 o

[0190] 44 K B8 BB Yo R ), AR 207 i Fi i B 1) 50 BB {3 T A s 3 mT AR
W ECELIR S TR ZE ) (I ARME , H HL R i B0l s Yo B T 7840 an B iR 20 B 8UE Ve
FEI PRI 1 9% 1110 % 22 [a] 284k,

[0191]  ORIE “Va97 A R E” 18 % vl F8 1E 10 75 A& V) el e 97 v B A it B I 2 DA
I R TT BT R TR B RS R e 2R AL S B L e T VR BN & (BRI o 7R — 2R 1E
T ARIE YR IT A RGE” v i H T 52 303 2 CLR A B AR AL S L e T VA =
YBIT A T DAARAL s 5 4, 6 T AR B8 52 40 (PR 0 52 38 140 7 B FNAE 6 22 0 9 IR 1
AR it 7 ST AR, BT 1K e m R AR S ) S E AN R E

[0192]  ZH&W

[0193]  ARSCAFFM 5 & ml a5 X1 s a2 A FF B AR 37575 (B, Bk 3= AR 3R
FEMRTE R VIR TR 7,37 ,47, 5" VUSRS R . AR T R M A/ B AT AR
ML) Z SV BL S — P FME R A A R A PR ECE 2 P E S A A IR
P70 =Ml 22 AT i 2H A T DR A ) Bl DY Ml B 22 AT A A DR o A RE R
N GV RT B 2 D PR ER AR (1, Mt ER AR B PR RR B R L TR B
ficetin 7,3’ ,4",5 VR E MG (M) A e A F /S AT A v EsiEh) 3L (A
il 771 B 22 /D — P R A R R RE YR 7 7R (8 4n , AT 244 AR A7) < B 1 SR A ) 5 B
72 1 FL R 5 o 25 W0 2H G P P B DR A 700 AT R LG Y ik BRCTSTT e R Y 9 7R | RS B 0 U B
YEo RN, ZINAE G P B RSP R v 982 L YRR BRI e hE YA I 7R 51 R I 8 A - 7R
— AR AR AT T LS Wl R AN TR A AR B 3L E IR AR S AN S, AR A TR
7 ST 250 2 FR B R A ME 2R 1 3 ] 5

[0194]  FE L8500 T, H-E Y I 2 D — FhERP 7 mT LA 2R 2 B sl AT A . — ok
TR AT LA B A N 2R R — AN Z2 R A PR 15 2R AT Rl AL & o R v R T
PLR BRI AR AT — b, R EAR F : REA B K TE ) (anthroxanthin) 35 Bif
BEHARE . S AR e AT R YR S IR I L S B S OB o BRI L 5T
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Jot BHT 28 T B o 28 B A AR PR M S R FERT R R LR . A K E G
dihydroobavatin IS RH R FEAEFLER A O SM. R EEE M HE EHAHD
BURRIR A BB AR R ER BT R R e (i) . 2SR PR
R R MR U AR BT 0 R B  Cicetin FEMLT 2K . S VFEMIE &R
7,37,47,5 - A A S, 5,7,37 47,57~ FLFR AL S A B A8 I AT Bk S o AE— AN SE
RN TF 2 W] B8 3R, 7,37 .47, 57 - DU R FE 25 i Al FL ¥ 35 B o £F 53—/ 5K
B AR SCAFFRI 25 S YT B 5 BB , W WM 2R Ticetin FEFMR TR 2R M 2 AL
WE AL T NI R SCA T A G TS e o AE R A S, AR ST AT
252 &P mT A5 s b IR EE , v a0 — Sl 3 A A PR B 2 AR AN, A SO
TEI 254 & el A5 A e AR AN SR B A A i 2R () 3L R i 77 AR, SR BBt 2= T
TR ek e TR R o S i e (PDK4) (— frm] 38 =500 A 2H 23 b i MR 1) B 1 50 |9 ok
R R AR B

[0195]  #F—Seff il , AR STk M 2540 & vl B S R X L AL &4

[0196]

X1

(01971  Hr.

[0198]  X'’HCR’R®.NR°.0.S.C=0m{C=S;

[0199]  R'.RZ.R’\R°\RORVFAR'OS [ J 57 h Ay e Fik L Jk ok 36 | o SRk TR 366 T 4
PR TG S TR BB AR 222 P R AR 2 Tk B PR e 22 L A loe 2 L J IR 2L L L L
B AT B L E— 3 R BURECR IR (i 2R s B A 2 L WP AH 2 L U | 2 U B
H;

[0200]  R*.RTFIR® Ayl S8 3 L Rk Bk 5

[0201] W' HOmEKS;Hk

[0202]  H:Zh,

[0203]  {EHEEET5 1, X AT DA ROELS ;REVREVR CROFIR 0% [ ] g 37 b Ay e 48 3 L BR e 36k
R EE FIL AL WAL VL B R I HRYRTAIRSE H ] DOk A L R
[0204]  ZEHEEe 5, X AT BL YO R VR VR CRVAIR 0% [ A) M o7 Ay e 800 IR e 6k L i 2K
FRIL HRIE AL WAL U B LB I HRYRTRIRY S H AT LA I R A EkH.
[0205] 7R &5 1T, X A LU0 s RUFIR® % H ml 7 i A #2 FE 5 s R W RVFIR 4% 5 w] LA IR
Bk IR AT SR IE I RY AT LSRG s RFIRS T LU R SE 5lH

[0206]  #EH e 5 TH , X AT RA OO RYAT DL FE S s REFIR & [ W] 7 oAy % 2 5l H s ROAIR O]

= oM
g

=
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DM RYAT LA FR I s RTFIRS A) DL A #2 HE Bl

[0207]  #EH g7 TH . XUN0 RUNFR L s REFIR & [ W SR ST sy ¥ 3L o H ; RYA] DA Ay 2 34 2L B
Hs RYOAH s RY AT M A FE Bl H ; 7 HLRTRIRS S H nf 7 o #2 55 51H

[0208]  #EH e T, XUAO; RUNFEES s REFIRY & [ AT o7 s N #2 FL 501 R¥ AT LA e 3 5
FLofH; R'ONH; RANFREE ; F£ HRURIRE S 5 Al o7 A 2 3 BH 78— AN SE T R b R Fbe
FERT DL LR

[0209] 7 HARSEHIH &L EA R

[0210]

OH ©O
(02111 #EHARSEB T 2L GV AT LU AR AL — ARSI R AL S mT U2 R
PR AL D RARSE I 2 S YT LR R o A D BRI iz e  BL
7,37,47,5 - NUFR BT o A — D BAR LB S S RT LA R ficetin. £ — N H ARSI
L AZAE YR LR R R ARSI A ST DL B R
[0212]  #E R RSB, Z5WAL GV PRI AT LR HAT BN S5 AL 540 -

OH
HO i)
i 0 OH
[0213]
HO
OH 0O
[0214]  FEF ARSI, 252GV B OR300 AT DA AT TR ZR o R B LU 4544
OH
HO ou
[0215] HO™ . &
HO
OH 0

[0216]  7E B ARSI, Z AL AW LIRS, R UL RENEEE RO
U RUNFREL RUNFRES  RENFREE  RVAH, RYONH, XR0, I HW y0sk 3Lk 78 Bk s ol
zteE A LlEAT T
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[0217]

[0218]  7F ELAKSZHIH , iZ AL &4 AT LR T/ Mg .

[0219]  7E—UEiHAL T, B v] DL R AR BAE R AR B BE 431 o B 1 A B il 1 s 48] B 45
TIHE A ERE SRR P FUBE B0 AW B AN DA Ve A LR 3 b D] 5 Lo 2
D~ TR L~ R ME Dy VB Lot VR D Ll B DA A BE L DB R AFTRE LB R A
BE DRI BE LR T30  5RZEHE . D-AZ M % BE  sucroribulose D-ARBE D-AR&EHE | LR 6
W AR EE RS DR HE -7k

[0220]  7E—2BfB AL, A SCHTR A G vl B S iR L2t &4,

[0221]

X2

[0222] Hrp.

[0223]  X'’AHCR’R®.NR°.0.S.C=08{C=S;

[0224]  ===== TN LR BV OUUEE

[0225]  R'.RZ.R*\R°\RORVFAR'OSS [ a7 h A e Fik L Jk ok 36 | o SR L TR 366 T 4R
PR G JH I A S B B AR« 2 2 R A i 2 S R TR B I P e 22 | e e 2 L 0 IR 0 L B
a5 A (LT — 3 2 URECR IURTY) i 2R R B2 VA L A 2 B . B A
H;

[0226]  R*.R"FIR®JNFLHE,

[0227] W' HOELS;

[0228] =i H.Eh,

[0229] £/ EARSLprh, X2 29 &P & — AR R

[0230]  FE—LBAEHL N , ASCHTIR WA AW N B E TR T A AT CAR A7 254 (il 4n , BER
I8 AR T A ) R AN B AR SR 38R, AT 25T DL AT AR BB B2 i Bl
ONEERERI 25 . BRI ARRR i M Se ] A R B R V2 b R R (PHALLE |
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g
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KAE TR B 2 LU AL o B P VA 00 o) 750 40 = B 1) 2SI A7) T 0, T 2 2 0 ) ) o 925 355
JEFTTEE e K ET B B R E e RIEEK BB e BB B wi & e aAhiFEJe Ik
PWER.JEEG e KA HIEB R KRGS R LG RmE e KRB BB G
Je . Jeik e B B JE i G JE e 2 IR Infl B I an B e B R AR e B R E e T
PEA RN R R AR A R B Y A 3 E B LM e g
AF JE Bl 4t B4 T o 5] D o JE 5 1D T S T 4 ) 7)1 S PR o 1 S R Vb B B A
B RiaE e A EEER L RIS B e VR AE B AET B B JE o R (BRI HI A SRR i b sk
0 FE B K

[0231]  {E—SGIE NN, ASCA TR 254 A9 ml L BOARSE (il dn, 22 32t &) Al st
2L (BN, MR IR R RS R VAR S ficetin, 7,37 ,47,5 - SE 34 . —
LML 2 M AN/ S AT AR e ER) Bl 29 S AL 2 e BRI R T SE A
HIF o 7E 55— S FR A STA TR 2 W0 20 A ml A 55 B 13 SR 0 o) 751 2 1 A 90 o 77
(5, By v 5 J s 5 A oK) R A 2R 16 [R] 11050 o 78 5 — AN s il R ST A TR 25 &
W] B, T S R U A 1) R R R B 7 0 SR [ 7)o R — AN SR T R, A SCA TFRI 25
B EEE B e R I SR 5T o 7E B — ANl A SCA TR 25 A r] A
B B AE e A 2R IR 3L [F 17

[0232]  {F—SudB Bl R, A SCHTIA B 2590 4L A 90 P B RERE VR T 70T LA AR R (i, i
) o A= 70 0 A PR i 1 S 49 4 ) 22 B SR B S T AR IR BT BT DU B T gl
POARZERBP R ZRAPL UL E BPr. 5 LRk R PUBR AR R B T AT bt i
B ZERRPT G B R BT BE R BB I B SR PT IR T A R R TR B
PR 22 BT FE VG SR - T 318l S BR BT 5 40, A ST A TF I 2 S T AL
DUARER PRI AR 2R 0 L[R]30 o 491, AR SCA TF B 292 6 T AL il S Bk Bt RO g 3=
fiy 3 ) 11 751

[0233]  ARAFFHI GIELIL 252 E 2 3 vl &8 — A s 2 AN AR, 37 R AT
72 AR T AR L o B A4 R IE e S AR SR T 3, IO 4 ] SEARAR 2 e O A TR R R I
(R) gk (S) ~ (D) —5K (L) ~F7Y  AS K BH = A0 AL 4G AT X 28 ] BE 1) S A A DL R e AT T A
JE G 2R Al 2R o S AR ST AR A 2 i v I A [ 0 B 5 A F A ) A2 Rl (HL B R i) B
AR = 4ESE ML A AN TFRAR T B FSIAR SRR S IR AW, I HALTE “STRUA”,
HEBE S TR E SIS G PR LR R 2205 (0 F1 ) 1 ®) A1 (S) -
5% (D) — 1 (L) ~ SR ] 4 B Tl 7 BT PR TR i 4% 5 B3 A P B AR A1) e 3t A
I3 R S OR IR 7 o BT 45 /43 B AN BRI I AR B RS A @ R e Al i R T
B i FE A9 T v TR RORE € v (HPLC) 3% 40 AT e A (B8R 2R 317 AE M ) A e k) « 24
AT FTIR B A W8 A I S DU B L B LA AN R R OB, BR AR 55 B, B NZ AL &)
BLFEERNZ A0 S A 44

[0234]  YFE N, KA TALEWIHI R) -1 (S) - A (A SR AFEAE) Al @ A 4TI AN 5
L0 5 1R 43 490 @ st 2 s w3 3o 49 A 45 o 9 3 PR I e S A A R 2% A s BT
T8 BT 383 451 G o SR A TSV 2 B R A S Tl S A AT AR ) 5 T — ok e A
550 AR AR S P 32 B M S . (9] N B SR AL B S IRRE) 5 88 S 43 B 8 A A 1) R A A2
P B A 5 Bl It T IR B R (e A b GE e B 45 A PR &
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ek B) BUEEAFE TR FIMAE DL ) ) I SR EGR AR LR o Sy as b, m a3 A FH ' 223 14 711
JESA A TR T AN X6 A I e AN K R A — ke B A e Ay 5 — R Lk
A R SE B 0T AR

[0235]  fb& 9] DA R g 45 245 . 75— s il bt B BB KT £150% .60%
70% 80% .90% +95% .96 % 97 % 98 % .99 % [ W A4 3o & o Ak & W AT LA LT E Xof e S5 )
G 2 AE— szl rh , Z A S B H KT 2150%.60% .70% .80% +90% +95% .96 % «
97 % 98 % 899 %6 1) X B S A A I &

[0236]  m[ffi {Cahn—Ingold—Prelogil /7 ¥ MK & X AL ARH O A& W nT ARG B A7
P AL E PR B ST B S AR G o

[0237]  —defh BRI RILH 2 BCYER, AN TR T A A T &0 BAA AR SR
A FHEE R AT AR A e e M L 2 i R el T A S M T R LR A4, o] ) 6 6 24
P 2 A AT O BT R (f8) 4, 368 5L 3 45 it B R 5 2 A e T 2l I ol 2 v 1 SR
PS8 I T 1 R e FH T P e A ) R 4 B .

[0238]  7FFEE H ARSI 77 Z2 b, W [ 524 it i — A AR A T AL S ) o fE — Le St
TR, RN T A P02 A n] P R s sl A i AR B O BAT — A E S
B I AR B AT/

[0239]  FERELLS T R, R CA T G WA/ s L G H A v 5 BRI A
i o AR SCA FFIAL S P AN/ B 25 WA -G W0 R 97 750 R RR sk s A1 3k s B ) M 4 o 72
— SRSt 7 S AR SO A T AL S PR/ B 2 S 5 SRR T S i FH [ e A
BN, A SC A FFAE A/ SO 25 -SR] 5 5 — Fhia T R — i A o 7R B S T &
W, AR STATF R B AN/ 8 3L 25 020 A 0 TE it FH L e iRy Al A el 2 Je i e -

[0240] AR AT AP E I 242 b n] 8252 1) $had LR TT A S0 it F - SERR it FH 146 &
YT B AT E 25 A B A B G AR HE AH DG DU E , B RE AR ST R L BT I B 1 it & A2 BT e
FARIA AW B FLARR IS 1 AR08 VAR MR 1 S B BB ERE R ™ AR A

[0241]  ARNTFIRIRAL T ASCRTIR IR AL A P00 3 AR E “E8” R 48174 B AR FUFA T H
KITR2 FhA LRI TCH LU 257 10 35 o 360 55 51 an B o s FOmsin e 6 » In N 2464 4+ BA
TE 15T 0 ok 3 A 8 ] A2 A WL BT LIRS o AT A7 A= 25 A To WL 60 55 0 25 R I R Wi
R IHR IR S . nI AT AE SR A HLER B A5 6 £ 1R VTN R - T RR L DI AR 50 . T ok R A
TR VBEIARR VE BRI A R TR IR R R PUAE TR L KR R | TR ) R R
2 K B R 55 o I Bk A P v LU BBl i s 8 14 58T LA 2 A HLBRE TE AL - 76— L2145
TR S B AR eI, BT DR A AR AT AT AR ER A TE A U B 451 G L AL
Bl B VBE VBRVEE VI VB BRSE S T AT AR SRR AE LR ) A AR | A R S BUAR RE (R
RIRAFAERT IR SRR e Bl 2 A8 e b i 55 o

[0242]  mf 3@ i (m) A ST IR B A A W) R IS IR K 72 AR B DD R o 7E — LB L R, nT B A
MUER o 7E—LE 1500, AT LR TEHLER o 63 10 R 110 AR il 1 S 45 (0 356 3R R L SR IR - SRR
TR P AH R B R AR IR MR S IR LR KR A-Z E K IR T A R W Bk
IR e R 6 2 BE R TP R IR AT T IR VIR R R R AR VIZ IR O VTR T
B2 E IR JBEFARR TR  BR TR R PR TR IR L L TR R L L BEIR L SE R R L AR
2 PR IR  2- R A K H R L 2- L B A R R L HM IR L K TR N30 O B S T G  HR
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MR LR AR 0T DR BB\ 2— 2 i G TR L Cbe—1, 2—- R A— T R ORI IR 25 -2l
R\ Z5-1,5- PR 2B IR H VIR 3T IR H VR IR i 260 B —6— B R PN 5 1R » G 3& I TR I
ER IR ] 1 S B0 4 SRR £ L SRR 2h VLR 1 L AR Eh L WP AR 3 B ER L L AR R 2
WG Eh IR IR A 2h IR — SR kIR 3 VIR IR A h IR 2 L R IR 2 L FLIR ER KR £ L4
RAIK IR EL AR EL HUIR MR ER L W NHER £ RIPH IR £h B R IR AR i &0 b R £k L
MRk ORH IR AR 2R A TREL IR EL . T IREL VE SR AL VIR AL AT IR
EhVHPR L EORER B R AR R IR L VW L HoR IR L A BEIR A E SRR A AR 2 L bk
iR 32— R A LR H IR Eh 2 A B A B R R 31 VMR 31 R G IR ER N-IA O SR e R 2
R 2\ AR Eh R IR R N FE ORI R 21 L 2 R 2L AR 2h L 2 be-1, 2- iR £ L 4-FF
FEORMEIR £h V28 -2- TR 2 . 251, 5 R IR 2L . 2B TR vl R 2« 3T IR Tyl R &5 781 % bl —
6-TEIR £h A LR

[0243] A 3E ek ) AR STl (1) 46 S W0 DTG AT LR 7= A= 42 g 6 o JE LB e S i PE il 25 1
(g an , S A B R £ iR & R B IR 1) TC 0k 1 <8 J PH 28 1~ 2HL Rl » 4 J& v B2 i i
1 ol = 7 ) e ) e e g 1 M E 11 o 7 R e o IR 7 S
BRVEG VBN VBRI R AR . B IE Y 4 B A AR PR 1 S ) A0 R A L A ER LB R
AR VERER CEEEL VAR AL VERER AL VAR ER VAN AR CERER VAR SR VAR AR R ER AN Eh ) A S
Frids B0 & Wi e 8 E AUk 7= AR B 2 . A& A HLIZ R AERR ) 14 se Bl B 46 = 2 i —
SRR CBERE S — LB = LB R P pR O N—FH R R bR | IR e N— B R IR I N- 2 IR IGE L —
R R L IEEE L AL e (ORI (pipyrrazole) KM (LR (WRAEME (pipyrazine) <2 %
NN =R 2 e S R D RS R DR R A O FIN- B A i B IE I B B
(P FERR fil 1 S o) o] DL = 2l dh s RN L A BE R L L AR R L L = ARG R ik
Eh N— Lk £ R IE £ N-F IR IE R N- 2 FEWRAE £h . I R Eh (R Eh Ak 2 Ltk
W R IR PLE e 3 SR I £ (bR 3R IR ALERR 2h L 2 R ER NN - AR 2 e R A R R 2
E s NS N e RN 7 N 00 o1\t 2B~ 8 c7f i i

[0244]  RE “Hj2 BT 0 BUA” 5“2 5 b nT 252 B 557 S S AT AU A 15 7
B BT B S B4 B 7 AN T L TR 7R S A AR S 3R 7 55 o B SR A o AR A T 25 v
P4 J5 P FH 3 1E A3 A% T JE R0 4D o B3 AT ART 3 R Joit Bl 70 S5 3 1 R 2 AN A2 S 75 )
Z R HAERNTFRIEIT WA H 08 A R ARG R B AN B S+ .

[0245] R “24% ERT 2 IR R B £ E A e % 5 40 & Y 3% R it FH DL i3E 1 2
BE 1 RE IR TR 77 AN AR o IS A O T 245 W03 1 400 TR 1) FH s 0 A 40388 Ak P J R T » 2
A AN ) S ELFE IS I V7 o BN B B R A AL S EH T 52456 E—ik
158 P AT AR JHL 5 I ARt Y N AR A T HTE L Y

[0246]  FEMi 2 A A FF B -G I, W FR TR 750 R0 M 1 29 o 3 R T T 771 ) — 2 52 451
CLFEFUBE A% BE R L AR L H SR VE R BT R AR R R A R AR LI IR L B
JBE RS T 2T 4 25 \PEG 3R LA e Bl 21 4E 21 /K TG TR S 7K B R R R R A 4R 2
HFR AT 3 AN ELFE < YT R 0 Wi TR R B AN A s T s LA AL B R 7 JE A
T L R T R I R 5 O TR R 5 R 711) 5 DA A IR 1) o A 2 T PR 2L 5 4 ] 40 L ) ol
DAAGE FE 388 1 SR A A0 2 20 %) FIURE [ 265 Tt FH O SR ALV P 1 70 ) Rk e 2 B A AR R o
[0247]  fE—E1E LT , AR B9 25904 A W o] A0 5 T HR B IR A7 L SH 78 3 B RO 1t
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B8 53 ER) ) 751 AR 24 0B AT I ATOR B2 VS o XU B3 184 5 245 W0 40 5 0 s Ak 8 1 TR 5751 TR T
FRVER PR ) 12 S A5 PT R AR HURE I 75 Rb& 70) (B 4n , R L U ek VAT 4E 3R VW IIRER ¢ —
) VELAR (92, 32 PN 6 PR R 2 A 3R BT R A AR 91 Gk XU 711 (437, i B BB A
T ) B I B R (a0, BR VR B R A S B A ) W B TR B AR A
(gt At s ) .

[0248]  fill57)

[0249]  ASLA TG-S AT L SATART ST 1) ) 711), 045 A 5 2 1 iR 2 ) 4 S
A5 o

[0250] 7L LT, ] s i) 7504 5 B b 5 1) B 45 4 o 245 4 A A 7 4 TR o g 2 2
0.01lmg.0.1mg+1lmg+2mg.3mg-4mg.bmg.6mg.7mg-8mg.9mg~10mg.20mg.30mg.40mg.50mg
60mg~70mg80mg.90mg.100mg.150mg.200mg250mg.300mg.350mg400mg450mg500mg .
550mg600mg «650mg + 700mg » 750mg « 800mg » 850mg . 900mg  950mg 5, 1000mg ] — Ffrak 2 Fh = 1
B WA a8

[0251] fF—EuiEW N, BEARHIFI TS 200, Img. Img 2mg « 3mg « 4mg » bmg . 6mg « 7mg « Smg «
9mg.10mg-20mg~30mg.40mg.50mg.60mg~70mg.80mg.90mg.100mg.150mg.200mg~250mg-
300mg+350mg.400mg.450mg.500mg.550mg600mg.650mg.700mg.750mg.800mg.850mg -
900mg.950mg + 1g5g+10g+25g.50g 8 100g ] — ki 2 Fh LR 47 771 (il , W4 2= A0/ sl AT A2
Vel Eh) N, A SRR ) 25 A & AT DL g ER (100mg 7 & Hh i 75g) M2 3tk 2
(100mg 7 & 71 ) 25me) ) 100mg [ A3 [R] 1l 75) o

[0252]  7E—ufF LT, [ A< il 751 (el G & S TR ) il 591) mT 65 22200 Img + Img  2mg » 3mg
4mg.bmg.6mg- 7mg-8mg-9mg-10mg.20mg.30mg.40mg.50mg.60mg.70mg.80mg.90mg.100mg .
150mg+200mg~250mg300mg~350mg.400mg.450mg.500mg550mg.600mg.650mg700mg .
750mg800mg 850mg . 900mg  950mg % 1000mg 743 T Ve A= o B4, A= LTk i) 290 20 & W v] AL 25
Pkt % (100mg 7715 [ 75mg) A4+ 5 2 2E (100mg 7715 /¥ 25mg) 17 100mg & 443 7] il 71
[0253] AL TFHI WA W PT LA AR il 7 o £ — S84 0T B4 1) 571 P 25 S e
Hill 5k 54k TT 29 sl AR W72 A R AT 2200 . 1mg/ml < Img/m1 + 2mg/m1 . 3mg/m1 .4mg/m1 . 5mg/
ml.6mg/ml.7mg/ml.8mg/ml.9mg/ml.10mg/ml.20mg/ml.30mg/ml40mg/ml.50mg/ml.60mg/
ml.70mg/ml.80mg/ml.90mg/ml.100mg/ml.150mg/ml1.200mg/ml.250mg/m1.300mg/ml .
350mg/ml1.400mg/m1.450mg/m1.500mg/ml.550mg/ml.600mg/ml.650mg/ml.700mg/ml .
750mg/m1.800mg/ml .850mg/m1.900mg/m1.950mg,/m1 8% 1000mg/ml ¥ & i) — Fhak £ Fh = 185
T2 PR3 0, A ST IR 1 25 0 20 & ) ] A0, 2 100mg /mLk B2 () PR3P 77 #3428 F150mg /
mLIK JE I 2 R A

[0254] fF—EiEHM T, AR HIF AT a4 200, Img/ml « Img/ml «2mg/ml «3mg/ml 4mg/m1 .
5mg/ml.6mg/ml.7mg/ml.8mg/ml.9mg/ml.10mg/ml.20mg/ml.30mg/ml40mg/ml.50mg/ml
60mg/ml.70mg/ml .80mg/ml1.90mg/ml.100mg/ml.150mg/ml.200mg,/ml.250mg/ml.300mg/ml .
350mg/m1.400mg/m1.450mg/m1.500mg/ml.550mg/ml1.600mg/ml.650mg/ml.700mg/ml
750mg/m1.800mg/m1.850mg/m1.900mg,/ml .950mg,/m1 5% 1000mg,/m1 4 & 1) A 2 5l AT AEY)
BER AP, AT PR ) 25 A Y PTAL E 100mg /mLik FE I AR 2R

[0255]  7E—SGIF N0, WA ) AT A5 b — el 22 R 40 70 3 [5] C 1 1 22200 . Tmg/m1
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Img/ml.2mg/ml.3mg/ml4mg/ml.5mg/ml.6mg/ml.7mg/ml.8mg/ml.9mg/ml.10mg/ml.20mg/
ml.30mg/ml.40mg/ml.50mg/ml.60mg/ml.70mg/ml.80mg/ml.90mg/ml.100mg/ml150mg/ml .
200mg/m1.250mg/ml1.300mg/ml.350mg/m1.400mg/m1.450mg/ml1.500mg/ml.550mg,/ml .
600mg/m1.650mg/ml.700mg/ml.750mg,/m1.800mg/ml.850mg/ml.900mg/ml.950mg/m1 &§,
1000mg/m1 ¥ FE 4 B e A

[0256]  7E—Le50L T, AR SCHTIR I 25 A YT A& /2B OR3P 7 o — Fh R 3P 77 5 222
— R RPN EEREE AT DL R AT 1 41:2. 491 :3 49114 . 491 :5.491:6.491:7.4)1:8.
Z11:9.291:10.491:20.271:30.291:40.£91:50.Z11:60.291:70.£71:80.£71:90.£91:100.
£91:1,000.%71:10,0008%%71:>10,000.

[0257]  #E—Let50L T, AR SCHTIR I 2520 & Wl AL 8 s he v o7 77 (1, A7 25 sl AR 4
FAl) AEE D> — R R  JERE VR TT 71 5 A D — R BRI EE AR EE AT BL A 49510, 0001
£710,000:1.291,000:1.27100:1.2990:1.2980:1.2370:1.2760:1.2950:1.2940:1.%)30:
12920 1. 24910: 1. 2499: 1. 498 1. 47 1. 496 : 1. 2495: 1. 2404 1. 493 1. 2492: 1. 491 : 1. 451 : 2,
ZI1:3 2014291 :5 491 :6. 291: 7. 291 :8.491: 9. 2491:10.291:20. 271 :30. £91:40.£91:50.
£91:60.£91:70.291:80.£1:90.£71:100.£91:1,000.£J1:10,0005%%1:>10,000,

[0258] #j&

[0259]  F#E L8500 T, AU AT A G YT AR s 2y B AE 2Bl T  A Ty
PR, Forp R3] AR 9 25 6 N B AN [B) SEAR A7 AE B A N 35 [B] HR 4 78 5, 25 BT Ay
—MElZ Mk AR R E I R R ficetin IR . ZEFEME R 7,37 ,47,
57 —VUF2 I B W MM A4 B 1 AR AR PP 7 72— SR IR, G & v B & B/ DR AR 5],
FLrb P A OR AP0 RISy 24 80 9 T AN [R] S AR A7 AE BV Dy 3 8] R4 AE il , 25 ST sy &
D FIE AR LRI EML R Ficetin HIIR AN R 7,37 ,47,5° -1
F2 HE T A A BV AR B ORI o AE BAR S R, 24 S RT R B i R R e AR
[ )71 o A2 — LeAE L, 258 AR B JRRE VR T AR 2 b — i ORI, P RE VR T AR R A 2
— ORI TR AT A Dy 24 50 P TR AN [R] S A A7 AE B Dy 3 ] #3547 AE o 9, 24 8 mT RL hE VA
IT TR AR 2R AN/ BILAT AR A5, 24 4 T AL S e VR T R AN PR B 2 A/ BT AR 41
i, 24 AT L B JERE VR T R AN R AR R AN/ B AT AR 9, 24 SR RLS hE VR T AN
TR e AN/ B AT A G0, 25 G T RS e VR T A f i ce tin AN/ BRILAT A Al , 25
AL EEETR T AT, 37,47 5" - I B A A/ s AT A .

[0260]  #E—/NSEi Ty b, 56 v B 2 52 B R g R ) SR 1 7

[0261]  FE—BAF L, 25 80d v AL 5 16 U0 25 S AT A0 5 /N B BT B R B B
Elo

[0262]  $2ff B A HALRIE GEF NS D BER &) 10— FPEl 2 M SO R & P 2
B MR A BT B AL I A 4  H R 25 W AE S VR T ) AR 2 A AE
BALARYL I 5 L S AT B Tk H S 4 Rk & .

[0263] 24 Al A0 2 T 25 Wit FH R AR APT 256 B o 49, 055 2 W0 AH 5 W 1) RT3 ol
TR 245 6 AT B 3d BT B T it FH PR At R P T S A T B VR R B

[0264]  FE—Let50L T, 25 AT S A Ui B o a2 U B AT e 24 | b ARt slnT s i 7 07 X
7] o 1% 15 B AT H A O T an ] 458 FH AR A T I 2H & A5 2. o 7% 50 W38 AT 3 A 56 T e 4 FH A
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ATFHIERE RS B AU AT HE ¢ T I $AT R A T 7RIS B AL — 215 00T, 1%
B AR AE A 2515 B Z U H TR L 295 2, 1 W /E R ALH] G EE 1) AN R OXUK: 22 B fE
ARG LT %2t R E R 7 R 25 N R SE , BT 7512 BT s R B it B - 76— L1
BT 24 50 S50 2 W SE I T e i ik AL 540 -

[0265] syt 4

[0266]  SEZifs1 . it 2 BEAC HA M) o I R (20 B3 )

[0267]  JEILKG 5T 2 B8 T A A0 R Co LA K 1) 25 20 B BE o« AR B A0 Ak S5 85 934 K, 1
3R ks gL, ARG AT S IG A UALFE L F 1. 25uMZ SREL R AL B M R AL B Bk
1.25uMZ FLE B AWM R L R A B AE L 727N oAb 3 ), FHHoeschst 333420 B A i L TE
INAMIAZ A FHINCell Analyzer22005%f 20 MLEAT LA » 70 B BEER LA 40 B i idE A7 & 5
22 AR T BT T — L S g 40 b (2D AN s S8 =AM E S E
2 RN IARREEME (B3, KD , K Hoechst 33342155 I3 INR IR &1 40
TE NN,

[0268]  HEALHE . FH1.25uMZ 2L B ACEE MG R AL BEEE FH1 . 25uM 2 2 LL 2 AT i
F LA A EC LA 72N B 5 3347 S 8 ARSI 200 P S 25 (B13) o At 2 4 A L i 1 ) e
RARY 7] o SRR IR BARLE , (EAAFAE M 2 IR0 R AL . 25uM 2 2 LG AL FR 0o L
2 It A R A k262, 6 % L T FH R M 2R ATL . 25uM 22 S Ll A2 3 (] 4b 2 ) O JUL 400 i 8 TR
H S k027 .57 % o SHRAACEE X FRARLL , 5 AR 2 2L BRSO R b2
(7O LA R0 S AR 3 2 57 IR S R AR T R 22 « RIS RE S AR M
K4, HdHoechst 33342155 1 340128 7 240 Mo 36 1 35 00 o S B UAb 3 X I (B3, f5: 2 |
B MLE  ZEAFE M R IS0 N FL. 25uM22 2L AL ER O LI (K13, 4 &£ R IR &
Il HiHoechst 33342155/, 1M FH7IuMAZ g 25 A1 . 25uM 22 2 bE A2 L [m] Ab i Co UL 40 . ()
3,4 : 4 ) BRI T/ NMPHoechst 3334215 5 kb . SHEF AL X BEARLL , fTEANAFAE 2 52
b B IE AL e 2= A B O VLA AL (3, 4 - 4 BB I HHoechst 333428 5% H
BEEF.

[0269]  sijifaffl2 . Ab P2 K JE MM R 0 2 etk B SR O R R (kiR E1) /E
[0270]  JEILKG S 2 B8 T A A0 R U LA R ) 2% N 3 PSCAT A= Fég 0o ILAT D - 40 B 431k
JE¥EFRAR  FEEEIR 3G IR0, R 5 AT S 00 o L. 25uM 2 Z2 0k 2 (B]4A) Ab BB 1. 25uM
Z R TN X (B14B) LR AL HLC LA U2 K o AP J5 , F Y 3 20 1) B S (TMRM)
GeRl W B FE A DLE S 2Rk AR e, 9F H FHoechst 33342% @40 i % . ff FIINCel1
Analyzer2200%F 41 M 34T AR o S IR S AR R A% B 5, AR TMRMAE 5 B8 FiE /s 28
RARERE G I i 5 EAEE MR IO T 1. 25uM22 20 B AL B AR L (B14A) H
1. 25uMZ ZZ LG 2 AN T9uMAZ Mg 25 3 (R A BE A 40 . (B 4B) HRTMRMAE 5 B8 K AT FE /R 1, Bt 3R A2
Bi7 1F % FE bt B 3 ) G R AR B 1 ) B AL 4 77

[0271]  SZjfsl3 . AR 3R JE Ml 20t 2 etk B 175 SR O E R PE (i) 11 H

[0272] {1 b Arids il & N i PSCHTAE B9 -CoLAH A o A FUAL 2 L FH L. 25uM 22 ZE Lt B AR EE L FH79uM
Mot R AL BB 1. 25uM 22 20 B AN TOuMAZ A 25 SL R AL BRAT S 72/ N0 o /b3 S5, {8 FHPulsed
RIS LA B AR, FF 3547 23 B DL A0 B e 2 61 e s sl R (5 2|, A A
Bl A3 2 =AY ER RIS A s AR R (s LK) iR E
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ST AT 457 12k PR R RS PR B 7] o SR AR A B 1 O LA DA 455 3 B0 33 . 33U B s ik AT e 4, i E A
FEMME IS0 R FL . 25uM22 2 LU A2 AL B 1o LA i A WA 4 52 452 21401 FAZ A 2 Ak
R H M2 A1 . 25uM 2 2 EL 2 3L R AL 2R 1 O LA B 43 3 LA R 43 8039 . 33k 4 5l 537 . 33
AR BT AR - FEI6A S RI6CHEZ: T $2 4t B 3 o SE 56 1) R UG 24 (B6A) Bk )5 —1b £ (K
6B) Bl &5 T 718 S 56 1) BR U 2 (KE160) (2%

[0273]  Sijfidsil4 . b B 3K J5 45 e 24 o J AN B % 22 S bt B 5 SO0 I EE PR (ARAR TR TD) (1)
fEH

[0274]  4n b priR il & o LAR AL F LuM) 2 250 B SR (BI7A) ot (B7B) Bl =&
¥t 2 (BI70) SL[RI kb BR A3 R A B J5 , FiCel 1Event G kIS & AL 5 LG R T2 FH M 40
A — ek % E A% . /8 B INCell Analyzer2200% 4R HEAT AL, 2R I - T R4 DL &
B i R T M 7 K = 2 VA Ok = AR B T e o = B = = I

[0275] M Z W E 5o B0 it (E7B) sk S iR (B70) FL[E a2 1ML
2 R I LR AR B R T B AR E Y AR e B N IR B (1C50 5 484, 15 5:50 %6 41 i 17
T2 ) 43 512920 . 461M. 38 . 48uM. 40 . 48uM.

[0276]  Sijitfsil5 . A7t 2 B4 ALK Co JUL AT A HH DOX P 201 i 75 1

[0277] 1 PEALMYRXSDOX S T 1 4 i 25 4 (10 4 A A HDLAL B8 (= /9 7%) B 100uMAZ 1 35
(MYR 5 [5 J2) Ay F5 i 38 11 22 2 L A2 (DOX) A3 N i PSCHTAE I O LA B 72 /N0, 2R J5 F 4R 7
2R AR R el (TMRM, Life Technologies) FIFE /8 A% B 44kl (Hoechst33342,Life
Technologies) ¥ & . f# FHHINCell Analyzer2200 (GE) XoF 4H i k4T 545 o Xof {8 5 40 B 1) L 4K
HEAT T B2 ) AR FOLA B 3 B K B 43 e o 5T 1 PSCAO LT B, 50 % 41 B 4 8 FE ) BT i
B (LC50) MAEALALEE R A0 . 41uMAR IMYRALBE 254 T H91. 29uM (8) - Hi ks K 1 £ AN AL i)
Jik 2, Hor AN S AN E R . (n=3) Yl 4UBAFEIE 3R 5 40 EE s Xt DOX 1 2 16 4
& (E8)

[0278]  sjiafsl6 . Mg 2B 1E O L4 A TR DOX 5 S A 4R B AT T

[0279] N7 &R 1.0 LN FR DOX S S 4B AL T I 4 ROR i il R R E B
e 54 8 e A2 (DEX e B8) (1 PR30 4F FIEAT LR . FHO . 5uM 22 S LY B2 R0 55 368 39 11 W g
= YR, [B7%) 84 424 (DEX, 1E 5 %) AbHE N i PSCHTA A O ILAN At o KB 727N Ji5 » 48
TN R FE Y ekl (TMRM, Life Technologies) MG/ 4 M%) 4Lkl (Hoechst33342,
Life Technologies) W& 4HE .13 FHINCell Analyzer2200 (GE) Xof 4H k4T mid% o Xt fd 5 4
) S B AT VB 2 ) D 22 R LG R IR T BRI B 43 B JMYRIF P 0 KA R (EC50)
NT.50uM (B19) o A 2, DEXWEA R I HATAT 4 R DOX 5 F I A # ) B2EE . (h=3) &
[0280] St fsl7 . Az 2B Lk 0o LA A R DOX 5 S A WAL 406 12 S5 FTIDNA XU Dy 24

[0281] 8 7 VFAl AR 20O I 40 B 4 M A AR AP VR T S8 K 5 5 22 e T Al 2 AL B
JLZH B R 1) 2% 200 BRLARE o o A M b S 5 FR AR FE SR 3 R B e 9 L, R 5 AT 5258 AR )5
DMSO-DOX (0. 5uM) \DOXJIDEX (100uM) E{DOXIIMYR (1001M) ALFE A i PSCHTA: o ILAM A o b #E
48/t )5, FIPulse (Cellogy) 4l K48 2 Co WL ZH P A A A0 o DOX A B 15 500 UL T 0 46 1
W, UNPE B R Sz () RN v 98/ FITIE S2 Y - S DEXAHEL , MYR 35 21 1E 1 3k Flie 4 1k = (K
10) o Fdimk B 2 MO SRIe A, K AN B A8 B 6 (n=6) F A TR R
O, XU SR A 5 72 e () i 2 M
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[0282] R T e MYRAE 75 b7 141 A H DOX 175 3 AU DNASUEE I 24, FHDMS0.DOX (0 . 5uM) DOX i
DEX (100uM) EZDOXAIMYR (1001M) AbEE N i PSCHTAE B Co LA - Kb BRAS /NI J , FHAT v H2AXHT
A& (EMD Millipore) X 40 HEAT S0 y% G i DA I XUEE T 24 . 2R J5 {8 FH INCe 11 Analyzer2200
(GE) Xf ZH M 4T AR 7 HoE B AP AE T 10 v H2AxPHYE 4R & 0 bE o )R DEXFE M) L
FE AT H LT B8 B A R B X DOX 5 5 (149 U W 4 14 R 474 FH 5 (EMYRIE 37 X DOX AR ¢
[RIDNAH ) i 2 R R (B 11) o« 22 AR TR 56 CRECXS , XU sn=6) -

[0283]  szjitifsl8 . MYRP) 1EDOX 5 S i L5 B 2R

[0284]  DOX¥5 T 4 iU A T30 & SR B o LA 2 21 (g, L) S5 R e 3R o 1
PEAEMYRAFDOX 7 S (9 L5 Al IR (K A% 74 FH , FIDMSO0.DOX (0. 51M) BEDOX JIMYR (100uM) AbFE A
iPSCHTAE Lo LAY o AL 72/N0T J& , FHHTCo LA B2 1 THUAAR (Abcam) X 41 g 32547 4 48 4
o, LR O A A LT H 2 anE 12 B  MYRI 370 LA I HEDOX 55 - R L1 B AR 1)
2 ORYE F AT 2 BIMYR DOX 15 5 ) 4 g A6 1 1) D 47 P d Ik 0o JUL 200 R P 255 4 e 4 42
TR K

[0285]  SICJitaf]9 . A7t 25 A2 5 AL 1 TOPOT Ta AN B i 71

[0286] N TR T ffAatl & (MYR) AiA5 55 #2248 (DEX) A CoE AR 74 AL, PRAL 13X 35
1A Pxt ¥R ARG TT (BITOPOT TafB) (DOX[H H S 8mAR) BI1/EH .

[0287]  FH—AMEE A2 A TOPOT Tas TOPOTIBM (Inspiralis) PA K % Fhik BE FIMYREEDEXTE
37°C % B 200ng 3 2 ADNA (KDNA) 30738l o 48 Ji5 751 %6 Byt HE Wl 8 A 1 70 25 I 37 4 DA A Jit €2
[IDNAT] I, (JECH 2% 17) o 188 It N 8 2 iy 1D AEDXS 8 B R s B fe AL A i R

[0288]  MYRFADEXZEW 43 il Jy 1. 18uMAN52 . 7TOUMI 28 3 H % TOPOT Tafiff % #4:50 %6 (1) #1 h)
(IC50) (E13;n=3) ;MYRFHIDEXXFTOPOT IBARE LI IC5043 I oN2 . 0TuMA134 . 43uM (K] 13;n=
3) o IX L HHAEF I, 5 T PRI N SR BET Ta B, MYR S — i LE DEX 5. 22 56 45 24 ) 01 11751
[0289]  SEjitif510. L DEXANE] , MYRAN 5 S TOPOT T 2% H F% fig

[0290] 1 itk — B IX P MYRSDEXH) 73 ¥ ML, I HAb A 1 i€ 76 bl i € 5E Hhowl 52 )
FRIMYRSS TOPOT T (g 4901l /6 FH /& 75 /2 1 T TOPOT T 2% (4 [ fig 51 A2 1) , FHDMSO.DEX (1001M) BEMYR
(100uM) AbFH N i PSCAHTAE I Lo LT B 24 /N, I BT # A B T TBPT/A (BD Biosciences)
AT B gL

[0291]  fHFIINCell Analyzer2200 (GE) X4l HE4T 1% , 3 EL Hh0 H SF MI g T T8 2R (4 /K
AT 8 B o 22 AR TR B CRICRT , WU KA e 2 i B &k .

[0292] i 147w , FDEXALHE S5 PSC-CMH TOPOT 1B 2 ¥ 2% , TIMYR XS 41 4 F A B T 18
HHKFEAEEH (E14) =3) &5 FIUESE 73X — B : DEXA X #4118 (TOPOTIB)
R P2 AE AN FIE D 3X ] S B0IX S g M Co JIE 20 FP i #E 1, AT A RO B 1 PR SExt
T ST B A FH T 7 AR B DNAAS) o 3K e & LI UIE SE2, MYRI - 5% JEUA 8155 5 140 5 14 1) £
PHLHE 5E 2R , 5 H T SDEXAI ML X B FF 5K o A , 7 40 1 5 40 Bl 400 1) w0 5% 241 1)
MYRPIAE FHAS A& FH T-DOXS O JIE 4 AR 1 47 T A FH -5 B0 TOPOT T B8R 1 A A B % B AT Y A o 1T
LS, M AR T TVEPE OUHZ /R A2 TOPOT TG (1) £ € M A1 L ) 2MYRIG
TR R R I B 2R 3R

[0293]  =jifafsi|11 . DHMAIDHRZE A3 TOPOT Ta B TOPOT 1B

[0294]  HH T-MYRIR T XFDOX 5 S 0 25 ME (1) 0 JIE OR 474 FSZ F-DEX, [R] b it — 2 A 7 LA A
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SE H B WAL SR AN SRR T T 1 2 15 B GOMYRA ARALAE

[0295] 55k, MAAMYR G FREE) A1 — St (A S BREE) X 70 b 5 A4 1 T 11 1) 5e 1 417
HIAE o I T RS R R S B8 ) ECHA R AFAE B2 A, —E iR (DHM) SR UR L a5
P

[0296]  FH— Ml FR A7 () TOPOT T BANAN [|] ¥ 2 (IMYR ([ %) BKDHM (= fJE) 7E37T°C FiiE &
200ng B FEARDNA (kDNA) 304341 (K1 15) o SR J5 75 1 %6 Bt Jlig W Bt FIe L0 25 I o7 47 LA A i €4 ) DNA
AT OGB4 ) » FH HL 38 Ik 00 58 2% 7 110 A X i B3 5k e B (AL A ) 1) 2808 « & N I 2
DHMAS 41 TOPOT T B E 14 (n=3) (&115) BRTOPOT Tafiff i P , BI{E £E M i B2 (0200uM)
et

[0297]  gh4b, 5¢ T DHMAYIX — 25 R AE A FEMR 8 2 (DHR) AV AR 15 2% (ROB) Y BRI s 56 o
W43 FE L , H H DHR DHM— £ 063X L840 4 S A B0 A S 7 0 2 T AR 2R S5 MYR
—FEXFTOPOT IBFATOPOT Ta i # #5) fil 7~ th v /K P B S/ FH o 3X L A H8 7, T/ S i =
ZRIRICER bR 5 M 22 S AETOPOT T4 1] o b 2 B4 ] o

[0298]  Sijiffsi]12 . MYRYELRFFDOX 5 5 1 240 B A T2 5 T (149 3% 77 /2 DHMIY 24

[0299] 2Rk, FMYRIEK 7O BE LR 47 4E B B8 77 5 DHMIV BE ) B B2 E A7 LU B, TR DR 3 7
1B WAE L 45 A AT TOPOT T4 il 37 P4 7 THI S 7 HE VR () 2 o o i 1ok K 75 3 22 e T 4B 20 A b i
O UL PR 1) 2% A AR o AR BB K G B FR AR, 7R SR 3R B ¥ s 97 38, AR e AT 5256 FHO. 5
UM ZE L0 BRIV B s G ) Bk 2R (YR, [ J) Bk — At 25 (DHM, — AJE) AbEE N i PSCHTAE
(0o LA o AL T T2/INI J5  FHAE 7 SR 5 RN 2 A% 1) 4 R 09% B 40 A 98 o % 4B gk AT
A5 o) i R A B S B3 AT 8, O B B AR 2 1) v 22 SR L R AR FE S IR 0B

[0300] IR 16/ % , MYRZE (R DOXF 5 (1) 40 J FE 1= J 11 28 AL HH 1) %% 77 A& DI 245% , K
MYRAIDHME) 255 5 KA 20 FE (BC50) 43 51197 . 50uMAT13 . 96uM, (n=3) FE T ix segh B, 15
SEVE < R TR/ 21 R R S 4R CRA 1 U 3o W 3 0T 4 0 S5 A T T L7 0 it ' JFH g 3 5 o JUEE
PRI

[0301]  Jx U Wi 22 Ji5 i 3L DOX 75 5 1 DNAXUHE W7 24 0 58 12247 - FHO . 5uMZ 2 bh B2 Rk i3
B HIMYR (5 ) BEDHM (= M) A3 A O LN - kb BE A8 /NI J5 5 FHPT v H2AXH 44 (EMD
Millipore) %t 4R HEAT 62 G th LLARG MDNASUBE T 24 . {8 FHINCell Analyzer2200 (GE) X 4H
M BEAT A%, F H5E B AR 2 NI v H2AXPH 4T AE B 40 b o S5 LA A0 T PR SRR — 2,
MYRTE AR DOX 5 5 (1 XUBE K7 524 77 TH] 1 2% 77 72 DHMIK 245 o {8 DOX 155 5 1) XUE%E W S % 1K 50 %
(IC50) [EIMYRFIDHMIK i 43 5145 . 28uMAI 1 1. 30uM (17) «» (h=3)

[0302] B TSGR N B HE T 2 F b B 0O LA B 72 (0 FIDOX A B X F ¥ #fg
75 25 b R ADOX N A7 Mg 25 Ak F 11 240 Jf o 0 58 mRNA R A 7K o A NARVE I 2, BRI R A &
XS TOPOT T BmRNAZR 1K VA ATAT 1 FH , (EDOXTE 5 247N FN48 /NI B I 32 #1011 TOPOT TR ER a2 (]
18) o SR , FEAFEMMFR AT R , MR A TOPOT 1B IA KA E 821 1E H /K7, NI %%
H )5 1EDOX 5| AL AT AR e s e A% (B118) o 1% 3 BHDOX A% 4 22 X TOPO T I BERIA LA T 3
[F] A FH o AHXT T-TOPOT Taffy ik , DOXE # o [H] £ 4% 2 A8 Hh A I TOPOT Ta 1) 1K o SR T , TEAFAE
DOXIHE L , B tfg 25 i3 — B A TOPOT La, 3% BH A7 Mg 25 X 1K 6 1 h = A T LHE 43+ A4 A
Kb B AN B FH - ¥t 25 FIDOX X TOPOT Taffy 41 & F 4 F K T2 0 FDOX W 82 31 1)
TEH.
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[0303]  sEjfs]13 . MYRSSALA O IR LR 374 Pk

[0304] Sy Tt — DR AL SR (B a0, B/ SR Bl S 40) 5 AR TE PR (B an, O R AR
TOPOT TP 55) Z A1) R R, B T —H 5 WM 2 AH KK 5 AN SR Bl A6 & 2 - ks
P

[0305]  T.H A1t TOPOT TR A 5 A 0o IE ORAF R 14 (0 S B 1 1) 45

[0306] 49 N 22 SR b B 2 R A 245 a8 ik 4 1 e A 1l T 11 7)1 DNA T 8k A\ DNA M TTiT A5 R b
B17 1ETOPOT TaB B4 V) J5 I DNABE & B2 /E — &), R 28 A ZRIE S O AR s R ik, 22 T
235 @ 46 T AEE T TaFIB (TOPOT TaFITOPOT IB) sk A 5 1 O I AR 3P 4 P 45 T AR A
e

[0307]  SXYMYRSZZEMF2FEHUARIE AT RG0T 78 LA AE Wi 1 - B 2 BRZEMYR FE 1 4L
277 8] DL S S TR AL B RS BUARIE (9, $2 0 L e S R B 24 3 A& 0 TR 1, 5 LAl s W
SR B L, 2 8 ) P AR O AR P S A2 4

[0308] X T A=W 14 , 40 b B ff FH B0 €2 00 5 >R PEAG TOPOT La FAITOPOT I B il o >R FH 2 5%
bl S AL FR AN 1 PSCAT AR I O JUL 20 A SR ) 2 1% e AR %) O JUL AR B T PR3P AR FH

[0309]

HEA/XKRIR

[0310]  MREEHAFFUE, Yo 58 T 7E3.5.7.3 4 BY5 A7 A7 16 Bk o B S AR S (1) A8 Fh 7 i
BRI R R ATAE NN RBURIE LA YD) B T ASF i =22
b A5 T MBI ) C B LA K AECHR o 2B = XU St R A AR R R (DHR) o
[0311] |y T BRI AT SRl T4 30 SR AEARS B8 A/ B 6 47 DA S AECEA B fr2” A Al /8k6’
IR PGS N G eI N &S W 20 S e 1B N e IS5 N SN g /) 1 N VT B W
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