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effective treatments for pancreatic cancer, and especially pancreatic cancer that is
associated with pain, highlights an unmet medical need for more efficient treatment
strategies that improve the clinical management of patients afflicted with pancreatic cancer
without significantly increasing toxicity. Considering the limited life-expectancy of patients
suffering from pancreatic cancer, improvements in either survival time or quality-of-life are
highly meaningful goals. Moreover, a treatment capable of simultaneously improving both of
these aspects would be of particular worth.

Thus, the invention aims to solve the technical problem of providing an active ingredient that
improves prior art methods for the treatment of advanced adenocarcinoma pancreatic
cancer.

The invention aims to solve the technical problem of providing an active ingredient that
improves prior art methods for the treatment of advanced adenocarcinoma pancreatic cancer
that is associated with pain or the requirement of opioid analgesics for the treatment of
disease related pain.

The invention aims to solve the technical problem of providing an active ingredient that
improves prior art methods for the treatment of advanced adenocarcinoma pancreatic cancer
in patients harboring a specific gene or gene expression predictor factors (i.e. a
genetic/transcriptomic fingerprint).

SUMMARY

The present disclosure relates to a method for the treatment of cancer in a human patient,
wherein said method comprises administering to a human patient in need thereof, a tyrosine
kinase inhibitor, mast cell inhibitor or c-Kit inhibitor, especially masitinib or a pharmaceutically
acceptable salt thereof, optionally combined with at least one antineoplastic agent.

In one aspect, there is provided use of masitinib or a pharmaceutically acceptable salt
thereof in combination with at-least-ene-antimetabelitegemcitabine in the manufacture of a
medicament to treat pancreatic cancer in a human patient, wherein said patient is initially
selected for treatment based upon the predictor factor of disease related pain intensity,
defined as at least one reported occurrence of a unidimensional pain intensity assessment
tool score of greater than 20%-erupon-the-predistorfacltorof-gene-expression.

By "antineoplastic agent", it is referred herein to a medicament for the treatment of cancers.
For example, the compounds as depicted in: Actualite Pharmaceutiques n °302 (Oct 1992)
on pages 38 to 39 and 41 to 43; or in the United States Food and Drug Administration
(USFDA) list of approved drugs for oncology; or in the National Institute for Occupational
Safety and Health (NIOSH) List of Antineoplastic and Other Hazardous Drugs in Healthcare
Settings 2012 (DHHS Publication Number 2012-150); the content of which is incorporated by
reference and is selected from, an alkylating agent, an antimitotic agent, an antimetabolic
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CLAIMS

Use of masitinib or a pharmaceutically acceptable salt thereof in combjfiation with
at least one antimetabolite in the manufacture of a medicament to tyéat cancer in a
human patient, wherein said patient is initially selected for treagment based upon

the predictor factor of disease related pain intensity or upon the predictor factor of

gene expression.
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The use according to claim 1, wherein said patient is initially selecte

treatment based upon the predictor factor of disease related pain intensity.

The use according to claim 2, wherein said patient is afflicted by cdncer that is
associated with pain or that requires the administration of opioig analgesics for

treatment of disease related pain.

The use according to claim 3, wherein said pain is defined 4s at least one reported
occurrence of non-zero pain intensity, as determined using a pain intensity

assessment tool.

The use according to claim 3 or 4, wherein sajd pain is defined as at least one

reported occurrence of a unidimensional paif intensity assessment tool score of

greater than 20%.

The use according to any one of claipis 3 to 5, wherein said pain is classified as

being moderate to intolerable according to the pain assessment tool used.

The use according to any one,0f claims 3 to 6, wherein said pain is defined as at
least one reported occurrenCe of a Visual Analogue Scale (VAS) pain intensity

score higher than 5 mm ¢h a 100 mm scale.

The use according {6 any one of claims 3 to 7, wherein said pain is defined as at

least one reported occurrence of a Visual Analogue Scale (VAS) pain intensity

score higher tifan 20 mm on a 100 mm scale.

The use according to claim 1, wherein said gene expression predictor factors are
derived from analysis of RNA expression in peripheral blood cell samples, and
whetein said patient is initially selected for treatment based upon an up-regulation

f ACOX-1 corresponding to a Delta Cycle Threshold
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value, with respect to references genes B2M and GAPDH, of less than or equa¥/to
3.81; more preferably of less than or equal to 3.36; and even more preferg a of

less than or equal to 3.05. /

The use according to any one of claims 1 or 9, wherein said is initially
selected for treatment based upon a gene expression predictor fagfor defined as a
concomitant up-regulation of gene ACOX-1 corresponding o a Delta Cycle
Threshold value, with respect to references genes B2M and /GAPDH, less than or
equal to 3.81 and an up-regulation of gene TNFRSF10B gorresponding to a Delta
Cycle Threshold value of less than or equal to 7.63.

The use according to any one of claims 1 or 9/to 10, wherein said patient is
initially selected for treatment based upon a/gene expression predictor factor
defined as a concomitant down-regulation/of gene RPS23 corresponding to a
Delta Cycle Threshold value, with respecf/to references genes B2M and GAPDH,
of greater than 0.26 and an up—reguln for gene ACOX-1 corresponding to a
Delta Cycle Threshold value of les \an or equal to 3.81.

The use according to any on¢/of claims 1 or 9 to 11, wherein said patient is
initially selected for treatmgnt based upon a gene expression predictor factor
defined as a concomitant #p-regulation for gene ABCC3 corresponding to a Delta
Cycle Threshold Valuith respect to references genes B2M and GAPDH, less
than or equal to 5 .d an up-regulation for gene LYN corresponding to a Delta
Cycle Threshold yalue of less than or equal to 2.06.

4

The use accgrding to any one of claims 1 or 9 to 12, wherein said patient is
initially sélected for treatment based upon a gene expression predictor factor
defined/as a concomitant up-regulation for gene HIF1A corresponding to a Delta
Cyc) Threshold value, with respect to references genes B2M and GAPDH, less
thén or equal to 4.94 and an up-regulation for gene TNFRSF10 corresponding to a
Delta Cycle Threshold value of less than or equal to 7.06.

The use according to any one of claims 1 or 9 to 13, wherein said patient is
initially selected for treatment based upon a gene expression predictor factor

defined as a concomitant down-regulation for gene ABCC]1 corresponding to a
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Delta Cycle Threshold value, with respect to references genes B2M and GAPH,
greater than 2.63 and a down-regulation for gene IGJ corresponding to g/Delta

Cycle Threshold value of greater than 5.29.

15. The use according to any one of claims 1 or 9 to 14, wherein gdid patient is

5 initially selected for treatment based upon a gene expression/predictor factor
defined as a concomitant down-regulation for gene UBE2H (Corresponding to a

Delta Cycle Threshold value, with respect to references geles B2M and GAPDH,

greater than 2.78, and a down-regulation for gene PARP-2 corresponding to a

Delta Cycle Threshold value of greater than 5.33.

10 16. The use according to any one of claims 1/to 15, wherein masitinib or a
pharmaceutically acceptable salt thereof is administered at a daily dose of 4.5 to

12.0 mg/kg/day (mg per kg bodyweight per day).

17. The use according to any one of clgims 1 to 16, wherein said patient is either
naive to said at least one antimetabolite or responding to treatment with said at

15 least one antimetabolite.

18. The use according to any/one of claims 1 to 16, wherein said patient is either

refractory or resistant tgdaid at least one antimetabolite.

19. The use according to/any one of claims 1 to 18, wherein said cancer is unresectable

adenocarcinoma pdncreatic cancer.

20 20. The use agcording to any one of claims 1 to 19, wherein said at least one

antimetgbolite is a nucleoside analog.

21. Th¢ use according to any one of claims 1 to 20, wherein said at least one

htimetabolite is gemcitabine.
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CLAIMS

Usé of masitinib or a pharmaceutically acceptable salt thereof in combination with
gemcitabine in the manufacture of a medicament to treat pancreatic cancer in a
human patient, wherein said patient is initially selected for treatment based upon
the predictor factor of disease related pain intensity, defined as at least one
reported occurrence of a unidimensional pain intensity assessment tool score of

greater than 20%.

The use according to claim 1, wherein the unidimensional pain intensity
assessment tool score of greater than 20% is a Visual Analogue Scale (VAS) pain

intensity score higher than 20 mm on a 100 mm scale.

The use according to claim 1 or 2, wherein masitinib or a pharmaceutically
acceptable salt thereof is to be administered at a daily dose of 4.5 to 12.0
mg/kg/day (mg per kg bodyweight per day).

The use according to any one of claims 1 to 3, wherein said patient is either naive

to gemcitabine or responding to treatment with gemcitabine.

The use according to any one of claims 1 to 3, wherein said patient is either

refractory or resistant to gemcitabine.

The use according to any one of claims 1 to 5, wherein said pancreatic cancer is

unresectable adenocarcinoma pancreatic cancer.

The use according to any one of claims 1 to 5, wherein said pancreatic cancer is

metastatic adenocarcinoma pancreatic cancer.

The use according to any one of claims 1 to 7, wherein the pharmaceutical

acceptable salt of masitinib is a mesilate salt.

The use according to any omne of claims 1 to 8, wherein masitinib is to be

administered at a starting dose of 6.0 to 7.5 mg/kg/day.
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10. The use according to any one of claims 1 to 9, wherein masitinib is to be dose

escalated by increments of 1.5 mg/kg/day to reach a maximum of 12.0 mg/kg/day.

11. The use according to any one of claims 1 to 10, wherein masitinib is to be

administered orally.

5 12.The use according to any one of claims 1 to 11, wherein masitinib is to be

administered twice a day.



