PHARMACEUTICAL FORMULATIONS OF A HIF HYDROXYLASE INHIBITOR

CROSS REFERENCE TO RELATED APPLICATIONS

[0001] This application claims the benefit under 35 U.S.C. § 119(e) of United States Provisional
Application 61/831,909 filed June 6, 2013 and is hereby incorporated by reference in its entirety.

BACKGROUND

[0002] The present invention relates generally to pharmaceutical formulations of [(4-hydroxy-1-methyl-7-

phenoxy-isoquinocline-3-carbonyl)-amino]-acetic acid.

[0003] [(4-Hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid (alternatively
referred to herein as Compound A) is a potent inhibitor of hypoxia inducible factor (HIF) prolyl
hydroxylase, as described in U.S. Patent No. 7,323,475. HIF prolyl hydroxylase inhibitors are useful for
increasing the stability and/or activity of HIF, and useful for, inter alia, treating and preventing disorders

associated with HIF, including anemia, and ischemia- and hypoxia-related disorders.

[0004] It has recently been discovered that Compound A undergoes decomposition after exposure to
light. Heretofore, pharmaceutical formulations of Compound A which provide the necessary photostability

of the compound have not yet been taught.
SUMMARY

[0005] The present disclosure fulfills the need of providing photostability of Compound A and others by
providing a pharmaceutical formulation comprising [(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-
carbonyl)—amino]—acetic acid, a pharmaceutically acceptable excipient and an effective amount of a
photostabilizing agent. In one embodiment, the pharmaceutical formulation comprises less than about 0.2%
w/w (based on the amount of active pharmaceutical ingredient (“API”)) photodegradation product of [ (4-
hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid. In another embodiment, the

photostabilizing agent blocks light at a wavelength range of between about 200 and about 550 nm.
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In one embodiment, the photostabilizing agent comprises titanium dioxide and at least one

[0006]
additional dye. In one embodiment, the photostabilizing agent blocks light at a wavelength range of

la



between about 200 and about 550 nm. In one embodiment, the dye is selected from the group consisting of
a black dye, a blue dye, a green dye, a red dye, an orange dye, a yellow dye, and combinations thereof. In
another embodiment, the dye is selected from the group consisting of a red dye, an orange dye, a yellow

dye, and combinations thereof.

[0007] In one embodiment, the dye is selected from the group consisting of Allura Red AC, Allura Red
AC aluminum lake, iron oxide red, iron oxide yellow, Sunset Yellow FCF, Sunset Yellow FCF aluminum

lake, Indigotine, Indigotine aluminum lake, and combinations thereof.

[0008] In one embodiment, the pharmaceutical formulation comprises from about 20 mg to about 200
mg of [(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid. In another
embodiment, the pharmaceutical formulation comprises about 20 mg, about 50 mg, or about 100 mg of

[{(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid.

[0009] In one embodiment, a solid dosage form comprises the pharmaceutical formulation and the solid
dosage form is selected from a capsule, tablet, bead, granule, pellet, lozenge, pill, or gum. In another

embodiment, the solid dosage form is a tablet. In another embodiment, the solid dosage form is a capsule.
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[0010] In enotheraspectan embodiment, there is provided a tablet comprising [(4-hydroxy-1-methyl-7-
phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid, a pharmaceutically acceptable excipient and an
effective amount of a photostabilizing agent. In one embodiment, the tablet comprises a tablet core and a
coating. In some embodiments, the photostabilizing agent is blended into the tablet or the tablet core. In
other embodiments, the tablet core comprises [(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-
amino]-acetic acid and the pharmaceutically acceptable excipient, and the coating comprises the

photostabilizing agent.

[0010al In an aspect, there is provided a tablet comprising [(4-hvdroxy-1-methvi-7-phenoxv-isoauinoline-

-

3-carbonvil-aminol-acetic acid, at least one pharmaceuntically accentable excipient, and an effective

amount of at least one pholostabilizing agent, wherein the nhotostabilizing avent comprises (ifaninm

dioxide and at least one additional dve selected from the groun consistine of Allura Red AC, Allurs Red

AC algminum Jake, iron oxide red, iron oxide vellow, Sunset Yellow FCF. Sunset Yellow FCF aluminum

lake. Indigotine, and Indigotine aluminum lake. or anv combination thereof,

2-



[0011] In one embodiment, the coating is present in the tablet in an amount that is from about 3% to
about 8% w/w based on the weight of the tablet core. In another embodiment, the tablet core comprises
from about 22% to about 28% w/w [(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-
acetic acid (based on the weight of the tablet core). In yet another embodiment, the pharmaceutically
acceptable excipient comprises lactose monohydrate, microcrystalline cellulose, povidone, croscarmellose

sodium, and magnesium stearate.

[0011a] In another aspect, there is provided a tablet comprising a tablet core and a coating, wherein the
tablet core comprises [(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid and a
pharmaceutically acceptable excipient, and the coating comprises an effective amount of a
photostabilizing agent, wherein the coating is present in an amount from about 3% to about 8% w/w

(based on the weight of the tablet core), wherein the photostabilizing agent comprises titaniwm dioxide

and at least one addifional dve selected from the group consisting of Altura Red AC, Allura Red AC

aluminum lake, ron oxide red, iron oxade vellow, Sunset Yellow FCF, Sunset Yellow FCF aluminum

lake, Indigotine, and Indigotine aluminum lake, or anv combination thereof.

[0012] In one embodiment, the coating comprises from about 0.1% to about 50% w/w photostabilizing

agent (based on coating weight). In some embodiments, the photostabilizing agent
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comprises titanium dioxide and at least one additional dye selected from the group consisting of Allura
Red AC, Allura Red AC aluminum lake, iron oxide red, iron oxide yellow; Sunset Yellow FCF, Sunset
Yellow FCF aluminum lake, Indigotine, Indigotine aluminum lake, and combinations thereof. In another

embodiment, the photostabilizing agent comprises titanium dioxide and Allura Red AC aluminum lake.

[0013] In arethesaspestan embodiinent, there is provided a capsule comprising [(4-hydroxy-1-methyl-
7-phenoxy-isoquinoline-3-carbonyl)-amino}-acetic acid, a pharmaceutically acceptable excipient and an
effective amount of a photostabilizing agent. In one embodiment, the capsule comprises a capsule fill and
a capsule shell. In one embodiment, the capsule fill comprises [(4-hydroxy-1-methyl-7-phenoxy-
isoquinoline-3-carbonyl)-amino]-acetic acid and the pharmaceutically acceptable excipient, and the

capsule shell comprises the photostabilizing agent.

00131 Inan aspect, there 1s provided a capsule comprising [(d-hvdroxy-1-methvl-7-phenoxv-

isoguinoline-3-carbonvii-aminol-acetic acid, a nharmaceutically accentable excinient and an effective

amount of g photostabilizing avent, wherein the vhotostabilizing avent comorises titanium dioxide and al

least one additional dyve selected from the sroup consisting of Allura Red AC, iron oxide red, and iron

oxide vellow, or anv combination thereof,

[0014] In one embodiment, the.capsule fill comprises from about 12% to about 15% w/w [(4-hydroxy-1-
methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid (based on the weight of the capsule fill).
In another embodiment, the pharmaceutically acceptable excipient comprises lactose monohydrate,

microcrystalline cellulose, povidone, croscarmellose sodium, and magnesium stearate.

[0014a] In another aspect, there is provided a capsule comprising a capsule fill and a capsule shell,
wherein the capsule fill comprises from about 12% to about 15% w/w [(4-hydroxy-1-methyl-7-phenoxy-
1soquinoline-3-carbonyl)-amino]-acetic acid (based on the weight of the capsule fill) and a
pharmaceutically acceptable excipient, and wherein the capsule shell comprises an effective amount of a

photostabilizing agent. wherein the photostabilizine agent comprises titanium dioxide and at least one

additional dve selected {from the eroup consistine of Allura Red AC, iron oxide red. and iron oxide

vellow, or anv combination thereol.

[0015] In one embodiment, the capsule shell comprises the photostabilizing agent in an amount of from

about 1.8% to about 6% w/w (based on the weight of the capsule shell). In some embodiments, the
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photostabilizing agent comprises titanium dioxide and at least one additional dye selected from the group

consisting of Allura Red AC, iron oxide red, iron oxide yellow, and combinations thereof.

[0016] In a separate embodiment, a method of inhibiting the photodegradation of [(4-hydroxy-1-methyl-
7-phenoxy-isoquineline-3-carbonyl)-amino]-acetic acid is provided. The method comprises formulating
[(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-aminoJ-acetic acid with an effective amount
of a photostabilizing agent. In another embodiment, the photostabilizing agent comprises titanium dioxide

and at least one additional dye.
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[06017] In yet another embodiment, a method for treating, pretreating, or delaying onset or progression
of a condition mediated at least in part by hypoxia inducible factor (HIF) is provided. The method
comprises administering to a patient in need thereof, a pharmaceutical formulation, a tablet, or a capsule

as described herein.

[0017a] In another aspect, there is provided the use of-a-phmeacentical-formulation-as-delined-above, a

tablet as defined above, or a capsule as defined above in the manufacture of a medicament for treating,

pretreating, or delaying onset or progression of a condition-mediated-atleast-in-part-by-bypoxiadndusible

o o

faetor-t4HY selected from the oroup consisting of acute ischemia, myocardial infarction, pulmonary

embolism, intestinal infarction, ischemic siroke, renal ischemic-reperfusion injury. chronic ischemia,

cardiac cirrhosis, macular deveneration, pulmonary embolism. acute respiratory failure, neonatal

respiratory distress svndrome. conegestive heart failure, trauma, indury, hypertension, diabetes. occlusive

arterial disease, chronic venous insufficiency. Ravnaud's disease, chronic skin ulcers, cirhosis,

congestive heart failure, systemic sclerosis, development of tissue damage associated with ischemia or

hyvpoxia, inflammatory bowel disease. coliris, ulcerative colitis, and Crohin's disease.
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[0018] In still yet another embodiment, a method for treating, pretreating, or delaying onset or
progression of anemia is provided. The method comprises administering to a patient in need thereof, a

pharmaceutical formulation, a tablet, or a capsule as described herein.

[0018a] In another aspect, there is provided the use of a-pharmasevteatformulation-as-defined-above-a
tablet as defined above, or a capsule as defined above in the manufacture of a medicament for treating,

pretreating, or delaying onset or progression of anemia.

BRIEF DESCRIPTION OF THE DRAWINGS

10019] FIG. 1 illustrates the HPLC chromatograms of Compound A powders before and after exposure
to sunlight. See Example 1 for details.

[0020] FIG. 2A and 2B illustrates the amount of photodegradation product in tablets containing either
20 mg (FIG. 2A) or 100 mg (FIG. 2B) of Compound A upon light exposure. The tablets are coated with a
coating formula contaiming Allura Red AC/Indigotine /titanium dioxide (labeled as Allura Red
AC/Indigotine in figures), Allura Red AC/titantum dioxide (labeled as Allura Red AC in figures), or red

iron oxide/titanium dioxide (labeled as Red Iron Oxide in figures). See Example 2 for details.

[0021] FIG. 3A and 3B illustrates the amount of photodegradation product in tablets containing either
20 mg (FIG. 3A) or 100 mg (FIG. 3B) of Compound A upon light exposure. The tablets are coated with a

variety of pink/peach coating formulas, See Example 2 for details.

[0022] FIG. 4 demonstrates the amount of photodegradation product in capsules covered with gelatin

films containing various photostabilizing agents upon light exposure. See Example 3 for details.

DETAILED DESCRIPTION
Definitions

[0023] As used herein, the following terms have the following meanings.
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WHAT IS CLAIMED IS:

+9:1, A tablet comprising [(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino}-acetic

acid, at least one pharmaceutically acceptable excipient, and an effective amount of at least one

photostabilizing agent, wherein the photostabilizing agent comprises titanium dioxide and at least one

additional dve selected from the group consisting of Allura Red AC, Allura Red AC aluminum lake,

iron oxide red, iron oxide vellow, Sunset Yellow FCF, Sunset Yellow FCEF aluminum lake, Indigotine

and Indigotine aluminum lake. or any combination thereof.

26:2, The tablet of claim +9], comprising a tablet core and a coating,

243, The tablet of claim +9-1 or 262, wherein the photostabilizing agent is blended into the tablet or the

tablet core.

22-4. The tablet of claim 202, wherein the tablet core comprises [(4-hydroxy-1-methyl-7-phenoxy-
isoquinoline-3-carbonyl)-amino]-acetic acid and the pharmaceutically acceptable excipient, and the

coating comprises the photostabilizing agent.
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Jake-Indigetine-Indigotine-aluminumlake-and-combinations-thereot-

245, The tablet of claim 2#1 or 4, wherein the photostabilizing agent comprises titanium dioxide and
Allura Red AC aluminum lake.



25.6, The tablet of claim 224, wherein the photostabilizing agent comprises at least about 0.1 mg/cm?

titanium dioxide and at least one additional dye selected from the group consisting of:

at least about 0,1 mg/em® Allura Red AC;

at least about 0.1 mg/cm® Allura Red AC in aluminum lake;

at least about 0.004 mg/cm? iron oxide red;

at least about 0.009 mg/cm? iron oxide yellow;

at least about 0.01 mg/cm’ Sunset Yellow FCF; and

at least about 0.01 mg/cm® Sunset Yellow FCF in aluminum lake;

wherein the amount of photostabilizing agent is based on surface area of the tablet core.

26.7. _The tablet of claim 224, wherein the photostabilizing agent comprises, from about 0.1 to about 2

rng/cm2 titanium dioxide and at least one additional dye selected from the group consisting of:

from about 0.1 to about 0.4 mg/em” Allura Red AC;

from about 0.1 to about 0.4 mg/cm” Allura Red AC in aluminum lake;
from about 0.004 to about 0.4 mg/cm’ iron oxide red;

from about 0.009 to about 0.2 mg/cm? iron oxide yellow;

from about 0.01 to 0.03 mg/cm’® Sunset Yellow FCF; and

from about 0.01 to 0.03 mg/cm” Sunset Yellow FCF in aluminum lake;

wherein the amount of photostabilizing agent is based on surface area of the tablet core.

27-8. A tablet comprising a tablet core and a coating, wherein the tablet core comprises [(4-hydroxy-1-
methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid and a pharmaceutically acceptable
excipient, and the coating comprises an effective amount of a photostabilizing agent, wherein the
coating is present in an amount from about 3% to about 8% w/w (based on the weight of the tablet

core), wherein the photostabilizing agent comprises titanium dioxide and at least one additional dye

selected from the group consisting of Allura Red AC, Allura Red AC aluminum lake, iron oxide red.,

iron oxide vellow. Sunset Yellow FCF. Sunset Yellow FCF aluminum lake, Indigotine, and Indigotine

aluminum lake, or any combination thereof.

28:9. The tablet of claim 278, wherein the tablet core comprises from about 22% to about 28% w/w [(4-
hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid (based on the weight of the

tablet core) and a pharmaceutically acceptable excipient.

’ 29:10, The tablet of claim 289, wherein the pharmaceutically acceptable excipient comprises lactose

monohydrate, microcrystalline cellulose, povidone, croscarmellose sodium, and magnesium stearate.

l #6-11. The tablet of claim 28-9 or 2210, wherein the tablet core comprises from about 20 mg to about
200 mg [(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid.
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34-12. The tablet of claim 301 1, wherein the tablet core comprises about 20 mg, about 50 mg or about
100 mg {(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-aminoJ-acetic acid.
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33-13. The tablet of claim 328, wherein the photostabilizing agent comprises titanium dioxide and Allura
Red AC aluminum lake,

34-14. The tablet of claim 33§, wherein the coating comprises from about 0.1 to about 0.4 mg/cm2
titanium dioxide and from about 0.1 to about 0.4 mg/em® Allura Red AC in aluminum lake wherein the
amount of titanium dioxide and Allura Red AC in aluminum lake is based on surface area of the tablet

core.

35:15. The tablet of claim 27§, wherein the tablet core comprises about 20 mg, about 50 mg or about 100
mg of [(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-aminol-acetic acid, lactose
monohydrate, microcrystalline cellulose, povidone, croscarmellose sodium, and magnesium stearate;
and wherein the photostabilizing agent comprises 0.1 to about 0.4 mg/cm’ titanium dioxide and from
about 0.1 to about 0.4 mg/cm’® Allura Red AC in aluminum lake wherein the amount of titanium

dioxide and Allura Red AC in aluminum lake is based on surface area of the tablet core.

36-16. A capsule comprising [(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic

acid, a pharmaceutically acceptable excipient and an effective amount of a photostabilizing agent,

wherein the photostabilizing agent comprises titanium dioxide and at least one additional dve selected

from the group consisting of Allura Red AC. iron oxide red, and iron oxide vellow. or anv combination

thereof.

3+17. The capsule of claim 3616, comprising a capsule fill and a capsule shell, wherein the capsule fill
comprises [(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]j-acetic acid and the
pharmaceutically acceptable excipient, and the capsule shell comprises the photostabilizing agent.
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39:18. The capsule of claim 3817, wherein the photostabilizing agent comprises iron oxide red and

titanium dioxide.

- 434 -



49-19. The capsule of claim 28] 7, wherein the photostabilizing agent comprises Allura Red AC, iron

oxide yellow, and titanium dioxide.

41-20. The capsule of claim 2817, wherein the photostabilizing agent comprises iron oxide red, Allura

Red AC, iron oxide yellow, and titanium dioxide.

4:2:21. The capsule of claim 2&] 7, wherein the photostabilizing agent comprises iron oxide red, iron

oxide yellow, and titanium dioxide.

42.22. The capsule of claim #&17, wherein the photostabilizing agent comprises iron oxide yellow and

titanium dioxide.

44:23. The capsule of claim 3717, wherein the capsule shell comprises from about 1.8% to about 6%

w/w photostabilizing agent (based on the weight of the capsule shell).

4524, The capsule of claim 3417, wherein the capsule shell comprises from about 2% to about 3.5%

w/w photostabilizing agent (based on the weight of the capsule shell).
46:25. The capsule of claim 3717, wherein the capsule shell is a gelatin shell.

47:26. A capsule comprising a capsule fill and a capsule shell, wherein the capsule fill comprises from
about 12% to about 15% w/w [(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-
acetic acid (based on the weight of the capsule fill) and a pharmaceutically acceptable excipient, and

wherein the capsule shell comprises an effective amount of a photostabilizing agent, wherein the

photostabilizing agent comprises titanium dioxide and at least one additional dve selected from the

group consisting of Allura Red AC, iron oxide red. and iron oxide vellow, or any combination thereof.

48-27. The capsule of claim 4726, wherein the pharmaceutically acceptable excipient comprises lactose

monohydrate, microcrystalline cellulose, povidone, croscarmellose sodium, and magnesium stearate.

49:28. The capsule of claim 4726 or 4827, wherein the capsule fill comprises about 20 mg or about 50

mg [(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid.

50.29, The capsuie of claim 4726, wherein the capsule shell comprises from about 2% w/w to about

3.5% w/w photostabilizing agent (based on the weight of the capsule shell).

$4-30. The capsule of claim 4726, wherein the capsule fill comprises about 20 mg or about 50 mg [(4-
hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid, and pharmaceutically
acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone,
croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell
comprising about 2% w/w iron oxide red and about 0.9% w/w titanium dioxide (based on the weight of

the capsule shell).
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£2.31. The capsule of claim 4726, wherein the capsule fill comprises about 20 mg or about 50 mg [(4-
hydroxy-1-methy!-7-phenoxy-isoquinoline-3-carbonyl)-aminol-acetic acid, and pharmaceutically
acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone,
croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell
comprising about 0.3% w/w Allura Red AC, about 1% w/w iron oxide yellow, and about 1% w/w

titanium dioxide (based on the weight of the capsule shell).

53.32. The capsule of claim 4726, wherein the capsule fill comprises about 20 mg or about 50 mg {(4-
hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-aminoj-acetic acid, and pharmaceutically
acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone,
croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell
comprising about 0.7% w/w iron oxide red, about 0.3% w/w Allura.Red AC, about 1% w/w iron oxide

yellow, and about 1% w/w titanium dioxide (based on the weight of the capsule shell).

£4.33. The capsule of claim 4726, wherein the capsule fill comprises about 20 mg or about 50 mg [(4-
hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid, and pharmaceutically
acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone,
croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell
comprising about 1% w/w iron oxide red, about 1% w/w iron oxide yellow, and about 1% w/w

titanium dioxide (based on the weight of the capsule shell).

5534, The capsule of claim 4726, wherein the capsule fill comprises about 20 mg or about 50 mg [(4-
hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino}-acetic acid, and pharmaceutically
acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone,
croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell
comprising about 1% w/w Allura Red AC, about 1% w/w iron oxide yellow, and about 1% w/w

titanium dioxide (based on the weight of the capsule shell).

£6:35, The capsule of claim 4726, wherein the capsule fill comprises about 20 mg or about 50 mg [(4-
hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino}-acetic acid, and pharmaceutically
acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone,
croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell
comprising about 2% w/w iron oxide red, and about 1% w/w titanium dioxide (based on the weight of

the capsule shell).

I £7.36. The capsule of claim 4726, wherein the capsule fill comprises about 20 mg or about 50 mg [(4-

hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid, and pharmaceutically
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acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone,
croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell

comprising about 2% w/w iron oxide yellow, and about 1% w/w titanium dioxide (based on the weight

of the capsule shell).
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60:37. Use of a-pharmaceuticat-formulation-olany-one-abelaims-1-15:-a tablet of any one of claims +5-
251-12 or 13-15, or a capsule of any one of claims 26-5716-17 or 18-36 in the manufacture of a
medicament for treating, pretreating, or delaying onset or progression of a condition-mediated-at-least
in-part-by-hyposta-tadueible-faster S selected from the group consisting of acute ischemia,

myocardial infarction, pulmonary embolism, intestinal infarction, ischemic stroke. renal ischemic-

reperfusion injury, chronic ischemia, cardiac citrhosis. macular degeneration, pulmonary embolism,

acute respiratory failure, neonatal respiratory distress syndrome. congestive heart failure, trauma

injury, hvpertension, diabetes, occlusive arterial disease, chronic venous insufficiency, Ravnaud's

disease, chronic skin ulcers. cirrhosis, congestive heart failure, systemic sclerosis, development of

tissue damage associated with ischemia or hvpoxia, inflammatory bowel disease, colitis, ulcerative

colitis, and Crohn's disease.
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&4+:38. Use of a-phasmaceutical-formulation-of anv-one-ofelaimet-15-4 tablet of any one of claims 49~
351-12 or 13-15, or a capsule of any one of claims 6-57]16-17 or 18-36 in the manufacture of a

medicament for treating, pretreating, or delaying onset or progression of anemia.
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