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CLAIMS

What is claimed is:

1.

A method of treating or ameliorating at least one symptom or indication of an eosinophilic
GI disease in an individual in need thereof, comprising:

administering to the individual in need thereof a pharmaceutical dosage form
comprising a therapeutically effective amount of (R)-2-(7-(4-cyclopentyl-3-
(trifluoromethyl)benzyloxy)-1,2,3,4-tetrahydrocyclopenta[ ]indol-3-yl)acetic acid

(Compound 1), or a pharmaceutically acceptable salt thereof.

The method of claim 1, wherein the eosinophilic GI disease is selected from eosinophilic
esophagitis (EoE), eosinophilic gastritis (EG), eosinophilic gastroenteritis (EGE), and
eosinophilic colitis (EC).

A method of treating or ameliorating at least one symptom or indication of eosinophilic
esophagitis (EoE) in an individual in need thereof, comprising:

administering to the individual in need thereof a pharmaceutical dosage form
comprising a therapeutically effective amount of (R)-2-(7-(4-cyclopentyl-3-
(trifluoromethyl)benzyloxy)-1,2,3,4-tetrahydrocyclopenta[ b]indol-3-yl)acetic acid

(Compound 1), or a pharmaceutically acceptable salt thereof.

A method of treating, preventing or ameliorating at least one symptom or indication of
eosinophilic esophagitis (EoE) comprising:

selecting an individual who exhibits at least one symptom or indication of EoE,
wherein the individual has an elevated level of a biomarker selected from esophagus
eosinophils, eotaxin-3, periostin, serum IgE (total and allergen-specific), IL-13, IL-5,
TARC, TSLP, serum ECP, and EDN; and

administering to the individual in need thereof a therapeutically effective amount of
(R)-2-(7-(4-cyclopentyl-3-(trifluoromethyl)benzyloxy)-1,2,3,4-
tetrahydrocyclopenta[b]indol-3-yl)acetic acid (Compound 1), or a pharmaceutically

acceptable salt thereof.
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5.

10.

11.

The method of claim 4, wherein the individual is selected on the basis of exhibiting >15
eosinophils per high powered field (hpf) in the esophagus prior to or at the time of the

treatment (“baseline”).

The method of any one of the preceding claims, wherein the individual exhibits at least
50% decrease in the number of eosinophils per hpf from baseline at day 10 following the

administration of Compound 1, or a pharmaceutically acceptable salt thereof.

The method of claim 4, wherein the individual is selected on the basis of exhibiting an
cotaxin-3 level of greater than about 50 pg/mL prior to or at the time of initiation of

treatment (“baseline”).

The method of claim 7, wherein the individual exhibits at least 50% decrease in eotaxin-3

level from baseline at day 10 following the administration.

The method of any one of claims 1 to 8, wherein the individual exhibits an allergic reaction
to a food allergen contained in a food item selected from a dairy product, egg, wheat, soy,
corn, fish, shellfish, peanut, a tree nut, beef, chicken, oat, barley, pork, green beans, apple

and pineapple.

The method of any one of claims 1 to 9, wherein the individual exhibits an allergic reaction

to a non-food allergen derived from one of dust, pollen, mold, plant, cat, dog or insect.

A method of treating, preventing or ameliorating at least one symptom or indication of
cosinophilic esophagitis (EoE) comprising:

selecting an individual having an allergic reaction to an allergen that renders the
individual susceptible to EoE; and

administering to the individual in need thereof a pharmaceutical dosage form
comprising a therapeutically effective amount of (R)-2-(7-(4-cyclopentyl-3-
(trifluoromethyl)benzyloxy)-1,2,3,4-tetrahydrocyclopenta[ b]indol-3-yl)acetic acid
(Compound 1), or a pharmaceutically acceptable salt thereof.
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12.

13.

14.

15.

16.

17.

18.

The method of claim 11, wherein the allergen is a food allergen contained in a food item
selected from a dairy product, egg, wheat, soy, corn, fish, shellfish, peanut, a tree nut, beef,

chicken, oat, barley, pork, green beans, apple and pineapple.

The method of claim 11 or 12, wherein the allergen is a non-food allergen derived from

one of dust, pollen, mold, plant, cat, dog or insect.

The method of any one of the preceding claims, wherein the symptom or indication of EoE
is selected from eosinophilic infiltration of the esophagus, thickening of the esophageal
wall, food refusal, vomiting, abdominal pain, heartburn, regurgitation, dysphagia and food

impaction.

The method of any one of the preceding claims, wherein the administration of Compound
1, or a pharmaceutically acceptable salt thereof, results in reducing the level of an EoE-

associated biomarker in the individual.

The method of claim 15, wherein the EoE-associated biomarker is selected from esophagus
eosinophils, eotaxin-3, periostin, serum IgE (total and allergen-specific), IL-13, IL-5,
serum thymus and activation regulated chemokine (TARC), thymic stromal lymphopoietin
(TSLP), serum eosinophilic cationic protein (ECP), and eosinophil-derived neurotoxin

(EDN).

The method of any one of the preceding claims, wherein Compound 1, or a
pharmaceutically acceptable salt thereof, is administered in combination with a second
therapeutic agent or therapy, wherein the second therapeutic agent or therapy is selected
from an IL-1beta inhibitor, an IL-5 inhibitor, an IL-9 inhibitor, an IL-13 inhibitor, an IL-17
inhibitor, an IL-25 inhibitor, a TNFa inhibitor, an eotaxin-3 inhibitor, an IgE inhibitor, a
prostaglandin D2 inhibitor, an immunosuppressant, a glucocorticoid, a proton pump

inhibitor, a NSAID, allergen removal and diet management.

The method of any one of the preceding claims, wherein the individual, prior to or at the

time of administration of Compound 1, or a pharmaceutically acceptable salt thereof, has
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19.

20.

21.

22.

23.

24.

25.

26.

27.

or is diagnosed with a disease or disorder selected from atopic dermatitis, asthma, allergic

rhinitis and allergic conjunctivitis.

The method of any one of the preceding claims, wherein the individual has demonstrated
an inadequate response to, loss of response to, or intolerance of to at least one therapeutic

agent or therapy.

The method of any one of the preceding claims, wherein the dosage form is administered

under fasted conditions.

The method of any one of claims 1 to 19, wherein the dosage form is administered

under fed conditions.

The method of any one of the preceding claims, wherein the therapeutically effective

amount is equivalent to about 0.5 to about 5.0 mg of Compound 1.

The method of claim 22, wherein the therapeutically effective amount is in an amount

equivalent to 2 mg of Compound 1.
The method of claim 22, wherein the individual is administered an amount equivalent to 2
mg of Compound 1 for a first time period and subsequently an amount equivalent to 3 mg

of Compound 1 for a second time period.

The method of claim 22, wherein the therapeutically effective amount is in an amount

equivalent to 3 mg of Compound 1.

The method of any one of the preceding claims, wherein the dosage form is

administered without titration.

The method of any one of the preceding claims, wherein the Compound 1, or a

pharmaceutically acceptable salt thereof, is administered orally.
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28.

29.

30.

31.

32.

33.

34.

35.

36.

The method of any one of the preceding claims, wherein the Compound 1, or a
pharmaceutically acceptable salt thereof, is formulated as a capsule or tablet suitable for

oral administration.

The method of any one of the preceding claims, wherein the Compound 1, or a
pharmaceutically acceptable salt thereof, is selected from:

Compound 1;

a calcium salt of Compound 1; and

an L-arginine salt of Compound 1.

The method of claim 29, wherein the Compound 1, or a pharmaceutically acceptable salt

thereof, is an L-arginine salt of Compound 1.

The method of claim 30, wherein the Compound 1, or a pharmaceutically acceptable salt
thereof, is an anhydrous, non-solvated crystalline form of an L-arginine salt of Compound

1.

The method of claim 29, wherein the Compound 1, or a pharmaceutically acceptable salt

thereof, is an anhydrous, non-solvated crystalline form of Compound 1.

The method of any one of the preceding claims, wherein the therapeutically effective
amount of Compound 1, or a pharmaceutically acceptable salt thereof is administered once

daily to the individual.

The method of any one of the preceding claims, wherein the method is non-

gender specific.

The method of any one of the preceding claims, wherein the individual was previously

administered at least one therapeutic agent or therapy.

The method of claim 35, wherein the individual had an inadequate response with, lost

response to, or was intolerant to the at least one therapeutic agent or therapy.
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37.

38.

39.

40.

41.

42.

43.

44.

The method of any one of the preceding claims, wherein treating comprises inducing

and/or maintaining clinical response and/or inducing and/or maintaining clinical remission.

The method of any one of the preceding claims, wherein treating comprises inducing

and/or maintaining a histologic response via eosinophils per high power field <6.

The method of any one of the preceding claims, wherein said administering results in no

serious adverse events.

The method of any one of the preceding claims, wherein Compound 1, or a
pharmaceutically acceptable salt thereof, is administered without substantially inducing an

acute heart rate reduction or heart block in the individual.

The method of any one of the preceding claims, further comprising monitoring for adverse
events during the administration of Compound 1, or a pharmaceutically acceptable salt
thereof, and optionally, interrupting or terminating the administration of Compound 1, or a

pharmaceutically acceptable salt thereof.

A method of treating eosinophilic esophagitis (EoE) comprising:

administering to an individual in need thereof a therapeutically effective amount of
(R)-2-(7-(4-cyclopentyl-3-(trifluoromethyl)benzyloxy)-1,2,3,4-
tetrahydrocyclopenta[ b]indol-3-yl)acetic acid (Compound 1), or a pharmaceutically

acceptable salt thereof.

The method of claim 42, wherein the individual in need thereof exhibits 215 eosinophils
per high powered field (hpf) in the individual’s esophagus prior to or at the time of the

treatment (“baseline”).

The method of claim 42 or 43, wherein the individual in need thereof exhibits at least 30%
decrease in the number of eosinophils per hpf from baseline at week 16 following the

administration of Compound 1, or a pharmaceutically acceptable salt thereof.
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45.

46.

47.

48.

49,

50.

51.

52.

53.

The method of any one of claims 42-44, wherein the dosage form is administered

under fasted conditions.

The method of any one of claims 42-44, wherein the dosage form is administered

under fed conditions.

The method of any one of claims 42-46, wherein the therapeutically effective amount is

equivalent to about 0.5 to about 5.0 mg of Compound 1.

The method of claim 47, wherein the therapeutically effective amount is in an amount

equivalent to 2 mg of Compound 1.

The method of claim 47, wherein the therapeutically effective amount is in an amount

equivalent to 1 mg of Compound 1.

The method of any one of claims 42-49, wherein the therapeutically effective amount is

administered at a frequency of once per day.

The method of any one of claims 42-50, wherein the therapeutically effective amount is

administered in the morning.

The method of any one of claims 42-51, wherein the individual exhibits an esophageal
PEC of less than 15 eos/hpf from baseline following the administration of Compound 1, or

a pharmaceutically acceptable salt thereof.
The method of any one of claims 42-52, wherein the individual exhibits an esophageal

PEC of less than 6 eos/hpf from baseline following the administration of Compound 1, or a

pharmaceutically acceptable salt thereof.
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54.

55.

56.

57.

58.

59.

60.

The method of any one of claims 42-53, wherein the individual exhibits at least 30%
decrease in the number of eosinophils per hpf from baseline at week 16 following the

administration of Compound 1, or a pharmaceutically acceptable salt thereof.

The method of any one of claims 42-54, wherein the individual exhibits at least 40%
decrease in the number of eosinophils per hpf from baseline at week 16 following the

administration of Compound 1, or a pharmaceutically acceptable salt thereof.

The method of any one of claims 42-55, wherein the individual exhibits at least 50%
decrease in the number of eosinophils per hpf from baseline at week 16 following the

administration of Compound 1, or a pharmaceutically acceptable salt thereof.

The method of any one of claims 42-56, wherein said administering results in no serious

adverse events.

The method of any one of claims 42-57, wherein Compound 1, or a pharmaceutically
acceptable salt thereof, is administered without substantially inducing an acute heart rate

reduction or heart block in the individual.

A compound that is (R)-2-(7-(4-cyclopentyl-3-(trifluoromethyl)benzyloxy)-1,2,3,4-
tetrahydrocyclopenta[b]indol-3-yl)acetic acid (Compound 1), or a pharmaceutically
acceptable salt thereof, for use in a method of treatment of eosinophilic esophagitis (EoE)
in an individual, wherein the method comprises:

administering to an individual in need thereof a therapeutically effective amount of
(R)-2-(7-(4-cyclopentyl-3-(trifluoromethyl)benzyloxy)-1,2,3,4-
tetrahydrocyclopenta[b]indol-3-yl)acetic acid (Compound 1), or a pharmaceutically

acceptable salt thereof.

The compound for use according to claim 59, the therapeutically effective amount is

equivalent to about 0.5 to about 5.0 mg of Compound 1.
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61.

62.

63.

64.

65.

66.

67.

68.

The compound for use according to claim 60, the therapeutically effective amount is

equivalent to 1 mg of Compound 1.

The compound for use according to claim 60, the therapeutically effective amount is

equivalent to 2 mg of Compound 1.

The compound for use according to claim 60, the therapeutically effective amount is

equivalent to 3 mg of Compound 1.

The compound for use according to any one of claims 59-63, wherein the therapeutically

effective amount is administered at a frequency of once per day.

The compound for use according to any one of claims 59-64, wherein the individual in
need thereof exhibits 215 eosinophils per high powered field (hpf) in the individual’s

esophagus prior to or at the time of the treatment (“baseline”).

The compound for use according to any one of claims 59-65, wherein the individual
exhibits an esophageal PEC of less than 15 eos/hpf from baseline following the

administration of Compound 1, or a pharmaceutically acceptable salt thereof.

The compound for use according to any one of claims 59-66, wherein said administering

results in no serious adverse events.

The compound for use according to any one of claims 59-67, wherein the Compound 1, or
a pharmaceutically acceptable salt thereof, is administered without substantially inducing

an acute heart rate reduction or heart block in the individual.
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