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WHAT IS CLAIMED IS:

A method of treating a cancer in a human subject, the method comprising

sicring 1o a subject in need thereof a therapeutically effective amount of a compound

or a pharmaceutically Rgeptable salt, solvate, hydrate, or prodrug thereof, wherein the
compound is administere®o the subject at a total daily dose in a range from about 80 myg to
about 2000 mg.
2. The method of claim 1, wh¥gein the compound is administered to the subject at a
total daily dose of about 360 mg.
3. The method of claim 1 or claim 2, Wgerein the compound is administered to the
subject in two daily doses.
4, The method of claim 3, wherein cach dose iRgbout 480 mg.

5. The method of claim 1, wherein the compound is finistered to the subject as a
tablet or capsule.

6. The method of claim 3, wherein the tablet or capsule compNges a dose of about 80

mg.
7. The method of any one of claims 1 to &, wherein the interval betwed
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mg BID, about 400 mg BID, about 480 mg BID, about 500 mg BID, and about 600 mg
1D,

9. The method of any one of ¢laims 1 to 6, wherein the interval between
adminisgations of the compound is selected from the group consisting of at least about 4
hours, at It about 5 hours, at least about 6 hours, at least about 7 hours, at least about &
hours, at leas®gbout 9 hours, at least about 10 hours, at least about 11 hours, at least about
12 hours, at leasQgbout 13 hours, at least about 14 hours, at least about 15 hours and at least

about 16 hours.

16. The method of anQene of claims § to 6, wherein the 1nterval between

administrations is about 12 Mgurs.

11, The method of claim 1, wilygein each dose is about 480 mg BID and the interval

between administrations is about 12 Ngurs.

12. The method of claim I, wherein ca¥§ dose is about 80 mpg BID and the interval

between administrations 1s about 12 hours,

13, The method of claim 1, wherein each dose Qgbout 400 mg BID and the interval

between administrations 1s about 12 hours.

14, The method of claim 1, wherein cach dose is about Q0 mg BID and the interval

between administrations is about 12 hours.

15, The method of elaim 1, wherein the compound is administerc®erally in conjunction

with a flnid on an empty stomach.

16.  The method of claim 15, wherein the fluid comprises a mulk or water,
17.  The method of claim 1, wherein the compound is a polymorph selected frov
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(a) a polymorph characterized by an X-ray diffraction pattern substantially
simiiar to that set forth in Figure 2 of Patent Publications WO 2011/116398
and WO 2011/116399;

{b) a polymorph of 2-acetyl-4H, 9H-naphtho{2,3-blfuran-4,9-dione
characterized by an X-ray diffraction patiern including one or more peaks
from the group consisting of peaks at least at about 10.2, 11.9, 14.1, 14.5,

7.3,22.2, and 28.1 degrees 28;

{c) a Nglymorph of 2-acetyl-4H, 9H-naphtho{2,3-bjfuran-4,9-dione
charqerized by an X-ray diffraction pattern including two or more peaks
from a ak at least at about 10.2 degrees 28, a peak at least at about 11.9
degrees 208 peak at feast at about 14.1 degrees 26, a peak at least at about
14.5 degrees W, a peak at least at about 17.3 degrees 28, a peak at least at
about 22.2 degrq 26, and a peak at least at about 28.1 degrees 26 and any
combinations there

{dy  apolymorph characteged by an X-ray diffraction pattern substantially
simifar to that set forth inigure 3 of Patent Publications WG 2011/116398
and WO 2011/116399;

63 a polymorph of 2-acetyl-4H, 9gnaphthoi2,3-blfuran-4,9-diouve
characterized by an X-ray diffracip pattern including one or more peaks
selected from the group cousisting oNgeaks at least at about 7.5, 9.9, 12.3,
15,23,23.3,24.6, and 28.4 degrees 28;%pd

(f) a polymorph of 2-acetyl-4H, 9H-naphtho{ Rg-bHuran-4,9-dione
characterized by an X-ray diffraction pattern Rgluding two or more peaks
from a peak at least at about 7.5 degrees 28, a poXg at least at about 9.9
degrees 26, a peak at least at about 12.3 degrees 28\ peak at least at about
15 degrees 28, a peak at least at about 23 degrees 26, @\geak at least at about
23.3 degrees 28, a peak at least at about 24.6 degrees 28, d a peak at least

at about 28.4 degrees 26 and any combinations thereof.

18.  The method of any one of the preceding claims, wherein the compound 1s%g a
particle form, and wherein the particle bas a diameter of or equal to or less than abo

20 micrometers.
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19 The method of claim 1, wherein the compound is in a pharmaceutical composition

comprising a population of particles of the compound, and wheren a fraction of the

<y

ulative total of the particles have a diameter in the range of 0.2 um to 20 pm.

22.  The method of any oncY the preceding claims, wherein the compound 18

administered in a formulation witghe API having a purity greater than or equal to 95.0% as
determined by high performance higiN§ chromatography (HPLC), nuclcar roagnetic
resonance (NMR) or both HPLC and NNR, and wherein the composition comprises less
than or equal to 5% impuritics.
23, The method of claim 1, wherein the canc®gis selected from the group consisting of
gastric and gastroesophageal adenocarcinoma, coloNgtal adenocarcinoma, breast cancer,
gvarian cancer, head and neck cancer, melanomaZ2l. Tg method of claim 1, wherein the
cancer 18 gastric cancer

24.  The method of claim 1, wherein the cancer 15 gastri cocsophageal junction

adenocarcinoma.

25.  The method of claim 1, wherein the cancer is refractory.
26. The method of claim 1, wherein the cancer is recurrent.
27. The method of claim 1, wherein the cancer 1s metastatic,
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28.  The method of claim 1, wherein the cancer is associated with overexpression of
A FAT3,

The method of claim 1, the method further comprising detecting a level of

30. Bils of claim 1, wherein the cancer is associated with nuclear B-catenin
OVEreXPression.
31, The method of clag 1, the method further comprising detecting nuclear B-catenin
expression in a patient’s tissMg, where such nuclear B-catenin expression is used as a

biomarker for patient selection.

or a pharmaceutically acceptable salt, solvate, hydrate, or profgug thereof; and

(b) administering to the subject a dosage of an antimitotagent or a

pharmaceuntically acceptable salt, solvate, hydrate, or prodrug there

33. A method of curative or prophylactic cancer treatment in adminiSring to a subject
to the paclitaxel (Abraxanc / Taxol), the method comprising the steps of:
{a) administering to a subject in need of a curative or prophylactic can®y treatment

a dosage of a first agent having the structure
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consisting of paciitaxcNAbraxane/Taxol}, docetaxel (taxotere), BMS-275183, xyotax,
tocosal, vinorlebine, vincNgtine, vinblastine, vindesine, vinzolidine, etoposide (VP-16),
teniposide (VM-26), ixabepiNgie, larotaxel, ortataxel, tesetaxcl, and ispinesib.
35.  The method of claim 33, wWRgrein the antimitotic agent comprises paclitaxel
{Abraxane/Taxol).

-

36, The method of claim 32 or 33, wheNyn the cancer is selected from the group

consisting of gastric cancer gastroesophageal ]

iction cancer, and esophageal cancer.

37.  The method of claim 32 or 33, wherein the CRgcer is gastric/gastroesophageal

adenocarcinoma.

38. The method of claim 32 or 33, wherein the cancer is

39. The method of claim 32 or 33, wherein the cancer is recury

44. The method of claim 32 or 33, wherein the cancer is metastatic.

41. The method of claim 32 or 33, the method further comprising detectinXg level of

phosphorylated STAT3 (p-STAT3) in a patient tissuc, where the level of p-STA

as a biomarker for patient selection.
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42, The method of claim 32 or 33, wherein the cancer is associated with overexpression

{nuclear B-catenin,

The method of claim 32 or 33, the mcthod further comprising detecting a nuclear B-

catenin Ypression in a patient’s tissue, where nuclear $-catenin expression isused as a
biomarker W patient selection,
44, A metho®Rpf treating cancer in a sclected patient population, the method comprising
the steps oft

{a) weaNying & level of phosphorylated STAT3 (p-STAT3) in a biclogical

{b) hat the patient candidate’s p-STAT3S level is above a
benchmark 18el; and
{(c} administering tOhe patient candidate a therapeutically effective amount

of a compound haWNgg the structure

or a pharmaceutically acceptable salt, soivate, Igrate, or prodrug thereof.
45.  The method of claim 44, wherein the cancer 18 selectqfrom the group consisting of
esophageal cancer, gastroesophageal junction cancer, gastroesoRageal adenocarcinoma,
chondrosarcoma, colorectal cancer, colon adenocarcinoma, rectal agnocarcinoma,
colovectal adenocarcinoma, breast cancer, ovarian cancer, head and nNk cancer, melanoma,

gastric adenocarcinoma, and adrenocorticoid carcinoma.

46. The method of claim 44, wherein the cancer 18 colorectal adenocarcine

47.  The method of claim 44, wherein the cancer 15 refractory.

48. The method of claim 44, wherein the cancer is recurrent.
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detecting nuclear B-catenin expression i a bislogical sample obtained
from a patient candidate diagnosed of a cancer;

confirming that significant B-catenin expression is detected in cell
Ncleus in the sample frow the patient candidate; and

istering to the patient candidate a therapeutically effective amount

sound having the structure

or a pharmaceutically accepRple salt, solvate, hydrate, or prodrug thereof.

51.  The method of claim 50, wherein the can®g 1s selected from the group consisting of
gastric and gastroesophageal adenocarcinoma, esopMeeal adenocarcinoma, colorectal
adenocarcinoma, breast cancer, ovarian cancer, head si neck cancer, melanoma, and

adrenocorticoid carcinoma.

52. The method of claim 50, wherein the cancer is colorectaRgdenocarcinoma,
53, The method of claim 50, wherein the cancer is refractory.

54, The method of claim 50, wherein the cancer is recurrent.

55 The method of claim 50, wherein the cancer 18 metastatic.
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56. A method of treating cancer in a human subject, the method comprising

dministering to a subject diagnosed of a cancer a therapeutically effective amount of a

pound having the structure

or a pharmaceuticalyacceptable salt, solvate, hydrate, or prodrug thereof, wherein the

cancer 1s colorectal car®gr, colon adenocarcinomas or rectal adenocarcinoma.
57.  The method of ¢laim X, wherein the compound 18 administered to the subject in two
daily doses totaling in a range fqn about 80 mg to about 2000 mg.
538.  The method of claim 56, wherQg the compound is administered to the subject in
doses of about 480 my.
59. The method of claim 56, wherein the 11Rgrval between administrations of the
compound 1s in the range from about 4 hours to a¥gut 16 hours.
60.  The method of claim 56, wherein the compoundlg administered to the subject at a

. about 160 mg BID, about 320
mg BID, about 400 mg BID, about 480 mg BID, and about 58§ mg BID.

dose selected from the group cousisting of about 80 mg B

1. The method of claim 56, wherein the cancer is refractory.

62. The method of claim 56, wherein the cancer is recurrent.
63. The method of claim 56, wherein the cancer Is metastatic,
64. A pharmaceutical composition, comprising:

a therapeutically cffective arnount of an active ingredient having the structure
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a surfactQQt comprising sodium lauryl sulfate (SLS) or sodiom dodecyi sulfate (SDS);

.

Gelucire (1Rgoyl polyoxylglyeerides); and

Labrafil (linol®gyl polyoxylglycerides).

65, The pharmagtical composition of claim 64, further consisting of, by weight, about
27.18% in the active inXedient, about §.27% in the surfactant, about 14.51%6 in Gelucire,

and about 58.04% in Labr{Gl

66.  The pharmacentical comMypsition of claim 64, further consisting of about 125 mg of
the active ingredient, about 1.2 mgWy the surfactant, about 66.8 mg of Gelucire, and about

267 myg of Labrafil,

67.  The pharmaceutical composition of Waim 64, further cousisting of about 80 mg of
the active ingredient, about 0.8 mg of the surfigant, about 42.7 mg of Gelucire, and about

170.9 mg of Labrafil.

68.  An ttem of manufacture comprising the pharmalutical composition of any of

claims 64-67 housed in a capsule.

69, The item of manufacture of claim 68, wherein the capsuNis of size | or smaller.

70. A method of treating cancer in a selected patient population, tRgmethed comprising
the steps oft
{2) measuring a level and/or subcellular localization of oXg or more
cancer stemness markers selected from phosphorylated STAR (p-
STAT3), B-catenin, and NANOG in a biological samaple obtaindfrom a
patient candidate diagnosed of a cancer;
{by confirming that the patient candidate’s cancer stemmness marker [Qgel
and/or subcellular localization is above a benchmark level; and
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(¢} administering to the paticnt candidate a therapeutically effective

aroount of a compound having the structure

Q

or a pharigeentically acceptable salt, solvate, hydrate, or prodrug thereof.

71.  The method of Qaim 70, wherein the cancer 18 selected from the group consisting of
colorectal adenocarcinom®breast cancer, ovarian cancer, head and neck cancer, melanoma,
gastric/gastrocsophageal adeNgearcinemas, esophageal adenocarcinoma, and adrenocorticoid
carcinoma.

72. The method of claima 70, wherRn the cancer is coloractal adenocarcinoma.,

73. The method of claim 70, wherein th

cancer 18 refractory.

74. The method of claim 70, wherein the cand\g 18 recurrent.

75. The method of claim 70, wherein the cancer is ;
76. A method of treating a cancer in a human subject, theSgethod corprising

v

administering to a subject in need thereof a therapeutically effe®e amount of a compound
having the structure
0

]

LI

or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof, and

G

administering a therapeutically effective amount of paclitaxel.
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7. The method of claim 76, wherein the compound is administered to the subject at a

otal daily dose in a range froro about 80 mg to about 2000 mg.

78. Q The method of claim 76, wherein the compound s administered to the subjectat a

total daNy dose of about 960 mg.

79.  The nNghod of any one of claims 76 to 78, wherein the compound is administered to

the subject in twiydatly doses.

80.  The method ofNJaim 79, wherein each dose is about 480 mg.
81.  The method of any ORg of claims 76 to 80, wherein the interval between

admimstrations of the compouy is in the range from about 4 hours to about 16 hours.

82.  The method of claim 81, whelgn the compound is adrmnistered to the subject at a
dose seiected from the group consistingN about 80 mg BID, about 160 mg BID, about 320

mg BID, about 400 mg BID, about 480 mQID, and about 560 mg BID.

83. The method of any one of claims 76 to 8Qwherein the interval between
adminisirations of the compound is selected from tIgroup consisting of at least 4 hours, at
least 5 hours, at least 6 hours, at least 7 hours, at least Nhours, at least 9 hours, at least 10
hours, at least 11 hours, at least 12 hours, at least 13 hour\at least 14 hours, at least 15

hours and at least 16 hours.

84, The method of any one of claims 76 to 80, wherein the int®al between

administrations is about 12 hours.

85.  The method of claim 76, wherein each dose is about 480 mp BID ay the interval

between adrministrations is about 12 hours.

R4, The method of claim 76, wherein each dose is about 80 g BID and the intoRgal

ctween administrations is about 12 hours.
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87.  The method of claim 76, wherein each dose ts about 400 mg BID and the interval

siween adrministrations 1s about 12 hours.

The method of claim 76, wherein cach dose 18 about 320 mg BID and the interval
betweetgdministrations is about 12 hours.
89. Th od of claim 76, wherein the compound is administered oraily in
conjunction withy fluid on an empty stomach.

9G.  The method of Waim 76, wherein the fluid comprises a milk or water,

91.  The method of claim$§0, wherein the paclitaxel is administered to the subjectat o
total weekly dose in a range fro¥g about 40 mg/m” to about 100 mg/m”.
02, The method of claim 76, wheNgn the paclitaxel is adrmnistered to the subject at a
total weekly dose of about 80 mg/m’.
93.  The method of claim 76, wherein the PRglitaxel is administered to the subject
through IV.
94.  The method of claim 76, wherein the compoun¥s a polymorph selected from:
action pattern substantially

hcations WO 2011/116398

{(a} a polymorph characterized by an X-ray dif
similar to that sct forth in Figure 2 of Patent b
and WO 2011/116399;

by  apolymorph of 2-acetyl-4H, 9H-naphtho[2,3-b[furX4.9-dione

characterized by an X-ray ditfraction pattern mcluding§gne or more peaks

from the group consisting of peaks at least at about 10.2, X9, 14.1, 14.5,
17.3,22.2, and 28.1 degrees 28;

{¢)  apolymorph of 2-acetyl-4H, 9H-naphthoi2,3-bifuran-4,9-diond
characterized by an X-ray diffraction pattern including twe or mo
frorn a peak at least at about 10.2 degrees 28, a peak at least at about
degrees 28, a peak at least at about 14.1 degrees 28, a peak at least at ab

14.5 degrees 28, a peak at least at about 17.3 degrees 28, a peak at least at
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about 22.2 degrees 28, and a peak at least at about 28.1 degrees 28 and any
combinations thereof:

{d) a polymorph characterized by an X-ray diffraction pattern substantially
sirnilar to that set forth in Figure 3 of Patent Publications WO 2011/116398
and WO 2011/116399;

(e} a polymorph of 2-acetyl-4H, SH-naphtho{2,3-blfuran-4,9-dione

haracterized by an X-ray diffraction pattern including one or more peaks

3 a polyrgrph of 2-acetyl-4H, SH-naphtho{2,3-blfuran-4,9-dione
characteri®qygd by an X-ray diffraction patters including two or more peaks
from a peak Rcast at about 7.5 degrees 28, a peak at least at about 9.9
degrees 28, a peXg at least at about 12.3 degrees 28, a peak at least at about
15 degrees 26, a peXg at least at about 23 degrees 28, a peak at least at about
23.3 degrees 28, a peaqat least at about 24.6 degrees 28, and a peak at least

at about 28.4 degrees 20 \gd any combinations thereof.

95.  The method of any one of the precedifyelaims, wherein the compound s in a
particle form, and wherein the particle has a diarqgter of or equal to or less than about

20 micrometers.

96. The method of claim 76, wherein the compound 1N a pharmaceutical composition
comprising a population of particies of the compound, and wWgrein a fraction of the

cumulative total of the particles have a diameter of gbout 0.5 pilto about 5 ym.

97.  The method of claim 76, wherein the corapound 18 in a pharm¥geutical composition
comprising a population of particles of the compound, and wherein 509Nl the cumulative

total of the particles (1350 have a diameter of about 2 pm.
98.  The method of any one of the preceding claims, wherein the compound i3

administered in a formulation with API having a purity greater than or equal to 9508 as

determuned by high performance hguid chromatopraphy (HPLO), nuclear magnetic
ey s fae o > E"
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csonance {NMR} or both HPLC and NMR, and wherein the composition comprises less

han or equal to 5% imapurities.

cancer, heand neck cancer, melanoma, and esophageal adenocarcinoma.

160.  The metiR of claim 76, wherein the cancer 1s gastric and gastroesophageal

adenocarcinoma.,

101, The method of ¢l 76, wherein the cancer is selected frorn the group consisting of
colorectal adenocarcinoma, Wgeast cancer, ovarian cancer, head and neck cancer, melanoma,

gastric adenocarcinoma, and adqgnocorticoid carcinoma.

102, The methed of claim 76, wheNgn the cancer 1s refractory.

103, The method of claim 76, wherein ticancer 18 recurrent.

104,  The method of claim 76, wherein the can®gr 18 metastatic,

105, The method of claim 76, wherein the cancer is Qsociated with overexpression of

106.  The method of claim 76, the method further comprisingWetecting a level of

phosphorylated STAT3 (p-STAT3} in a patient tissue, where the Ig! of p-STAT3 is used
as a biomarker for patient selection.
147, The method of claim 76, wherein the cancer is associated with nuciQg B-catenin

expression,

108, The method of claim 76, the method further comprising detecting B-catenmn
expression in a patient’s tissue, where such B-catenin expression is used as a biomarke

paticut sclection.

i
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09, The method of claim 76, wherein significant B-catenin expression is detected in cell

or a pharmaceuticallyNycceptable salt, solvate, hydrate, or prodrug thereof.

111, A wmethod of treating canceNyn a patient whose B-catenin expression in cell is
detected in cell nucleus as opposed toNg cell membrane, comprising administering to the

patient & therapeutically effective amoun¥pf a compound having the structure

or a pharmaceutically acceptable salt, solvate, hiNrate, or prodrug thereof,

112, The method according to claim 111, wherein the B-calQgin is at a level of medium to

7/

strong expression of B-catenin such that B-catenin is detected in % or more tumor cells.
113. A pharmaceutical composition, comprising:

(a) a therapeutically effective amount of an active ingredient havi¥g the structure
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(b} polyoxylglycerides of which HLB is more than 10; and

{¢) polyoxylglycerides of which HLB is less than 10,

114 A pharmacentical composition, according to claim 113, wherein the composition

further Qmiprises a surfactant.

lauroyl polyoxylglgrides and stearoyl polyoxylglycerides.

116, A pharmaceutical\gmposition, according to clairn 113, wherein the

polyoxylglycerides of whiciNgLB is less than 10 is linoleoyl polyoxyiglycerides.

117. A pharmaceutical composiNgn, according to claim 114, wherein the surfactant is

sodium lauryl sulfate (SLS) or sodiutdodecyl sulfate.

118. A pharmaceutical composition, accRgding to claim 113 or claim 114, wherein the

F P : g
polyoxylglycerides of which HLB is more tha10, is selected from the group consisting of
lauroyl polyoxylglycerides and stearoyl polyoxyNycerides, and the polyoxylglycerides of

which HLB is less than 10 is linoleoyl polyoxyigly®gides.

119. A pharmaceutical composition, according to clainN 14, wherein the
polyoxylglycerides of which HLB is more than 10, is sclectoWfrom the group consisting of
lauroyl pelyoxylglycerides and stearoyl polyoxylglycerides, thqgolyoxyiglycerides of
which HLB is less than 10 is linoleoyl polyoxylglycerides, and th&qarfactant is sodium

lauryl sulfate (SLS} or sedium dodecyl sulfate.

oy
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Claims

1. A compound having the structure
o
0
N
0
0

or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof, for use in the
treatment of cancer, wherein in use the compound is to be administered to a subject in need
thereof a therapeutically effect amount of the compound and a therapeutically effective

amount of paclitaxel.

2. The compound according to claim 1, wherein the compound is to be administered to

the subject at a total daily dose:

a) in arange from about 80 mg to about 2000 mg; or

b) of about 960 mg;

3. A compound having the structure
0
0
B
o
0

or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof, for use in the
treatment of cancer wherein the compound is to be administered to the subject at a total daily

dose:

a) 1in arange from about 80 mg to about 2000 mg; or

b) of about 960 mg;

or wherein the compound is to be administered to a subject in need thereof a therapeutically

effect amount of the compound and a therapeutically effective amount of paclitaxel.

111



4. A compound having the structure

(@]
1 N
(0]

o)

or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof, for use in the
treatment of cancer in a selected patient population, wherein the use comprises the steps of:
(a) measuring a level and/or subcellular localization of one or more cancer sternness markers
selected from phosphorylated STATS (p- STAT3), -catenin, and NANOG in a biological
sample obtained from a patient candidate diagnosed of a cancer;

(b) confirming that the patient candidate’s cancer sternness marker level and/or subcellular
localization is above a benchmark level; and

(c) administering to the patient candidate a therapeutically effective amount of the

compound.

5. The compound according to any one of claims 1 to 3, wherein the compound is to be

administered to the subject in two daily doses.
6. The compound according to claim 3 or claim 5, wherein each dose is about 480 mg.

7. The compound according to any one of claims 3, 5 or 6, wherein the compound is to

be administered to the subject as a tablet or capsule.

8. The compound according to claim 7, wherein the tablet or capsule comprises a dose
of about 80 mg.
9. The compound according to any one of claims 1 to 3 or 5 to 8, wherein the interval

between administrations of the compound is:

a) in the range from about 4 hours to about 16 hours; or

b) selected from the group consisting of at least about 4 hours, at least about 5 hours,
at

least about 6 hours, at least about 7 hours, at least about 8 hours, at least about 9

hours, at
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least about 10 hours, at least about 11 hours, at least about 12 hours, at least about 13
hours, at least about 14 hours, at least about 15 hours and at least about 16 hours; or

¢) or about 12 hours.

10.  The compound according tobany one of claims 1 to 3 or 5 to 9, wherein the compound
is to be administered to the subject at a dose selected from the group consisting of about 80
mg BID, about 160 mg BID, about 320 mg BID, about 400 mg BID, about 480 mg BID,
about 500 mg BID, and about 600 mg BID.

11.  The compound according to any one of claims 1 to 3 or 5 to 10, wherein each dose is
about 480 mg BID and the interval between administrations is about 12 hours, about 80 mg
BID and the interval between administrations is about 12 hours, about 400 mg BID and the
interval between administrations is about 12 hours, or about 320 mg BID and the interval

between administrations is about 12 hours.

12. The compound according to any one of claims 1 to 3 or 5 to 11, wherein the
compound is to be administered orally in conjunction with a fluid, preferably milk or water

b

on an empty stomach.

13. The compound according to claim 1, wherein the treatment further comprises
detecting nuclear (B-catenin expression in a patient’s tissue, where such nuclear 5-catenin

expression is used as a biomarker for patient selection.

14. A first agent having the structure
0
B
o

0

or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof; and
an antimitotic agent or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug
thereof,

for use in the curative or prophylactic treatment of cancer.
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15.  The first agent according to claim 14, and an antimitotic agent, wherein the
antimitotic agent is selected from the group consisting of paclitaxel (Abraxane/Taxol),
docetaxel (taxotere), BMS-275183, xyotax, tocosal, vinorlebine, vincristine, vinblastine,
vindesine, vinzolidine, etoposide (VP-16), teniposide (VM-26), ixabepilone, larotaxel,

ortataxel, tesetaxel, and ispinesib; preferably is paclitaxel (Abraxane/Taxol).

16. A compound having the structure
o
0
N
o)
0

or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof, for use in the
treatment of cancer, wherein the cancer is colorectal cancer, colon adenocarcinoma or rectal

adenocarcinoma.

17. The compound according to claim 16, wherein the compound is to be administered to
the subject in two daily doses totaling in a range from about 80 mg to about 2000 mg;

preferably about 480 mg.

18.  The compound according to claim 16 or claim 17, wherein the interval between

administrations of the compound is in the range from about 4 hours to about 16 hours.

19.  The compound according to any one of claims 1 to 6 or 11, wherein the compound is
to be administered to the subject at a dose selected from the group consisting of about 80 mg
BID, about 160 mg BID, about 320 mg BID, about 400 mg BID, about 480 mg BID, and
about 500 mg BID.

20. A pharmaceutical composition, comprising:
a therapeutically effective amount of an active ingredient having the structure
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a surfactant comprising sodium lauryl sulfate (SLS) or sodium dodecyl sulfate (SDS);
Gelucire (lauroyl polyoxylglycerides); and Labrafil (linoleoyl polyoxylglycerides).

21. The pharmaceutical composition according to claim 20, consisting of, by weight,
about 27.18% in the active ingredient, about 0.27% in the surfactant, about 14.51% in
Gelucire, and about 58.04% in Labrafil.

22.  The pharmaceutical composition according to claim 20, consisting of:
a) about 125 mg of the active ingredient, about 1.2 mg of the surfactant, about 66.8
mg of
Gelucire, and about 267 mg of Labrafil; or
b) about 80 mg of the active ingredient, about 0.8 mg of the surfactant, about 42.7 mg
of Gelucire, and about 170.9 mg of Labrafil.

23.  Anitem of manufacture comprising the pharmaceutical composition of any one of

claims 20 to 22 housed in a capsule; or a capsule of size 1 or smaller.

24.  The compound according to claim 3, wherein the cancer is selected from the group
consisting of colorectal adenocarcinoma, breast cancer, ovarian cancer, head and neck
cancer, melanoma, gastric/gastroesophageal adenocarcinoma, esophageal adenocarcmoma,

and adrenocorticoid carcinoma; preferably colorectal adenocarcinoma.

25.  The compound according to any one of claims 1 to 2 or 5 to 6 or 9 to 12, wherein the
paclitaxel is to be administered to the subject at a total weekly dose in a range from about 40

mg/m” to about 100 mg/m>; preferably a total weekly dose of about 80 mg/m?.

26. The compound according to claim 25, wherein the paclitaxel is to be administered to
the subject through IV.
27. The compound according to any one of claims 1 to 3 or 5 to 12 or 25 to 26, wherein

the cancer is selected from the group consisting of gastric and gastroesophageal
adenocarcinoma, breast cancer, ovarian cancer, head and neck cancer, melanoma, and

esophageal adenocarcinoma; preferably gastric and gastroesophageal adenocarcinoma.
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28.  The compound according to any one of claims 1 to 3 or 5 to 12 or 25 to 26, wherein
the cancer is selected from the group consisting of colorectal adenocarcinoma, breast cancer,

ovarian cancer, head and neck cancer, melanoma, gastric adenocarcinoma, and

adrenocorticoid carcinoma.

29.  The compound according to any one of claims 1 to 3 or 5 to 12 or 25 to 28, wherein

the cancer is refractory, recurrent, or/and metastatic.

30.  The compound according to any one of claims 1 to 3 or 5 to 12 or 25 to 29, wherein
the cancer is associated:
a) with overexpression of STATS; or

b) with nuclear 3-catenin expression.

31. The compound according to any one of claims 1 to 3 or 5 to 12 or 25 to 30, the
method comprising detecting a level of phosphorylated STAT3 (p-STAT3) in a patient

tissue, where the level of p-STATS3 is used as a biomarker for patient selection.

32.  The compound according to any one of claims 1 to 3 or 5 to 12 or 25 to 29 and 44, the
method comprising detecting (5-catenin expression in a patient’s tissue, where such S-catenin

expression 1s used as a biomarker for patient selection.

33. The compound according to claim 32, wherein significant 3-catenin expression is

detected in cell nucleus.

34. A compound having the structure
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or a pharmaceutically acceptable salt, solvate, hydrate, or prodrug thereof, for use in the

treatment of cancer in a patient whose (3-catenin expression in cell is detected in cell nucleus.
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35. The compound according to claim 34, wherein the 3-catenin is at a level of medium

to strong expression of 3-catenin such that G-catenin is detected in 20% or more tumor cells.

36. A pharmaceutical composition, comprising:
(a) a therapeutically effective amount of an active ingredient having the structure
0
[
o
0
(b) polyoxylglycerides of which HLB is more than 10; and
(¢) polyoxylglycerides of which HLB is less than 10.

37.  The pharmaceutical composition according to claim 36, wherein the composition
further comprises a surfactant; preferably sodium lauryl sulfate (SLS) or sodium dodecyl

sulfate.

38. The pharmaceutical composition according to claim 36 or claim 37, wherein the
polyoxylglycerides of which HLB is more than 10 is selected from the group consisting of
lauroyl polyoxylglycerides and stearoyl polyoxylglycerides.

39.  The pharmaceutical composition according to any one of claims 36 to 38, wherein the

poly-oxylglycerides of which HLB is less than 10 is linoleoyl polyoxylglycerides.
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