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teases, or proteasomes.



WO 2010/065118 A1 I W00 00 N0 0 A RO

MC, MK, MT, NL, NO, PL, PT, RO, SE, SI, SK, SM, Published:
TR), OAPI (BF, BJ, CF, CG, CIL, CM, GA, GN, GQ, GW,

ML, MR, NE, SN, TD, TG). —  with international search report (4rt. 21(3))



10

15

20

25

30

WO 2010/065118 PCT/US2009/006356

Anti-inflammatory Compositions and Methods

Inventor(s): Roderick A. Hyde, Stephen L. Malaska,
Elizabeth A. Sweeney, Lowell L. Wood, Jr.

CROSS-REFERENCE TO RELATED APPLICATIONS

The present application is related to United States Patent Application No.
12/315,512, entitled DELIVERY DEVICES FOR MODULATING
INFLAMMATION, naming Roderick A. Hyde, Stephen L. Malaska,
Elizabeth A. Sweeney and Lowell L. Wood, Jr. as inventors, filed 2 December
2008.

The present application is related to United States Patent Application No.
12/315,513, entitled SYSTEMS FOR MODULATING INFLAMMATION,
naming Roderick A. Hyde, Stephen L. Malaska, Elizabeth A. Sweeney and
Lowell L. Wood, Jr. as inventors, filed 2 December 2008.

The present application is related to United States Patent Application No.
12/315,515, entitled ANTIFINFLAMMATORY COMPOSITIONS AND
METHODS, naming Roderick A. Hyde, Stephen L. Malaska, Elizabeth A.
Sweeney and Lowell L. Wood, Jr. as inventors, filed 2 December 2008.

The present application is related to United States Patent Application No.
12/315,510, entitled DELIVERY DEVICES FOR MODULATING
INFLAMMATION, naming Roderick A. Hyde, Stephen L. Malaska,
Elizabeth A. Sweeney and Lowell L. Wood, Jr. as inventors, filed 2 December
2008.

The present application is related to United States Patent Application No.
12/315,511, entitled SYSTEMS FOR MODULATING INFLAMMATION,
naming Roderick A. Hyde, Stephen L. Malaska, Elizabeth A. Sweeney and
Lowell L. Wood, Jr. as inventors, filed 2 December 2008.

The present application is related to United States Patent Application No.
12/315,507, entitled ANTI-INFLAMMATORY COMPOSITIONS AND
METHODS, naming Roderick A. Hyde, Stephen L. Malaska, Elizabeth A.
Sweeney and Lowell L. Wood, Jr. as inventors, filed 2 December 2008.
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The present application is related to United States Patent Application No.
12/315,505, entitted DELIVERY DEVICES FOR MODULATING
INFLAMMATION, naming Roderick A. Hyde, Stephen L. Malaska,
Elizabeth A. Sweeney and Lowell L. Wood, Jr. as inventors, filed 2 December
2008.

The present application is related to United States Patent Application No.
12/315,514, entitled SYSTEMS FOR MODULATING INFLAMMATION,
naming Roderick A. Hyde, Stephen L. Malaska, Elizabeth A. Sweeney and
Lowell L. Wood, Jr. as inventors, filed 2 December 2008.

The present application is related to United States Patent Application No.
12/315,509, entitled ANTI-INFLAMMATORY COMPOSITIONS AND
METHODS, naming Roderick A. Hyde, Stephen L. Malaska, Elizabeth A.
Sweeney and Lowell L. Wood, Jr. as inventors, filed 2 December 2008.

The present application is related to United States Patent Application No.
12/315,508, entitled DELIVERY DEVICES FOR MODULATING
INFLAMMATION, naming Roderick A. Hyde, Stephen L. Malaska,
Elizabeth A. Sweeney and Lowell L. Wood, Jr. as inventors, filed 2 December
2008.

The present application is related to United States Patent Application No.
12/315,506, entitled SYSTEMS FOR MODULATING INFLAMMATION,
naming Roderick A. Hyde, Stephen L. Malaska, Elizabeth A. Sweeney and
Lowell L. Wood, Jr. as inventors, filed 2 December 2008.

SUMMARY

In one aspect, a composition for modulating cellular activity is described.
In an embodiment, a composition includes at least two agents of: at least one first
agent configured to modulate the activity of one or more Toll-like receptors, at
least one second agent configured to modulate the activity of one or more Src
family kinases, or at least one third agent configured to modulate the activity of
one or more transcription factors; and at least one pharmaceutically acceptable
carrier or excipient.

In an embodiment, a composition includes at least one first agent
configured to modulate the activity of one or more Toll-like receptors, and at least

one second agent configured to modulate the activity of one or more Src family
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kinases. In an embodiment, a composition includes at least one third agent
configured to modulate one or more NF-kB molecules or other transcription
factors. In an embodiment, a composition includes at least one fourth agent
configured to modulate the activity of at least one protease or proteasome.

In an embodiment, a composition includes at least one first agent
configured to modulate the activity of one or more Toll-like receptors, and at least
one second agent configured to modulate the activity of one or more NF-kB
molecules or other transcription factors. In an embodiment, a composition
includes at least one third agent configured to modulate one or more Src family
kinases. In an embodiment, a composition includes at least one fourth agent
configured to modulate the activity of at least one protease or proteasome.

In an embodiment, a composition includes at least one first agent
configured to modulate the activity of one or more NF-kB molecules or other
transcription factors, and at least one second agent configured to modulate one or
more Src family kinases. In an embodiment, a composition includes at least one
third agent configured to modulate one or more Toll-like receptors. In an
embodiment, a composition includes at least one fourth agent configured to
modulate the activity of at least one protease or proteasome.

In an embodiment, a therapeutic composition includes at least one first
agent configured to modulate the activity of one or more Toll-like receptors, at
least one second agent configured to modulate the activity of one or more Src
family kinases, and at least one third agent configured to modulate one or more
NF-kB molecules or other transcription factors. In an embodiment, a composition
includes at least one fourth agent configured to modulate the activity of at least
one protease or proteasome.

In an embodiment, the at least one first agent can be the same agent as one
or more of the at least one second agent, the at least one third agent, or the at least
one fourth agent. In an embodiment, the at least one second agent can be the same
agent as one or more of the at least one first agent, the at least one third agent, or
the at least one fourth agent. In an embodiment, the at least one third agent can be
the same agent as one or more of the at least one first agent, the at least one
second agent, or the at least one fourth agent. In an embodiment, the at least one
fourth agent can be the same agent as one or more of the at least one first agent,

the at least one second agent, or the at least one third agent.
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In an embodiment, the at least one first agent can have similar kinetic
reaction rates as one or more of the at least one second agent, the at least one third
agent, or the at least one fourth agent. In an embodiment, the at least one second
agent can have similar kinetic reaction rates as one or more of the at least one first
agent, the at least one third agent, or the at least one fourth agent. In an
embodiment, the at least one third agent can have similar kinetic reaction rates as
one or more of the at least one first agent, the at least one second agnet, or the at
least one fourth agent. In an embodiment, the at least one fourth agent can have
similar kinetic reaction rates as one or more of the at least one first agent, the at
least one second agent, or the at least one third agent.

In an embodiment, the at least one first agent can be different than one or
more of the at least one second agent, the at least one third agent, or the at least
one fourth agent. In an embodiment, the at least one second agent can be different
than one or more of the at least one first agent, the at least one third agent, or the
at least one fourth agent. In an embodiment, the at least one third agent can be
different than one or more of the at least one first agent, the at least one second
agent, or the at least one fourth agent. In an embodiment, the at least one fourth
agent can be different than one or more of the at least one first agent, the at least
one second agent, or the at least one third agent.

In an embodiment, one or more of the at least one first agent, or the at least
one second agent, or the at least one third agent, or the at least one fourth agent,
includes one or more of an organic or inorganic small molecule, nucleic acid,
amino acid, peptide, polypeptide, protein, glycoprotein, glycopeptide,
lipopolysaccharide, glycolipid, petidoglycan, proteoglycan, lipid, metalloprotein,
liposome, or carbohydrate.

In an embodiment, at least one agent modulates the activity of MyD88. In
an embodiment, at least one agent inhibits the activity of MyD88. In an
embodiment, at least one agent inhibits the activity of one or more Toll-like
receptors. In an embodiment, the Toll-like receptors include but are not limited to
Toll-like receptor 1, Toll-like receptor 2, Toll-like receptor 3, Toll-like receptor 4,
Toll-like receptor 5, Toll-like receptor 6, Toll-like receptor 7, Toll-like receptor 8,
Toll-like receptor 9, Toll-like receptor 10, Toll-like receptor 11, Toll-like receptor
12, Toll-like receptor 13, or Toll-like receptor 14. In an embodiment, at least one

agent includes at least one of M62812, chloroquine or quinine.

-4-



10

15

20

25

30

WO 2010/065118 PCT/US2009/006356

In an embodiment, at least one agent modulates the activity of one or more
Src family kinases. In an embodiment, at least one agent inhibits the activity of
one or more Src family kinases. In an embodiment, the Src family kinases include
but are not limited to, Src, Lck, Hek, Fyn, Blk, Lyn, Fgr, Yes, or Yrk. In an
embodiment, at least one agent includes at least one tyrosine kinase inhibitor
including, but not limited to, at least one of a 2-aminothiazole, an
aminoquinazoline, or an aminopyrimidine amide. In an embodiment, at least one
agent includes, but is not limited to, one or more of dasatinib, nilotinib, BMS-
268770, UR-12947, aztreonam, MZ-338, riluzole, meloxicam, pramipexole, CBS-
113-A, AZDO0530, bosutinib, INNO-406, MK-0457, cediranib, sunitinib,
bosutinib, axitinib, erlotinib, gefitinib, lapatinib, lestaurtinib, semaxanib, or
imatinib. In an embodiment, at least one agent includes, but is not limited to,
dasatinib. In at least one embodiment, the therapeutic composition includes
chloroquine or quinine and at least one of dasatinib, disulfiram, or bortezomib. In
at least one embodiment, the therapeutic composition includes chloroquine and
dasatinib. In at least one embodiment, the therapeutic composition includes
quinine and dasatinib.

In an embodiment, a therapeutic composition is described herein that
includes at least two agents, wherein at least one agent inhibits the activity of
Toll-like receptor 9, and at least one agent inhibits the activity of Hck or Lyn.

In an embodiment, the therapeutic composition further includes at least
one third agent, wherein the at least one third agent is configured to modulate the
activity of at least one transcription factor. In an embodiment, the at least one
third agent is configured to modulate the activity of at least one of NF-xB
complex, NF-kB subunit, NF-kB co-activator, or histone deacetylase. In an
embodiment, the at least one third agent inhibits the activity of at least one of NF-
kB complex, NF-kB subunit, NF-kB co-activator, or histone deacetylase.

In an embodiment, the at least one third agent includes at least one
biohydrolyzable carbamate. In an embodiment, the at least one third agent
includes at least one moiety capable of binding one or more metal ions including
iron or copper. In an embodiment, the at least third agent includes one or more of
disulfiram, ditiocarb, sulindac, sulfasalazine, or bortezomib.

In an embodiment, the therapeutic composition includes at least one fourth

agent that modulates the activity of at least one protease or proteasome. In at least
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one embodiment, the at least one fourth agent inhibits the activity of at least one
protease or at least one proteasome. In an embodiment, the at least one fourth
agent includes dichloroisocoumarin, squinavir, ritonavir, indinavir, nelfinavir,
amprenavir, lopinavir, atazanavir, fosamprenavir, tipranavir, darunavir, or
Cathepsin K. In an embodiment, the at least one protease includes one or more
cysteine proteases. In an embodiment, the at least one protease includes one or
more serine proteases. In an embodiment, the at least one protease includes one or
more of PfSUBI1, PfSUB2, DPAP1, DPAP2, DPAP3. In an embodiment, the at
least one protease inhibits the activity of one or more of SERA1, SERA2, SERA3,
SERA4, SERAS, SERA6, SERA7, or SERAS. In an embodiment, the at least one
proteasome includes 26S Proteasome.

In an embodiment, the therapeutic composition is configured to modulate
the production of at least one cytokine. In an embodiment, the therapeutic
composition inhibits the production of at least one cytokine. In an embodiment,
the at least one cytokine includes one or more members of the a-helix bundle
cytokine family. In an embodiment, the at least one cytokine includes one or
more of IL-1, IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-9, IL-10, IL-12, IL-13,
IL-14, IL-15, IL-16, IL-17, IL-18, IL-19, IL-20, IL-21, IL-22, IL-23, IL-24, IL-25,
IL-26, IL-27, IL-28, IL-29, IL-30, IL-31, IL-32, IL-33, IL-34, IL-35, IL-36, IL-37,
1L-38, IL-39, [L-40, IL-41, IL-42, IFN-y, IFN-a, IFN-, or TNF-a.

In an embodiment, the at least one cytokine includes one or more
chemokines. In an embodiment, the at least one chemokine includes, but is not
limited to, at least one of a CC chemokine, CXC chemokine, C chemokine, or
CX3C chemokine. In an embodiment, the one or more chemokines includes, but
is not limited to, CCL1, CCL2, CCL3, CCL4, CCLS, CCL6, CCL7, CCLS,
CCL9/CCL10, CCL11, CCL12, CCL13, CCL14, CCL15, CCL16, CCL17,
CCL18, CCL19, CCL20, CCL21, CCL22, CCL23, CCL24, CCL25, CCL26,
CCL27, CCL28, CCL29, CXCL1, CXCL2, CXCL3, CXCL4, CXCLS5, CXCLS,
CXCL7, CXCL8, CXCL9, CXCL10,CXCL11, CXCL12,CXCL13, CXCL14,
CXCL15, CXCL16, CXCL17, CXCL18, CXCL19, CXCL20, CXCL21, CXCL22,
XCL1, XCL2, XCL3, XCL4, XCL5, CX3CL1, CX3CL2, or CX3CL3.

In an embodiment, the therapeutic composition further includes at least
one of sulfadoxine-pyrimethamine, mefloquine, doxycyline, atovaquone-

proguanil, artemether, arteether, artelinic acid, artemotil, dikydroartemisin,
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dihydroartemisin-piperaquine, amodiaquine, lumefantrine, artesunate, artemisinin,
or primaquine.

In an embodiment, the therapeutic composition includes at least one
pharmaceutically-acceptable carrier or excipient. In an embodiment, the
therapeutic composition includes a time-release formulation. In an embodiment,
the therapeutic composition includes at least one solid, liquid or gas. In an
embodiment, the therapeutic composition includes at least one of an aerosol, gel,
sol, ointment, solution, suspension, capsule, tablet, suppository, cream, device,
paste, liniment, lotion, ampule, elixir, emulsion, microemulsion, spray,
suspension, powder, syrup, tincture, detection material, polymer, biopolymer,
buffer, adjuvant, diluent, lubricant, disintegration agent, suspending agent,
solvent, colorant, glidant, anti-adherent, anti-static agent, surfactant, plasticizer,
emulsifying agent, flavor, gum, sweetener, coating, binder, filler, compression aid,
encapsulation aid, preservative, granulation agent, spheronization agent, stabilizer,
adhesive, pigment, sorbent, or nanoparticle. In an embodiment, the therapeutic
composition is formulated for delivery to a subject by at least one of peroral
delivery, oral delivery, topical delivery, transdermal delivery, epidermal delivery,
intravitreal delivery, transmucosal delivery, inhalation, surgical delivery, or
injection delivery.

In an embodiment, the therapeutic composition includes at least one of
M62812, chloroquine or quinine; and at least one of dasatinib, nilotinib, BMS-
268770, UR-12947, aztreonam, MZ-338, riluzole, meloxicam, pramipexole, CBS-
113-A, AZD0530, bosutinib, INNO-406, MK-0457, cediranib, sunitinib,
bosutinib, axitinib, erlotinib, gefitinib, lapatinib, lestaurtinib, semaxanib, or
imatinib. In this or another embodiment, the therapeutic composition includes at
least one pharmaceutically-acceptable carrier or excipient.

In an embodiment, the therapeutic composition includes at least one of
M62812, chloroquine or quinine; and at least one of disulfiram, ditiocarb,
sulindac, sulfasalazine, or bortezomib.

In an embodiment, the therapeutic composition includes at least one of
disulfiram, ditiocarb, sulindac, sulfasalazine, or bortezomib; and at least one of
dasatinib, nilotinib, BMS-268770, UR-12947, aztreonam, MZ-338, riluzole,
meloxicam, pramipexole, CBS-113-A, cediranib, sunitinib, bosutinib, axitinib,

erlotinib, gefitinib, lapatinib, lestaurtinib, semaxanib or imatinib.
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In an embodiment, the therapeutic composition includes chloroquine or
quinine; and disulfiram. In at least one embodiment, the therapeutic composition
includes at least one pharmaceutically-acceptable carrier or excipient.

One aspect relates to methods including, but not limited to, modulating
cellular activities. In an embodiment, the amount of one or more therapeutic
agents or therapeutic compositions described herein and utilized in a method
described herein are selected based on one or more attributes of the subject. In an
embodiment, the one or more attributes of the subject include phenotypic or
genotypic attributes. In an embodiment, the one or more attributes of the subject
include one or more of a physiological condition, genetic or proteomic profile,
genetic or proteomic characteristic, response to previous treatment, weight, height,
medical diagnosis, familial background, results of one or more medical tests,
ethnic background, body mass index, age, presence or absence of at least one
disease or condition, species, ethnicity, race, allergies, gender, presense or absence
of at least one biological, chemical, or therapeutic agent in the subject, pregnancy
status, lactation status, medical history, or blood condition.

In an embodiment, the method includes modulating at least one immune
response of one or more cells of a subject by administering to the subject an
effective amount of at least one therapeutic composition described herein.

In an embodiment, the one or more cells are located at least one of in vitro,
in vivo, in situ, in utero, or ex vivo. In an embodiment, the one or more cells are
located in a subject that is afflicted with or suspected of being afflicted with at
least one inflammatory disease or condition. In an embodiment, the at least one
inflammatory disease or condition includes, but is not limited to, one or more of a
pathogenic infection, parasitic infection, autoimmune disease, allergic reaction, or
cancer.
| In an embodiment, the parasitic infection includes, but is not limited to, at
least one infection or infestation of one or more of a phytoparasite, zooparasite,
ectoparasite, endoparasite, or one or more of parasitic cysts, larvae, or eggs. In an
embodiment, the at least one inflammatory disease or condition includes, but is
not limited to, one or more of anaphylaxis, viral infection, bacterial infection,
plasmodium infection, protozoan infection, nematode infection, or worm
infection. In an embodiment, the at least one inflammatory disease or condition

includes malaria.
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In an embodiment, the method further includes, but is not limited to,
detecting in the subject at least one level of at least one biological signaling
molecule that is associated with at least one inflammatory disease or condition. In
an embodiment, the method further includes, but is not limited to, analyzing one
or more biological tissues or fluids from the subject. In an embodiment, the one
or more biological tissues or fluids from the subject are analyzed by utilizing one
or more of thin-layer chromatography, mass spectrometry, nuclear magnetic
resonance, polymerase chain reaction, reverse transcriptase, Northern blot,
Western blot, microscopy, flow cytometry, antibody binding, enzyme-linked
immunosorbent assay, radioactive absorption or release, cell counting, or cell
sorting.

In an embodiment, the at least one biological signaling molecule includes,
but is not limited to, one or more of a nucleic acid, amino acid, peptide,
polypeptide, protein, carbohydrate, lipid, glycoprotein, glycopeptide,
lipopolysaccharide, glycolipid, metalloprotein, or proteoglycan. In an
embodiment, the at least one biological signaling molecule includes, but is not
limited to, one or more of a cytokine, chemokine, cellular receptor, intracellular
second messenger, protease, kinase, enzyme, cellular receptor ligand, transcription
factor, or hormone.

In an embodiment, the subject includes, but is not limited to, at least one
vertebrate or invertebrate. In an embodiment, the subject includes, but is not
limited to, at least one of a fish, reptile, mammal, amphibian, or bird. In an
embodiment, the subject includes, but is not limited to, at least one human. In at
least one embodiment, the method of treatment is based on a genetic or proteomic
profile of the subject. In at least one embodiment, the method of treatment is
based on one or more polymorphisms. The one or more polymorphisms can be
confirmed or presumed at the time of treatment.

An embodiment includes a method of modulating at least one immune
response of one or more cells of a subject, comprising: administering to the
subject an effective amount of at least one therapeutic composition, including
chloroquine or quinine; dasatinib; and at least one pharmaceutically-acceptable
carrier or excipient. In at least one embodiment, the method of modulating at least
one immune response of one or more cells of a subject includes administering to

the subject an effective amount of at least one therapeutic composition, including
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chloroquine or quinine; dasatinib; bortezomib; and at least one pharmaceutically-
acceptable carrier or excipient.

An embodiment relates to modulating the activity of one or more Toll-like
receptors and one or more Src family kinases in one or more cells of a subject by
administering to the subject an effective amount of at least one therapeutic
composition described herein. An embodiment relates to modulating the activity
of one or more Toll-like receptors and one or more NF-kB molecules or other
transcription factors in one or more cells of a subject by administering to the
subject an effective amount of at least one therapeutic composition described
herein.

An embodiment relates to modulating the activity of one or more NF-kB
molecules or other transcription factors and one or more Src family kinases in one
or more cells of a subject by administering to the subject an effective amount of at
least one therapeutic composition described herein.

An embodiment relates to modulating the activity of one or more Toll-like
receptors, one or more Src family kinases, and one or more NF-kB molecules or
other transcription factors in one or more cells of a subject by administering to the
subject an effective amount of at least one therapeutic composition described
herein.

In an embodiment, the one or more cells are located at least one of in vitro,
in vivo, in situ, in utero, or ex vivo. In an embodiment, the one or more cells are
located in a subject that is afflicted with or suspected of being afflicted with at
least one inflammatory disease or condition. In an embodiment, the at least one
inflammatory disease or condition includes, but is not limited to, one or more of a
pathogenic infection, parasitic infection, autoimmune disease, allergic reaction, or
cancer.

In an embodiment, the parasitic infection includes, but is not limited to, at
least one infection or infestation of one or more of a phytoparasite, zooparasite,
ectoparasite, endoparasite, or one or more of parasitic cysts, larvae, or eggs. In an
embodiment, the at least one inflammatory disease or condition includes, but is
not limited to, one or more of anaphylaxis, viral infection, bacterial infection,
plasmodium infection, protozoan infection, nematode infection, or worm
infection. In an embodiment, the at least one inflammatory disease or condition

includes malaria.
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In an embodiment, a method of treating a subject afflicted with or
suspected of being afflicted with at least one inflammatory disease or condition,
includes administering to a subject an effective amount of at least one therapeutic
composition, including at least one of chloroquine, M62812, or quinine; at least
one of disulfiram, ditiocarb, sulindac, salfasalazine, or bortezomib; and at least
one pharmaceutically-acceptable carrier or excipient.

In an embodiment, a method of treating a subject afflicted with or
suspected of being afflicted with malaria, includes administering to a subject an
effective amount of at least one therapeutic composition, including at least one of
chloroquine, M62812, or quinine; at least one of disulfiram, ditiocarb, sulindac,
salfasalazine, or bortezomib; and at least one pharmaceutically-acceptable carrier
or excipient.

In an embodiment, the method further includes, but is not limited to,
detecting in the subject at least one level of at least one biological signaling
molecule that is associated with at least one inflammatory disease or condition. In
an embodiment, the method further includes, but is not limited to, analyzing one
or more biological tissues or fluids from the subject. In an embodiment, the one
or more biological tissues or fluids from the subject are analyzed by utilizing one
or more of thin-layer chromatography, mass spectrometry, nuclear magnetic
resonance, polymerase chain reaction, reverse transcriptase, Northern blot,
Western blot, microscopy, flow cytometry, antibody binding, enzyme-linked
immunosorbent assay, radioactive absorption or release, cell counting, or cell
sorting.

In an embodiment, the at least one biological signaling molecule includes,
but is not limited to, one or more of a nucleic acid, amino acid, peptide,
polypeptide, protein, carbohydrate, lipid, glycoprotein, glycopeptide, glycolipid,
metalloprotein, or proteoglycan. In an embodiment, the at least one biological
signaling molecule includes, but is not limited to, one or more of a cytokine,
chemokine, cellular receptor, intracellular second messenger, protease, kinase,
enzyme, cellular receptor ligand, transcription factor, or hormone. In at least one
embodiment, the at least one therapeutic composition includes a time-release
formulation. An embodiment includes a method of modulating the activity of one
or more Toll-like receptors and one or more Src family kinases in one or more

cells of a subject, including administering to the subject an effective amount of at
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least one therapeutic composition, including at least one of chloroquine or
quinine, dasatnib; and at least one pharmaceutically-acceptable carrier or
excipient.

In an embodiment, the subject includes, but is not limited to, at least one
vertebrate or invertebrate. In an embodiment, the subject includes, but is not
limited to, at least one of a fish, reptile, mammal, amphibian, or bird. In an
embodiment, the subject includes, but is not limited to, at least one human.

In an embodiment, the method includes, but is not limited to, treating a
subject afflicted with at least one inflammatory disease or condition by
administering to the subject an effective amount of at least one therapeutic
composition including at least one of chloroquine or quinine; and at least one of
dasatinib, nilotinib, BMS-268770, UR-12947, aztreonam, MZ-338, riluzole,
meloxicam, pramipexole, CBS-113-A, cediranib, sunitinib, bosutinib, axitinib,
erlotinib, gefitinib, lapatinib, lestaurtinib, semaxanib or imatinib. In an
embodiment, the at least one therapeutic composition includes Cathepsin K or
dichloroisocoumarin. In an embodiment, the at least one therapeutic composition
includes at least one of sulfadoxine-pyrimethamine, mefloquine, doxycycline,
atovaquone-proguanil, artemether, arteether, artelinic acid, artemotil,
dihydroartemisin, dihydroartemisin-piperaquine, amodiaquine, lumefantrine,
artesunate, artemisinin, or primaquine. In an embodiment, the at least one
therapeutic composition may include at least one pharmaceutically-acceptable
carrier or excipient.

In an embodiment, the method includes, but is not limited to, treating a
subject afflicted with at least one inflammatory disease or condition by
administering to the subject an effective amount of at least one therapeutic
composition including at least one of chloroquine or quinine and at least one of
disulfiram, ditiocarb, or bortezomib. In an embodiment, the at least one
therapeutic composition includes Cathepsin K or dichloroisocoumarin. In an
embodiment, the at least one therapeutic composition includes at least one of
sulfadoxine-pyrimethamine, mefloquine, doxycycline, atovaquone-proguanil,
artemether, arteether, artelinic acid, artemotil, dihydroartemisin, dihydroartemisin-
piperaquine, amodiaquine, lumefantrine, artesunate, artemisinin, or primaquine.
In an embodiment, the at least one therapeutic composition may include at least

one pharmaceutically-acceptable carrier or excipient. In an embodiment, the
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method includes treating a subject afflicted with or suspected of being afflicted
with at least one inflammatory disease or condition, including administering to the
subject an effective amount of at least one therapeutic composition, including
chloroquine; dasatinib; and at least one pharmaceutically-acceptable carrier or
excipient.

In an embodiment, the method includes, but is not limited to, treating a
subject afflicted with at least one inflammatory disease or condition by
administering to the subject an effective amount of at least one therapeutic
composition including at least one of dasatinib, nilotinib, BMS-268770, UR-
12947, aztreonam, MZ-338, riluzole, meloxicam, pramipexole, CBS-113-A,
cediranib, sunitinib, bosutinib, axitinib, erlotinib, gefitinib, lapatinib, lestaurtinib,
semaxanib or imatinib; and at least one of disulfiram, ditiocarb, or bortezomib. In
an embodiment, the at least one therapeutic composition includes Cathepsin K or
dichloroisocoumarin. In an embodiment, the at least one therapeutic composition
includes at least one of sulfadoxine-pyrimethamine, mefloquine, doxycycline,
atovaquone-proguanil, artemether, arteether, artelinic acid, artemotil,
dihydroartemisin, dihydroartemisin-piperaquine, amodiaquine, lumefantrine,
artesunate, artemisinin, or primaquine. In an embodiment, the at least one
therapeutic composition may include at least one pharmaceutically-acceptable
carrier or excipient.

In an embodiment, the method includes, but is not limited to, treating a
subject afflicted with at least one inflammatory disease or condition by
administering to the subject an effective amount of at least one therapeutic
composition including at least one of chloroquine or quinine; at least one of
dasatinib, nilotinib, BMS-268770, UR-12947, aztreonam, MZ-338, riluzole,
meloxicam, pramipexole, CBS-113-A, cediranib, sunitinib, bosutinib, axitinib,
erlotinib, gefitinib, lapatinib, lestaurtinib, semaxanib or imatinib; and at least one
of disulfiram, ditiocarb, or bortezomib. In an embodiment, the at least one
therapeutic composition includes Cathepsin K or dichloroisocoumarin. In an
embodiment, the at least one therapeutic composition includes at least one of
sulfadoxine-pyrimethamine, mefloquine, doxycycline, atovaquone-proguanil,
artemether, arteether, artelinic acid, artemotil, dihydroartemisin, dihydroartemisin-

piperaquine, amodiaquine, lumefantrine, artesunate, artemisinin, or primaquine.
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In an embodiment, the at least one therapeutic composition may include at least
one pharmaceutically-acceptable carrier or excipient.

In an embodiment, the method includes, but is not limited to, treating a
subject afflicted with or suspected of being afflicted with malaria by administering
to the subject an effective amount of at least one therapeutic composition
including at least one of chloroquine or quinine; and at least one of dasatinib,
nilotinib, BMS-268770, UR-12947, aztreonam, MZ-338, riluzole, meloxicam,
pramipexole, CBS-113-A, cediranib, sunitinib, bosutinib, axitinib, erlotinib,
gefitinib, lapatinib, lestaurtinib, semaxanib or imatinib. In an embodiment, the at
least one therapeutic composition includes Cathepsin K or dichloroisocoumarin.
In an embodiment, the at least one therapeutic composition includes at least one of
sulfadoxine-pyrimethamine, mefloquine, doxycycline, atovaquone-proguanil,
artemether, arteether, artelinic acid, artemotil, dihydroartemisin, dihydroartemisin-
piperaquine, amodiaquine, lumefantrine, artesunate, artemisinin, or primaquine.

In an embodiment, the at least one therapeutic composition may include at least
one pharmaceutically-acceptable carrier or excipient.

In an embodiment, the method includes, but is not limited to, treating a
subject afflicted with or suspected of being afflicted with malaria by administering
to the subject an effective amount of at least one therapeutic composition
including at least one of chloroquine or quinine; and at least one of disulfiram,
ditiocarb, or bortezomib. In an embodiment, the at least one therapeutic
composition includes Cathepsin K or dichloroisocoumarin. In an embodiment, the
at least one therapeutic composition includes at least one of sulfadoxine-
pyrimethamine, mefloquine, doxycycline, atovaquone-proguanil, artemether,
arteether, artelinic acid, artemotil, dihydroartemisin, dihydroartemisin-
piperaquine, amodiaquine, lumefantrine, artesunate, artemisinin, or primaquine.

In an embodiment, the at least one therapeutic composition may include at least
one pharmaceutically-acceptable carrier or excipient.

In an embodiment, the method includes, but is not limited to, treating a
subject afflicted with or suspected of being afflicted with malaria by administering
to the subject an effective amount of at least one therapeutic composition
including at least one of disulfiram, ditiocarb, or bortezomib; and at least one of
dasatinib, nilotinib, BMS-268770, UR-12947, aztreonam, MZ-338, riluzole,

meloxicam, pramipexole, CBS-113-A, cediranib, sunitinib, bosutinib, axitinib,

-14 -



10

15

20

25

30

WO 2010/065118 PCT/US2009/006356

erlotinib, gefitinib, lapatinib, lestaurtinib, semaxanib or imatinib. In an
embodiment, the at least one therapeutic composition includes Cathepsin K or
dichloroisocoumarin. In an embodiment, the at least one therapeutic composition
includes at least one of sulfadoxine-pyrimethamine, mefloquine, doxycycline,
atovaquone-proguanil, artemether, arteether, artelinic acid, artemotil,
dihydroartemisin, dihydroartemisin-piperaquine, amodiaquine, lumefantrine,
artesunate, artemisinin, or primaquine. In an embodiment, the at least one
therapeutic composition may include at least one pharmaceutically-acceptable
carrier or excipient.

In an embodiment, the method includes, but is not limited to, treating a
subject afflicted with or suspected of being afflicted with malaria by administering
to the subject an effective amount of at least one therapeutic composition
including at least one of disulfiram, ditiocarb, or bortezomib; at least one of
dasatinib, nilotinib, BMS-268770, UR-12947, aztreonam, MZ-338, riluzole,
meloxicam, pramipexole, CBS-113-A, cediranib, sunitinib, bosutinib, axitinib,
erlotinib, gefitinib, lapatinib, lestaurtinib, semaxanib or imatinib; and at least one
of chloroquine or quinine. In an embodiment, the at least one therapeutic
composition includes Cathepsin K or dichloroisocoumarin. In an embodiment, the
at least one therapeutic composition includes at least one of sulfadoxine-
pyrimethamine, mefloquine, doxycycline, atovaquone-proguanil, artemether,
arteether, artelinic acid, artemotil, dihydroartemisin, dihydroartemisin-
piperaquine, amodiaquine, lumefantrine, artesunate, artemisinin, or primaquine.

In an embodiment, the at least one therapeutic composition may include at least
one pharmaceutically-acceptable carrier or excipient.

In one aspect, the therapeutic compositions described herein may be
administered to a subject by any delivery mechanism. Devices may be external,
implantable, or implanted. In an embodiment, a drug delivery device includes, but
is not limited to, at least one reservoir configured to receive, retain and dispense at
least one therapeutic composition described herein. In an embodiment, the device
is implantable. In an embodiment, the device is implanted into a subject. In an
embodiment, the device is external to the subject.

In an embodiment, the device includes one or more controllable output
mechanisms operably linked to the one or more outlets to control the dispensing

of at least a portion of the at least one therapeutic composition from the at least
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one reservoir. In an embodiment, the at least one controllable output mechanism
includes a micropump. In an embodiment, the at least one controllable output
mechanism includes at least one thermal or nonthermal gate in communication
with the at least one outlet of the at least one reservoir. In an embddiment, the
device includes at least one control circuitry configured to control the at least one
controllable output mechanism. In an embodiment, the at least one control
circuitry is configured to generate and transmit an electromagnetic control signal
configured to control the at least one controllable output mechanism.

In an embodiment, the device includes a memory mechanism for storing
instructions for generating and transmitting the electromagnetic control signal. In
an embodiment, the device includes at least one sensor for detecting the presence
or level of one or more biological signaling molecules. In an embodiment, the at
least one sensor for detecting the presence or level of one or more biological
signaling molecules includes one or more recognition molecules specific to the
one or more biological signaling molecules. In an embodiment, the biological
signaling molecules include one or more detection indicators including, but not
limited to, at least one dye, radioactive label, fluorescent label, electromagnetic
label, magnetic label, or other detectable label.

In an embodiment, the one or more biological signaling molecules include
at least one of a nucleic acid, amino acid, peptide, polypeptide, protein,
glycopeptide, glycoprotein, glycolipid, peptidoglycan, proteoglycan, lipid,
metalloprotein, liposome, or carbohydrate. In an embodiment, the one or more
biological signaling molecules include at least one of a cytokine, intercellular
messenger, intracellular messenger, neurotransmitter, hormone, signal
transduction messenger, antibody or fragment thereof, or enzyme.

In an embodiment, the device includes an imaging apparatus capable of
imaging the levels of the one or more biological signaling molecules within a
therapeutically effective region. In an embodiment, the device includes an
imaging apparatus capable of imaging the levels of the at least one therapeutic
composition within a therapeutically effective region.

In an embodiment, the device includes at least one sensor configured to
detect at least one quantity of the at least one therapeutic composition in the at
least one reservoir. In an embodiment, the device includes one or more detection

indicators. In an embodiment, the one or more detection indicators include at
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least one dye, radioactive label, fluorescent label, electromagnetic label, magnetic
label, or other detectable label.

In an embodiment, the at least one sensor configured to detect at least one
quantity of the therapeutic composition in the at least one reservoir can be the
same or same type of sensor as the at least one sensor for detecting the presence or
level of one or more biological signaling molecules. In an embodiment, the at
least one sensor is associated with the device. In an embodiment, the at least one
sensor is configured to be located remotely from the device.

In an embodiment, the at least one reservoir includes one or more inlet
mechanisms for receiving external delivery of the at least one therapeutic
composition. In an embodiment, the device includes at least one memory location
for recording information. In an embodiment, the at least one memory location is
configured to record information regarding the at least one sensor or remote
controller. In an embodiment, the at least one memory location is configured to
record information regarding at least one of a sensed condition, history, or
performance of the device. In an embodiment, the at least one memory location is
configured to record information regarding at least one of the date, time, quantity
of material delivered, presence of one or more biological signaling molecules, or
level of one or more biological signaling molecules.

In an embodiment, the device includes an information transmission
mechanism configured to transmit information recorded by the at least one
electronic memory location. In an embodiment the at least one reservoir includes
a flow regulator. In an embodiment, the device further comprises a time-release
regulator for the release of the at least one therapeutic composition over time. In
an embodiment, the device further includes a receiver configured to obtain release
instructions or authorization to release the at least one therapeutic composition.

In an embodiment, two or more of the at least one first agent, the at least
one second agent, the at least one third agent, or the at least one fourth agent
reside in separate reservoirs. In an embodiment, two or more of the at least one
first agent, the at least one second agent, the at least one third agent, or the at least
one fourth agent are released separately. In an embodiment, two or more of the at
least one first agent, the at least one second agent, the at least one third agent, or

the at least one fourth agent are released approximately simulataneously.
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In one aspect, the system includes, but is not limited to, a computer device;
and instructions that when executed on the computing device cause the computing
device to regulate dispensing of at least one drug delivery device device
configured to retain and dispense at least one therapeutic composition to at least
one subject, wherein the at least one therapeutic composition includes a
therapeutic composition described herein. In an embodiment, the therapeutic
composition further rincludes at least one pharmaceutically-acceptable carrier or
excipient. In an embodiment, the amount of one or more of the at least one first
agent, the at least one second agent, the at least one third agent, or the at least one
fourth agent are selected based on one or more attributes of the subject. In an
embodiment, the amount includes relative amount, absolute amount, or
approximate amount. In an embodiment, the attributes of the subject include
phenotypic or genotypic attributes. In an embodiment, the one or more attributes
of the subject include one or more of a physiological condition, genetic or
proteomic profile, genetic or proteomic characteristic, response to previous
treatment, weight, height, medical diagnosis, famililial background, results of one
or more medical tests, ethnic background, body mass index, age, presence or
absence of at least one disease or condition, species, ethnicity, race, allergies,
gender, presence or absence of at least one biological, chemical, or therapeutic
agent in the subject, pregnancy status, lactation status, medical history, or blood
condition.

In an embodiment, the system includes, but is not limited to, a computing
device including a personal digital assistant (PDA), a laptop computer, a tablet
personal computer, a networked computer, a computing system including a cluster
of processors, a computing system including a cluster of servers, a mobile
telephone, a workstation computer, or a desktop computer.

The foregoing summary is illustrative only and is not intended to be in any
way limiting. In addition to the illustrative aspects, embodiments, and features
described above, further aspects, embodiments, and features will become apparent

by reference to the drawings and the following detailed description.

BRIEF DESCRIPTION OF THE FIGURES

FIG. 1 illustrates an example of a signal transduction pathway related to

inflammation.
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FIG. 2 illustrates an example of a therapeutic composition delivery device.

FIG. 3 illustrates alternate embodiments of FIG. 2.

FIG. 4 illustrates alternate embodiments of FIG. 2.

FIG. 5 illustrates a partial view of a system 500 that includes a computer
program for executing a computing process on a computing device.

FIG. 6 iliustrates alternate embodiments of FIG. 5.

FIG. 7 illustrates a partial view of a system 700 that includes a computer
program for executing a computing process on a computing device.

FIG. 8 illustrates alternate embodiments of FIG. 7.

FIG. 9 illustrates a partial view of a system 900 that includes a computer
program for executing a computing process on a computing device.

FIG. 10 illustrates alternate embodiments of FIG. 9.

FIG. 11 illustrates a partial view of a system 1100 that includes a
computer program for executing a computing process on a computing device.

FIG. 12 illustrates alternate embodiments of FIG. 11.

FIG. 13 illustrates a partial view of a system 1300 that includes a

computer program for executing a computing processon a computing device.

DETAILED DESCRIPTION

In the following detailed description, reference is made to the
accompanying drawings, which form a part hereof. In the drawings, similar
symbols typically identify similar components, unless context dictates otherwise.
The illustrative embodiments described in the detailed description, drawings, and
claims are not meant to be limiting. Other embodiments may be utilized, and
other changes may be made, without departing from the spirit or scope of the
subject matter presented here.

The present application uses formal outline headings for clarity of
presentation. However, it is to be understood that the outline headings are for
presentation purposes, and that different types of subject matter may be discussed
throughout the application (e.g., method(s) may be described under composition
heading(s) and/or kit headings; and/or descriptions of single topics may span two
or more topic headings). Hence, the use of the formal outline headings is not

intended to be in any way limiting.
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The therapeutic compositions, methods, devices, and systems described
herein relate to multiple agents that modulate inflammatory reactions. General
inflammatory reactions produce signs or symptoms in the subject that include, but
are not limited to, shivering, sensation of cold, fever, heat from a specific area of
the subject’s body, muscle pain, aches, redness, loss of function, headaches,
sweating, malaise, loss of appetite, sleepiness, increased blood pressure, nausea
and vomiting, pain, mild jaundice, enlarged liver, enlarged spleen, enlarged joints,
swelling, and possibly seizures. Modulating inflammatory reactions can reduce or
eliminate some or all of these signs or symptoms.

Intracellular signaling pathways contribute to biochemical cascades that
result in multiple events. In certain circumstances, inflammation is one of these
events. In certain embodiments described herein, the activity of at least two
signaling molecules is modulated. In an embodiment, a therapeutic composition
includes at least one first agent configured to modulate the activity of one or more
Toll-like receptors (TLR), at least one second agent configured to modulate the
activity of one or more Src family kinases; and at least one pharmaceutically-
acceptable carrier or excipient.

In an embodiment, a therapeutic composition includes at least one first
agent configured to modulate the activity of one or more Toll-like receptors; at
least one second agent configured to modulate the activity of one or more NF-kB
molecules; and at least one pharmaceutically-acceptable carrier or excipient. In an
embodiment, a therapeutic composition includes at least one first agent configured
to modulate the activity of one or more NF-kB molecules; at least one second
agent configured to modulate the activity of one or more Src family kinases; and
at least one pharmaceutically-acceptable carrier or excipient. In an embodiment, a
therapeutic composition includes at least one first agent configured to modulate
the activity of one or more Toll-like receptors; at least one second agent
configured to modulate the activity of one or more Src family kinases; at least one
third agent configured to modulate the activity of one or more NF-kB molecules;
and at least one pharmaceutically-acceptable carrier or excipient.

In an embodiment, one or more of the at least one first agent, at least one
second agent, or at least one third agent includes one or more of an organic or

inorganic small molecule, nuleic acid, amino acid, peptide, polypeptide, protein,
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glycoprotein, glycopeptide, glycolipid, lipopolysaccharide, peptidoglycan,
proteoglycan, lipid, metalloprotein, liposome, or carbohydrate.

In an embodiment, the at least one agent configured to modulate the
activity of one or more Toll-like receptors also modulates the activity of MyD88.
In an embodiment, the at least one agent inhibits the activity of MyD88. In at
least one embodiment, the at least one agent inhibits the activity of one or more
Toll-like receptors.

The Toll and Toll-like receptor family are type I transmembrane proteins
that have been isolated in both vertebrate and invertebrate species. In humans, the
Toll-like receptors are expressed on cells of the immune system, and operate as a
first line of defense against microorganisms, including bacteria, viruses, protozoa,
and fungi. Without wishing to be bound by any particular theory, it is believed
that activation of most of the TLRs leads to translocation of NF-kB to the cell
nucleus, and release of proinflammatory cytokines. (See e.g., Schumann, PNAS,
Vol. 104, No. 6, pp. 1743-1744 (2007), which is herein incorporated by
reference).

At least fourteen Toll-like receptors have been identified, Toll-like
receptor 1, Toll-like receptor 2, Toll-like receptor 3, Toll-like receptor 4, Toll-like
receptor 5, Toll-like receptor 6, Toll-like receptor 7, Toll-like receptor 8, Toll-like
receptor 9, Toll-like receptor 10, Toll-like receptor 11, Toll-like receptor 12, Toll-
like receptor 13, and Toll-like receptor 14. In at least one embodiment, one or
more therapeutic compositions described herein modulate one or more of these
Toll-like receptors, and in at least one embodiment, one or more therapeutic
compositions described herein modulate the activity of one or more Toll-like
receptors. In an embodiment, the one or more therapeutic compositions described
herein inhibit the activity of one or more Toll-like receptors. In at least one
embodiment, the at least one first agent includes at least one of chloroquine,
quinine, or M62812.

Chloroquine, a 4-aminoquinoline therapeutic has been used in the
treatment or prevention of malaria, and as an anti-retroviral agent. Chloroquine
does not inhibit CpG-induced Src family kinase activation, or its dependent
cellular responses. (See e.g., Sanjuan et al., J. Cell Biol., Vol. 172, No. 7, pp.
1057-1068 (2006), which is herein incorporated by reference).
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Quinine is a stereoisomer of quinidine, and has been used widely as an
antimalarial drug. M62812, or 3-amino-6-(2-aminophenoxy)-1,2-benzisothiazole
dihydrochloride, is an inhibitor of Toll-like receptor 4 and prevents lethal septic
shock in mice. (See e.g., Nakamura et al., Eur. J. Pharm., Vol. 569, No. 3, pp.
237-243 (2007), which is herein incorporated by reference).

MyD88 is an adapter protein that is involved in IL-1 and Toll-like receptor
activation of NF-kB. Anti-sense oligonucleic acids specific for MyD88, as well as
methods for modulating the expression of MyD88 have been described. (See e.g.,
U.S.A.N. 11/339,785, Pub. No. 2006/0172962, which is herein incorporated by
reference).

The Src family of tyrosine kinases was first found in a sarcoma virus, and
is now known to be involved with many cellular processes. Exemplary members
of the Src family of tyrosine kinases include, but are not limited to, c-Src, v-Src,
Frk, Fgr, Bk, Syk, Yes, Lyn, Hck, Fyn, and Lck. In at least one embodiment, the
at least one agent configured to modulate the activity of at one or more Src family
kinases, modulates the activity of c-Src, v-Src, Frk, Fgr, Blk, Syk, Yes, Lyn, Hck,
Fyn, or Lck.

As illustrated in Figure 1, Toll-like receptor-ligand interaction results in at
least one downstream signaling cascade that includes one or more of MyD88,
TRAF6, TAK 1, IKK, IKB, NF-kB, IRAK, Ras, Raf, Mek, MapK (and other Map
kinases), Src family kinases, and can result in DNA transcription of, for example,
cytokine (e.g., pro-inflammatory cytokines). In at least one embodiment
described herein, at least one therapeutic composition modulates at least two
points in the pathway indicated in Figure 1. This modulation may include, for
example, inhibition, interruption of signaling, or increasing or decreasing activity
of a particular signaling molecule or receptor.

In at least one embodiment, the at least one agent configured to modulate
the activity of one or more Src family kinases inhibits one or more of these
members. In at least one embodiment, the at least one agent configured to
modulate the activity of one or more Src family kinases includes one or more of a
2-aminothiazole, an aminoquinazoline, or an aminopyrimidine amide. In at least
one embodiment, the at least one agent configured to modulate the activity of one
or more Src family kinases includes one or more of dasatinib, nilotinib, BMS-

268770, UR-12947, aztreonam, MZ-338, riluzole, meloxicam, pramipexole, CBS-
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113-A, AZD0530, bosutinib, INNO-406, MK-0457, cediranib, sunitinib,
bosutinib, axitinib, erlotinib, gefitinib, lapatinib, lestaurtinib, semaxanib or
imatinib. At least one member of the Src family of kinases is activated by
microbial infection, such as viral infection, and associates with one or more Toll-
like receptor. (See e.g., Johnsen, et al., EMBO J., Vol. 25, No. 14, pp. 3335-3346
(2006), which is herein incorporated by reference).

Dasatinib (SPRYCEL™) is a drug approved by the U.S. Food and Drug
Administration for the treatment of adults with chronic, accelerated, or myeloid or
lymphoid blast phase chronic myeloid leukemia with resistance or intolerance to
prior therapy, including imatinib; and for the treatment of adults with Philadelphia
chromosome-positive acute lymphoblastic leukemia with resistance or intolerance
to prior therapy. At nanomolar concentrations, dasatinib inhibits BCR-ABL, Src
family kinases (Src, Lck, Yes, Fyn), c-Kit, Ephal, and PDGFRp. (See e.g.,
Product information, www.fda.gov/cder/foi/label/2006/0219861bl.pdf, which is
herein incorporated by reference). Nilotinib, cediranib, sunitinib, bosutinib,
axitinib, erlotinib, gefitinib, lapatinib, lestaurtinib, semaxanib, and imatinib are
tyrosine kinase inhibitors, while BMS-268770 is a CDK2 inhibitor and UR-12947
is a fibrinogen receptor agonist.

In at least one embodiment, a therapeutic composition includes at least one
agent configured to modulate the activity of Toll-like receptor 9. In at least one
embodiment, the agent inhibits the activity of Toll-like receptor 9. In at least one
embodiment, a therapeutic composition includes at least one agent configured to
modulate Hck or Lyn. In at least one embodiment, the therapeutic composition
inhibits the activity of Hck or Lyn.

In at least one embodiment, a therapeutic composition includes at least one
agent configured to modulate the activity of one or more transcription factors. In
at least one embodiment, a therapeutic composition includes at least one agent
configured to inhibit the activity of one or more transcription factors.

Transcription factors, such as NF-kB are involved with immune and
inflammatory responses, whose activity is mediated through interactions with an
inhibitor protein, IkB. Without wishing to be bound by any particular theory, NF-
kB is maintained in an inactive form in the nucleus, and is activated by
phosphorylation of IkB, which leads to degradation of IkB through the ubiquitin-

proteasome pathway. 26S proteasome is particularly involved in degradation of
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cellular proteins, including ubiquitinated IkB. (See e.g., Cusack, et al., Cancer
Res., Vol. 61, pp. 3535-3540 (2001), which is herein incorporated by reference).
Inhibition of the proteasome maintains NF-kB in its inactive form. (See e.g.,
Cusack, et al., Cancer Res., pp. 3535-3540, Vol. 61, 2001, which is herein
incorporated by reference). PS-341, a boronic acid dipeptide that is selective for
proteasome inhibition, blocks activation of NF-kB in cancer cells. (See e.g.,
Cusack, et al., Cancer Res., Vol. 61, pp. 3535-3540 (2001), which is herein
incorporated by reference). In at least one embodiment, the at least one agent
configured to modulate the activity of one or more NF-kB molecules includes at
least one moiety capable of binding one or more metal ions including iron or
copper. In at least one embodiment, the at least one agent configured to modulate
the activity of one or more NF-kB molecules includes at least one bihydrolyzable
carbamate. In at least one embodiment, the agent configured to modulate the
activity of one or more NF-kB molecules includes one or more of disulfiram,
ditiocarb, sulindac, sulfasalazine, or bortezomib.

Dithiocarbamates and their complexes with metals are used as common
pesticides, vulcanizing or analytical agents. Dithiocarbamates inhibit NF-kB
activation, as well as proteasome degradation of IkB. (See e.g., Cvek and Dvorak,
Curr. Pharm. Design, Vol. 13, pp. 1-13 (2007), which is herein incorporated by
reference). The ubiquitin-proteasome system is useful for cellular maintenance of
protein quality by degrading misfolded and denatured proteins. The proteasome
also plays nonproteolytic roles in the cell, including but not limited to those
involved in nucleic acid excision repair, recruitment of histone acetyltransferases
to target promoters, transcription elongation, and cell cycle control. (See e.g.,
Cvek and Dvorak, Curr. Pharm. Design, Vol. 13, pp. 1-13 (2007), which is herein
incorporated by reference).

Disulfiram is a member of the dithiocarbamate family of a molecules
possessing an R|Ro;NC(S)SR; functional group, which is capable of forming metal
complexes and reacting with sulfhydryl groups, wherein R; and R; at each
occurrence are independently hydrogen, substituted or unsubstituted alkyl,
cycloalkyl, heteroalkyl, alkoxy, alkenyl, alkynyl, aryl, heteroaryl, or heterocyclyl;
M is a metal ion; each A is independently an anionic ligand; . each B is
independently a neutral ligand; each C is independently a cationic ligand; n is an

integer from 1 - 10, where when n is greater than 1, each (S,CNR;R;) may be the
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same or different; x, y and z are independently O or integers from 1 - 8; wherein
the coordination number of M is an integer of 1 - 10; wherein the oxidation state
of M is an integer of -1 to +8; wherein n, x, y and z are selected such that the
coordination number and the oxidation state of the metal ion are satisfied; wherein
the compound has an overall neutral charge; wherein each (S;CNRR;) portion of
the compound is bound to the metal ion through one or both sulfur atoms; wherein
each R and R, may be the same or different; and wherein each A, B and C may
be the same or different. (See e.g., Chen, et al., Cancer Res, Vol. 66, No. 21, pp.
10425-10433 (2006), and PCT Application No. WO 2006/023714, each of which
is herein incorporated by reference). Disulfiram has the ability to bind copper,
which in turn inhibits proteasomal activity in cultured breast cancer cells. (See
e.g., Chen, et al., Cancer Res, Vol. 66, No. 21, pp. 10425-10433, (2006), which is
herein incorporated by reference). Disulfiram inhibits aldehyde dehydrogenase
without toxicity, and is approved by the U.S. Food and Drug Administration for
treatment of alcoholism.

Diethyldithiocarbamate, a by-product of human metabolism of disulfiram,
is a copper chelator, which has been shown to be toxic to malarial parasites, as
well as other parasites including Leishmania, and Giardia. (See e.g., Meshnick et
al., Biochem. Pharm. Vol. 40, No. 2, pp. 213-216, (1990); Nash et al.,
Antimicrobial Agents Chem. Vol. 42, No. 6, pp. 1488-1492 (1998), each of which
is herein incorporated by reference).

In at least one embodiment, a therapeutic composition includes at least one
agent configured to modulate the activity of at least one of NF-kB complex, NF-
kB subunit, NF-kB co-activator, or histone deacetylase. In at least one
embodiment, a therapeutic composition includes at least one agent configured to
inhibit the activity of at least one of NF-kB complex, NF-kB subunit, NF-kB co-
activator, or histone deaceytlase. In at least one embodiment, this agent is
different than the agent configured to modulate the activity of one or more Toll-
like receptors. In at least one embodiment this agent is different than the agent
configured to modulate the activity of the one or more Src family kinases. In at
least one embodiment, this agent is the same as the agent configured to modulate
the activity of one or more Toll-like receptors. In at least one embodiment, this
agent is the same as the agent configured to modulate the activity of the one or

more Src family kinases.

-25-



10

15

20

25

30

WO 2010/065118 PCT/US2009/006356

Metals, such as iron, zinc, and copper, can affect the function of immune
cells. (See e.g., Bonham, et al., Brit. J. Nutrition Vol. 87, pp. 393-403, (2002),
which is herein incorporated by reference). In particular, the effects of copper
deficiency in a subject may result in at least one of the following: a decrease in
microbicidal activities of neutrophils and peritoneal macrophages, a decrease in
the number of antibody producing cells in spleens on exposure to erythrocytes
from other species, a decrease in the cytolytic activity of natural killer cells, a
decrease in delayed type hypersensitivity response, a decrease in in vitro
responsiveness to T cell mitogens in splenic peripheral blood mononuclear cells, a
decrease in the number of T lymphocytes, a decrease in T cell proliferation as
measured by *H thymidine incorporation into T cell DNA, a decrease in IL-2
levels, a decrease in superoxide dismutase activity, an increase in B cells, an
increase in monocytes, and an increase in morbidity due to infection. (See e.g.,
Bonham, et al., Brit. J. Nutrition Vol. 87, pp. 393-403 (2002), which is herein
incorporated by reference).

Inflammation related to infection or other causative agents may be
mediated by proteases. In plasmodium infections, it has been shown that the
subtilisin-family serine protease PfSUBI and the cysteine protease dipeptidyl
peptidase 3 (DPAP3) are regulators of the parasite’s escape from host
erythrocytes. (See e.g., Arastu-Kapur, et al., Nature Chem Biol, Vol. 4, No. 3, pp.
203-213 (2008), which is herein incorporated by reference). Several proteins are
processed during microorganism infection or rupture of cells in the infected
subject. Some proteins that may play a role in parasitic infection include SERA 4,
SERAS, and SERAG6. (See e.g., Arastu-Kapur, et al., Nature Chem Biol, Vol. 4,
No. 3, pp. 203-213 (2008), which is herein incorporated by reference).

In at least one embodiment, a therapeutic composition includes at least one
protease or proteasome modulator. In an embodiment, the protease or proteasome
modulator is the fourth agent of the composition. In an embodiment, the protease
or proteasome modulator is configured to modulate the activity of at least one
protease or proteasome. In at least one embodiment, the at least one fourth agent
inhibits the activity of at least one protease or proteasome. In at least one
embodiment, the at least one fourth agent is the same as one or more of the at least
one first agent, the at least one second agent, or the at least one third agent

described herein. In at least one embodiment, the at least one fourth agent is
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different than one or more of the at least one first agent, the at least one second
agent, or the at least one third agent described herein.

In at least one embodiment, one or more of the at least one first agent, at
least one second agent, or at least one third agent includes one or more of an
organic or inorganic small molecule, nuleic acid, amino acid, peptide,
polypeptide, protein, glycoprotein, glycopeptide, glycolipid, lipopolysaccharide,
peptidoglycan, proteoglycan, lipid, metalloprotein, liposome, or carbohydrate.

In at least one embodiment, the at least one protease includes one or more
cysteine proteases. In at least one embodiment, the at least one protease includes
one or more serine proteases. Inhibition of cathepsin K has been shown to reduce
inflammation in autoimmune disease. (See e.g., Asagiri, et al., Science, Vol. 319,
pp. 624-627 (2008), which is herein incorporated by reference). The cathepsins
constitute a family of lysosomal cysteine proteases that were originally recognized
as nonspecific scavengers of cellular proteins. Inhibition of cathepsin K results in
defective Toll-like receptor 9 signaling in dendritic cells in response to
unmethylated CpG DNA, which in turn leads to a number of events, including
attenuated induction of T helper 17 cells. (See e.g., Asagiri, et al., Science, Vol.
319, pp. 624-627 (2008), which is herein incorporated by reference). In an
embodiment, the at least one fourth agent inhibits Cathepsin K.

The protozoan Plasmodium parasites that cause malaria have a complex
lifecycle that alternates between human- and mosquito-borne stages. An infective
mosquito bite inoculates the subject with a sporozoite form of the protozoan that
is briefly lodged in hepatocytes, and subsequent release of invasive merozoite
forms that target erythrocytes. (See e.g., Lee et al., Nature Chem. Biol. Vol. 4,
No. 3, pp. 161-162 (2008), which is herein incorporated by reference). Without
wishing to be bound by any particular theory, it is believed that several proteases
expressed by protozoa promote the release of the next generation of infective
cells. In particular, PfSUBI, as well as other subtilisin-like proteases, are
involved in parasite egress from infected erythrocytes. (See e.g., Lee et al., Nature
Chem. Biol. Vol. 4, No. 3, pp. 161-162 (2008), which is herein incorporated by
reference).

In at least one embodiment, the at least one fourth agent inhibits at least
one protease including PfSUB1, PfSUB2, DPAP1, DPAP2, or DPAP3. In at least

one embodiment, the at least one protease modulates the activity of one or more of
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SERA1, SERA2, SERA3, SERA4, SERAS, SERA6, SERA7, or SERAS. In at
least one embodiment, the at least one protease inhibits the activity of one or more
of SERA1, SERA2, SERA3, SERA4, SERAS, SERA6, SERA7, or SERAS.

In at least one embodiment, the at least one agent configured to modulate
the activity of at least one protease includes saquinavir, ritonavir, indinavir,
nelfinavir, amprenavir, lopinavir, atazanavir, fosamprenavir, tipranavir, or
darunavir.

Some exemplary proteasomes include, but are not limited to 26S
proteasome, 20S proteasome, 19S proteasome, and the subunits thereof (e.g., S1,
S2, 83, S4, S5, S6, S7, S8, S9, S10, S11, S12, S13, S14, or S15). In at least one
embodiment, the at least one fourth agent inhibits the activity of 26S proteasome.
In at least one embodiment, the at least one fourth agent inhibits the activity of
one or more inflammasome or infectosome. Infectosomes are utilized in the
maturation cleavage of particular infective agents, including viruses, while
inflammasomes are generally involved in inflammatory reactions, including
activation of particular caspases, interleukins, or other cytokines.

Proteasome inhibitors include peptide aldehydes, peptide vinyl suflones,
peptide boronates, peptide epoxyketones, and B-lactones. Without wishing to be
bound by any particular theory of mechanism, the proteasome inhibitors are
classified based on the pharmacophore that reacts with a threonine residue in the
active site of the proteasome. The proteasome inhibitor bortezomib has been used
for the treatment of relapsed multiple myeloma. (See e.g., Cvek and Dvorak,
Curr. Pharm. Design, Vol. 13, pp. 1-13 (2007), which is herein incorporated by
reference). It has also been shown that dithiocarbamates complexed with metals
(e.g., copper or zinc) are selectively toxic to melanoma cells in the presence of
normal cells. (See e.g., Cvek and Dvorak, Curr. Pharm. Design, Vol. 13, pp. 1-13
(2007), which is herein incorporated by reference). In at least one embodiment,
the at least one agent configured to modulate the activity of at least one
proteasome includes dichloroisocoumarin or bortezomib.

Whole-body inflammation that is caused by infection is generally divided
into systemic inflammatory response syndrome, sepsis, septic shock, and multiple
organ dysfunction syndrome. Systemic inflammatory response syndrome is
usually treated with fluids and possibly antibiotics. If left untreated, or if

symptoms are not responsive to treatment, severe sepsis can occur that leads to

-28-



WO 2010/065118 PCT/US2009/006356

10

15

20

25

30

organ dysfunction, low blood pressure, or insufficient blood flow to one or more
organs. Sepsis can also lead to septic shock, multiple organ failure, and death.
(See e.g., Remick, Curr. Pharm. Design, pp. 1-8, 2003, which is herein
incorporated by reference). Without wishing to be bound by any particular theory,
one of the underlying causes of sepsis and septic shock is believed to be an
unregulated increase in inflammatory cytokines in the subject’s body. Some
examples of inflammatory cytokines that may be involved with this type of
inflammation include but are not limited to increases in IL-1, IL-6, IL-18, and
tumor necrosis factor (TNF).

Malaria is a parasitic infection by plasmodium, primarily of erythrocytes.
Typically, the rupture of parasitized erythrocytes results in systemic release of
proinflammatory cytokines that leads to an onset of symptoms of fever and rigors.
(See e.g., Parroche et al., PNAS, Vol. 104, No. 6, pp. 1919-1924 (2007), which is
herein incorporated by reference). Without wishing to be bound by any particular
theory, it is believed that during the intraerythrocyte stage, parasites digest
hemoglobin in the food vacuole. The resulting potentially toxic heme metabolites
are detoxified by the parasite by conversion to an insoluble crystal of hemozoin.
(See e.g., Parroche et al., PNAS, Vol. 104, No. 6, pp. 1919-1924 (2007), which is
herein incorporated by reference). Hemozoin is generally cleared from the blood
of infected subjects by blood circulation through the liver and spleen. It is also
believed that hemozoin binds plasmodial DNA, which activates one or more Toll-
like receptors, and at least Toll-like receptor 9. (See e.g., Parroche et al., PNAS,
Vol. 104, No. 6, pp. 1919-1924 (2007), which is herein incorporated by
reference). Toll-like receptor 9 has been described as a receptor for DNA,
including unmethylated CpG-containing DNA from bacteria or other
microorganisms.

In addition, it is believed that the glycosylphosphatidylinositol anchors
from protozoan infections, as well as other parasitic infections, activate one or
more Toll-like receptors (TLRs). In human disease, polymorphisms in TLRs 2, 4,
and 9 affect outcome of malaria infection. In addition, MyD88-null mice have a
decreased production of IL-12 and less severe pathology than wild type control
mice. (See e.g., Parroche et al., PNAS, Vol. 104, No. 6, pp. 1919-1924 (2007),

which is herein incorporated by reference).
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The DNA ligands for Toll-like receptor 9 have been categorized in three
classes, A, B, and C. The A class of oligonucleotides generate a strong Type I
interferon response, while the B class of oligonucleotides do not. The C class of
olignucleotides appear to be an intermediary class. (See e.g., Parroche et al.,
PNAS, Vol. 104, No. 6, pp. 1919-1924 (2007), which is herein incorporated by
reference).

The majority of CpG motifs in the malaria genome appear to possess a B
class motif, with only a few A class or C class CpG motifs. Oligonucleotides
based on malaria CpG-rich motifs are highly immunostimulatory, and are believed
to be activators of Toll-like receptor 9. (See e.g., Parroche et al., PNAS, Vol. 104,
No. 6, pp. 1919-1924 (2007), which is herein incorporated by reference).

In at least one embodiment, a therapeutic composition as described herein
is configured to modulate the production or activity of at least one cytokine. In at
least one embodiment, a therapeutic composition as described herein is configured
to inhibit the production or activity of at least one cytokine. In at least one
embodiment, the at least one cytokine includes one or more members of the a-
helix bundle cytokine family. In at least one embodiment, a therapeutic
composition modulates the production of one or more of IL-1, IL-2, IL-3, IL-4,
IL-5,IL-6, IL-7, IL-8, IL-9, IL-10, IL-11, IL-12, IL-13, IL-14, IL-15, IL-16, IL-
17, IL-18, IL-19, IL-20, IL-21, IL-22, IL-23, IL-24, IL-25, IL-26, IL-27, IL-28,
IL-29, IL-30, IL-31, IL-32, IL-33, IL-34, IL-35, IL-36, IL-37, IL-38, IL-39, IL-40,
IL-41, IL-42, IFN-y, IFN-a, IFN-B, or TNF-a.

Chemokines are biochemical signaling molecules that act to attract other
particular molecules, including but not limited to cells, to a specific site. In at
least one embodiment, a therapeutic composition is configured to modulate the
production or activity of one or more chemokines. In at least one embodiment,
the one or more chemokines include at least one of a CC chemokine, CXC
chemokine, C chemokine, or CX3C chemokine. In at least one embodiment, the
one or more chemokines include at least one of CCL1, CCL2, CCL3, CCL4,
CCL5, CCL6, CCL7, CCL8, CCL9/CCL10, CCL11, CCL12, CCL13, CCL14,
CCL15, CCL16, CCL17, CCL18, CCL19, CCL20, CCL21, CCL22, CCL23,
CCL24, CCL25, CCL26, CCL27, CCL28, CCL29, CXCL1, CXCL2, CXCL3,
CXCL4, CXCLS5, CXCL6, CXCL7, CXCL8, CXCL9, CXCL10, CXCL11,
CXCL12, CXCL13,CXCL14, CXCL15,CXCL16, CXCL17, CXCL18, CXCLI19,
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CXCL20, CXCL21, CXCL22, XCL1, XCL2, XCL3, XCL4, XCLS, CX3CL1,
CX3CL2, CX3CL3.

In at least one embodiment, a therapeutic composition also includes at
least one of sulfadoxine-pyrimethamine, mefloquine, doxycycline, atovaquone-
proguanil, artemether, arteether, artelinic acid, artemotil, dihydroartemisin,
dihydroartemisin-piperaquine, amodiaquine, lumefantrine, artesunate, artemisinin,
Or primaquine.

Any of the therapeutic compositions described herein include formulations
for administration to a subject by at least one route, including but not limited to
peroral, oral, topical, transdermal, epidermal, intravitreal, transmucosal,
inhalation, parenteral, enteral, or injection. The delivery may include inhalation,
depot injections, implants, or other mode of delivery by way of an apparatus.

Any of the therapeutic compositions described herein include formulations
for administration to at least one subject. In at least one embodiment, a
therapeutic composition includes a time-release formulation. In at least one
embodiment, a therapeutic composition includes at least one solid, liquid, or gas.
In at least one embodiment, a therapeutic composition includes at least one of an
aerosol, gel, sol, ointment, solution, suspension, capsule, tablet, cachets,
suppository, cream, device, paste, liniment, lotion, ampule, elixir, emulsion,
microemulsion, spray, suspension, powder, syrup, tincture, detection material,
polymer, biopolymer, buffer, adjuvant, diluent, lubricant, disintegration agent,
suspending agent, solvent, colorant, glidant, anti-adherent, anti-static agent,
surfactant, emulsifying agent, flavor, gum, sweetener, coating, binder, filler,
compression aid, encapsulation aid, plasticizer, preservative, granulation agent,
spheronization agent, stabilizer, adhesive, pigment, sorbent, or nanoparticle.

The formulation of any of the therapeutic compositions described herein
may be formulated neat or may be combined with one or more acceptable carriers,
diluents, excipients, and/or vehicles such as, for example, buffers, surfactants,
preservatives, solubilizing agents, isotonicity agents, and stablilizing agents as
appropriate. A “pharmaceutically acceptable” carrier, for example, may be
approved by a regulatory agency of the state and/or Federal government such as,
for example, the United States Food and Drug Administration (US FDA) or listed
in the U.S. Pharmacopeia or other generally recognized pharmacopeia for use in

animals, and more particularly in humans. Conventional formulation techniques
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generally known to practitioners are described in Remington: The Science and
Practice of Pharmacy, 20" Edition, Lippincott Williams & White, Baltimore, Md.
(2000), which is herein incorporated by reference.

Acceptable pharmaceutical carriers include, but are not limited to, the
following: sugars, such as lactose, glucose and sucrose; starches, such as corn
starch and potato starch; cellulose, and its derivatives, such as sodium
carboxymethyl cellulose, ethyl cellulose, cellulose acetate, and
hydroxymethylcellulose; polyvinylpyrrolidone; cyclodextrin and amylose;
powdered tragacanth; malt; gelatin, agar and pectin; talc; oils, such as mineral oil,
polyhydroxyethoxylated castor oil, peanut oil, cottonseed oil, safflower oil,
sesame oil, olive oil, corn oil and soybean oil; polysaccharides, such as alginic
acid and acacia; fatty acids and fatty acid derivatives, such as stearic acid,
magnesium and sodium stearate, fatty acid amines, pentaerythritol fatty acid
esters; and fatty acid monoglycerides and diglycerides; glycols, such as propylene
glycol; polyols, such as glycerin, sorbitol, mannitol and polyethylene glycol;
esters, such as ethyl oleate and ethyl laurate; buffering agents, such as magnesium
hydroxide, aluminum hydroxide and sodium benzoate/benzoic acid; water;
isotonic saline; Ringer’s solution; ethyl alcohol; phosphate buffer solutions; other
non-toxic compatible substances employed in pharmaceutical compositions. The
pharmaceutical compositions are generally formulated as sterile, substantially
isotonic and in full compliance with all Good Manufacturing Practice (GMP)
regulations of the U.S. Food and Drug Administration.

Table I is a non-limiting table of therapeutic agents that are combined as

described herein to formulate at least one therapeutic composition.

Table I

Toli-Like Src family NF-kB Protease Proteasome inhibitors
receptor kinase inhibitors inhibitors
inhibitors inhibitors
Chloroquine | Dasatinib Disulfiram Saquinavir Dichloroisocoumarin
Quinine Nilotinib Ditiocarb Ritonavir Bortezomib
M62812 BMS- Sulindac Indinavir

268770

UR-12947 Sulfasalazine | Nelfinavir

Aztreonam Bortezomib | Amprenavir

MZ-338 Lopinavir
Riluzole Atazanavir
Meloxicam Fosamprenavir
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Pramipexole Tipranavir

CBS-113-A Darunavir

AZDO0530

INNO-406

MK-0457

Cediranib

Sunitinib

Bosutinib

Axitinib

Erlotinib

Gefitinib

Lapatinib

Lestaurtinib

Semaxanib

Imatinib

Additionally, in an embodiment, the one or more of the following
therapeutic agents are added as described herein, particularly for treatment of
malaria or other inflammatory diseases or conditions: sulfadoxine-pyrimethamine,
mefloquine, doxycycline, atovaquone-proguanil, artemether, arteether, artelinic
acid, artemotil, dihydroartemisin, dihydroartemisin-piperaquine, amodiaquine,
lumefantrine, artesunate, artemisinin, or primaquine.

At least one embodiment disclosed herein includes one or more methods
for modulating at least one immune response of one or more cells by contacting
the one or more cells with an effective amount of at least one therapeutic
composition described herein.

In at least one embodiment, the one or more cells are located at least in one
of in vitro, in vivo, in situ, in utero, or ex vivo. In at least one embodiment, the
one or more cells are located in a subject, wherein the subject is afflicted with or
suspected of being afflicted with at least one inflammatory disease or condition.
As described herein, the at least one inflammatory disease or condition may
include one or more of a pathogenic infection, parasitic infection, autoimmune
disease, sepsis, systemic inflammatory response syndrome, septic shock, multiple
organ dysfunction syndrome, allergic reaction, or cancer. In at least one

embodiment, the at least one inflammatory disease or condition includes one or

-33-




10

15

20

25

30

WO 2010/065118 PCT/US2009/006356

more of anaphylaxis, viral infection, bacterial infection, plasmodium infection,
protozoan infection, nematode infection, or other worm infection. In at least one
embodiment, the at least one inflammatory disease or condition includes malaria.
In at least one embodiment, the parasitic infection includes at least one infection
or infestation of one or more of a phytoparasite, zooparasite, ectoparasite,
endoparasite, or one or more of parasitic cysts, larvae, or eggs.

In at least one embodiment, the one or more methods relating to
modulating at least one immune response of one or more cells reduces
inflammation. In at least one embodiment, the one or more methods relating to
modulating at least one immune response of one or more cells reduces or
ameliorates at least one sign or symptom of inflammation.

In at least one embodiment, one or more methods relate to modulating at
least one immune response of one or more cells further includes detecting in the
subject at least one level of at least one biological signaling molecules that is
associated with at least one inflammatory disease or condition. Biological
signaling molecules may include, but not be limited to, one or more of a nucleic
acid, amino acid, peptide, polypeptide, protein, carbohydrate, lipid, glycoprotein,
glycopeptide, glycolipid, lipopolysaccharide, metalloprotein, or proteoglycan. In
at least one embodiment, the at least one biological signaling molecule includes
one or more of a cytokine, chemokine, cellular receptor, intracellular second
messenger, protease, kinase, enzyme, cellular receptor ligand, transcription factor,
or hormone.

In at least one embodiment, a therapeutic composition includes at least two
agents that are configured to modulate an immunological reaction. Multiple
immunological reactions occur in relation to an inflammatory disease or condition
in a subject, including but not limited to a humoral response, a cell mediated
response, an innate response, an immune tolerance response, an autoimmune
response, a hyperimmune response, or a hypersensitivity response.

At least one embodiment relates to one or more methods of modulating the
activity of intracellular signaling molecules. In an embodiment, a method relates
to modulating the activity of one or more Toll-like receptors and one or more Src
family kinases by administering to the subject at least one of the therapeutic

compositions described herein.
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At least one embodiment relates to one or more methods of modulating the
activity of one or more Toll-like receptors and one or more NF-kB molecules by
administering to the subject at least one of the therapeutic compositions described
herein containing at least one agent configured to modulate the activity of one or
more Toll-like receptors and at least one agent configured to modulate the activity
of one or more NF-kB molecules.

At least one embodiment relates to one or more methods of modulating the
activity of one or more Toll-like receptors and one or more Src family kinases by
administering to the subject at least one of the therapeutic compositions described
herein containing at least one agent configured to modulate the activity of one or
more Toll-like receptors and at least one agent configured to modulate the activity
of one or more Src family kinases.

At least one embodiment relates to one or more methods of modulating the
activity of one or more NF-kB molecules and one or more Src family kinases by
administering to the subject at least one of the therapeutic compositions described
herein containing at least one agent configured to modulate the activity of one or
more NF-kB molecules and at least one agent configured to modulate the activity
of one or more Src family kinases.

At least one embodiment relates to one or more methods of modulating the
activity of one or more Toll-like receptors, one or more Src family kinases, and
one or more NF-kB molecules by administering to the subject at least one of the
therapeutic compositions described herein containing at least one agent configured
to modulate the activity of one or more Toll-like receptors and at least one agent
configured to modulate the activity of one or more Src family kinases, and at least
one agent configured to modulate the activity of one or more NF-kB molecules.

Any of the methods disclosed herein may include detecting in the subject,
or tissues, at least one level of at least one biological signaling molecule that is
associated with an immulogical response or that is associated with at least one
inflammatory disease or condition.

Detection of one or more of the biological signaling molecules can be by
any method known in the art, including but not limited to analyzing one or more
biological tissues or fluids from the subject. Analyzing one or more biological
fluids can be performed by any of a variety of methods known in the art, including

but not limited to utilizing one or more of thin-layer chromatography, mass
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spectrometry, nuclear magnetic resonance, polymerase chain reaction, reverse
transcriptase, Northern blot, Western blot, microscopy, flow cytometry, antibody
binding, enzyme-linked immunosorbent assay, radioactive absorption or release,
microfluidic analysis, nucleic acid chip array analysis, protein chip array analysis,
chemical sensor analysis (including arrays), biosensor analysis, cell counting, or
cell sorting.

In at least one embodiment, the at least one biological signaling molecule
includes but is not limited to, one or more nucleic acid, amino acid, peptide,
polypeptide, protein, glycopeptide, glycoprotein, glycolipid, lipopolysaccharide,
peptidoglycan, proteoglycan, lipid, metalloprotein, liposome, or carbohydrate.
Carbohydrates may include, but not be limited to, oligosaccharides, glycans,
glycosaminoglycans, or derivatives thereof.

In at least one embodiment, the at least one biological signaling molecule
includes but is not limited to at least one cytokine, chemokine, cellular receptor,
intracellular second messenger, protease, kinase, enzyme, cellular receptor ligand,
transcription factor, or hormone.

Modulators include activators and inhibitors. Modulating can increase or
decrease a biological response in a manner that activates or inhibits an
inflammatory reaction. Activators are agents that, e.g., bind to, stimulate,
increase, open, activate, facilitate, enhance activation, sensitize or up-regulate the
activity of a particular molecule related to inflammation (e.g. agonists). Inhibitors
are agents that, e.g., bind to, partially or totally block stimulation, decrease,
prevent, delay activation, inactivate, desensitize, or down-regulate the activity of a
steroid hormone intermediate, a receptor, or a steroid hormone receptor, €.g.,
antagonists. Modulating a response includes altering the response by way of e.g.,
proteins that bind activators or inhibitors, receptors, genetically modified versions
of naturally-occurring ligands or receptors, or other molecules that alter the
activity of specific molecules.

In at least one embodiment, the one or more cells are located in at least one
subject. A subject includes, but is not limited to, a vertebrate or invertebrate,
including a fish, reptile, mammal, amphibian, or bird. In at least one embodiment,
the subject includes at least one human.

A treatment regimen may include a therapeutic amount of one or more

therapeutic compositions described herein that includes modulators or analogs
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thereof. The treatment regimen may further include a schedule of changes in the
dosage of the therapeutic composition to maintain a desired level of one or more
molecules related to inflammation in one or more tissues or subjects. Such
treatment may be individualized for the tissue or subject. Treating or treatment
that includes administration of at least one of the therapeutic compositions
included herein may prevent or delay the onset of symptoms, complications, or
biochemical indicia of a disease or condition, alleviate the symptoms, arrest, or
inhibit further development of the disease, condition, or disorder. Treatment or
administration of at least one therapeutic composition described herein may be
prophylactic to prevent or delay the onset of a disease or condition, or prevent the
manifestation of clinical or subclinical symptoms thereof, or therapeutic
suppression or alleviation of symptoms after the manifestation of the disease.

A treatment regimen may be continuous and uninterrupted, which
indicates that there is no break in the treatment regimen during the treatment
period. Continuous, uninterrupted administration of a combinational therapeutic
composition includes that the combination may be administered during the entire
treatment period, e.g., at least once daily or on a continuous and uninterrupted
basis. The treatment regimen may be given to maintain an in vivo therapeutic
level or a determined cyclic level of the one or more agents of the at least one
therapeutic composition.

It is expected that the treatment period may vary depending, for example,
on the symptoms to be treated. Physician evaluation along with patient interaction
will assist in the determination of the duration of treatment. Adjustments in the
treatment regimen may depend upon the individual’s medical history, or genetic
or proteomic information.

At least one embodiment relates to one or more methods based on a
genetic or proteomic profile of the subject. Medical evaluation regarding genetic
profiling or genetic testing can be provided as a current determination of genetic
risk factors, or as part of the subject’s medical history. Genetic profiling or
genetic testing can be used to design a treatment regimen and thus determine an
optimal level individualized for the subject. A physician may use the genetic
profile or genetic testing information to determine a genetic basis for needed

treatment based on baseline or physiological levels of inflammatory agents.
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Prior to determining a treatment regimen, additional information can be
obtained regarding any particular inflammatory disease or condition in relation to
any possible therapeutic treatment derived from population databases. The
medical evaluation can include information in a population database on disease
risks, available drugs and formulations, and documented population responses to
drugs and formulations.

In at least one embodiment, one or more polymorphisms are determined
prior to administration of at least one therapeutic composition described herein,
which could allow for such therapeutic composition to be tailored to a particular
subject’s genetic makeup. In at least one embodiment, the therapeutic
composition modulates the activity of one or more Toll-like receptors, one or
more Src family kinases, or one or more NF-kB molecules that are produced by at
least one polymorphism.

In at least one embodiment, the therapeutic compositions and methods
described herein modulate one or more specific Toll-like receptors, Src family
kinases, or NF-kB molecules that are the result of a particular polymorphism in a
tissue or subject.

In at least one embodiment, methods disclosed herein relate to treating a
subject afflicted with or suspected of being afflicted with at least one
inflammatory disease or condition by administering to the subject an effective
amount of a therapeutic composition disclosed herein. Certain aspects of
inflammatory diseases or conditions include, but are not limited to, an
inflammatory condition or disease state at a particular time, including an atypical
inflammatory condition for a subject or tissue. The caustive agent or agents may
or may not be known, and can include pathogenic infection or infestation such as
by a microorganism or small molecule, including but not limited to a viruses,
bacteria, parasites, or infectious proteins, prions, virons or viroids. In at least one
embodiment, the subject is afflicted with or suspected of being afflicted with
malaria.

In at least one embodiment, methods disclosed herein relate to treating a
subject afflicted with or suspected of being afflicted with malaria, including
administering to the subject an effective amount of at least one therapeutic
composition including at least one of chloroquine, M62812, or quinine, at least

one of dasatinib, nilotinib, BMS-268770, UR-12947, aztreonam, MZ-338,
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riluzole, meloxicam, pramipexole, CBS-113-A, AZD0530, bosutinib, INNO-406,
MK-0457, or imatinib; and at least one pharmaceutically-acceptable carrier or
excipient. In at least one embodiment, the therapeutic composition further
includes at least one of disulfiram, ditiocarb, sulindac, sulfasalazine, or
bortezomib. In at least one embodiment, the therapeutic composition further
includes Cathepsin K. In at least one embodiment, the therapeutic composition
further includes dichlorisocoumarin or bortezomib. In at least one embodiment,
the therapeutic composition further includes at least one of sulfadoxine-
pyrimethamine, mefloquine, doxycycline, atovaquone-proguanil, artemether,
arteether, artelinic acid, artemotil, dihydroartemisin, dihydroartemisin-
piperaquine, amodiaquine, lumefantrine, artesunate, artemisinin, or primaquine.

The inflammatory disease or condition may be clinically diagnosed disease
or the organism may be suspected of being afflicted with at least one
inflammatory disease or condition based on the signs or symptoms of subject’s
disease state or condition, or physiological baseline.

In conjunction with the at least one inflammatory disease or condition,
there may be at least one responsive state in the subject or its tissue or tissues.
The responsive state may include but not be limited to an immune response, an
inflammatory response, a hyperimmune response, hypersensitive response,
allergic response, or an autoimmune response.

In at least one embodiment, a method of treating a subject afflicted with or
suspected of being afflicted with at least one inflammatory disease or condition
with at least one therapeutic composition described herein, including at least one
of chloroquine, M62812, or quinine; at least one of dasatinib, nilotinib, BMS-
268770, UR-12947, aztreonam, MZ-338, riluzole, meloxicam, pramipexole,
CBSS-113-A, AZD0530, bosutinib, INNO-406, MK-0457, or imatinib; and at
least one pharmaceutically-acceptable carrier or excipient. In at least one
embodiment, the therapeutic composition also includes at least one of disulfiram,
ditiocarb, sulindac, sulfasalazine, or bortezomib. In at least one embodiment, the
therapeutic composition further includes Cathepsin K. In at least one
embodiment, the therapeutic composition includes at least one of
dichloroisocoumarin or bortezomib. In at least one embodiment, the therapeutic
composition further comprises at least one of sulfadoxine-pyrimethamine,

mefloquine, doxycycline, atovaquone-proguanil, artemether, arteether, artelinic
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acid, artemotil, dihydroartemisin, dihydroartemisin-piperaquine, amodiaquine,
lumefantrine, artesunate, artemisinin, or primaquine.

As set forth herein, the compositions disclosed are formulated by standard
practice. In certain instances, in order to account for bioavailability, a formulation
may be provided in rapid release, extended release or slow-release form prior to
administration. Likewise, liposomes, microsomes, or other vehicles or
composition modifications allow for regulating the dosage by increasing or
decreasing the rate of composition delivery, maintenance, decomposition,
clearance, or other factors. For example, one particular therapeutic agent may
have bioavailability properties that require it to be modified by standard
techniques so that it can be administered simultaneously with another therapeutic
agent. Similarly, in the instance where multiple therapeutic agents are included in
a single composition, it may be necessary to modify one or more of the
therapeutic agents by standard techniques.

In at least one embodiment the one or more biological signaling molecules
are detected by one or more recognition molecules specific to the one or more
biological signaling molecules. The recognition molecules may include, but not
be limited to, an antibody, affibody, DNA-recognition molecule, aptamer, or other
molecule.

An antibody may include an anti-idiotypic antibody, a heteroantibody,
multiple antibodies, one or more antibody fragments, one or more antibody
derivatives, one or more antibodies linked together, chimeric antibodies,
humanized antibodies, human antibodies, recombinant antibodies, synthetic
antibodies, or others.

Antibodies or fragments thereof may be generated against an agent, such
as a receptor or ligand, using standard methods, for example, such as those
described by Harlow & Lane (Antibodies: A Laboratory Manual, Cold Spring
Harbor Laboratory Press; 1% edition 1988), which is herein incorporated by
reference). Alternatively, an antibody fragment directed against an agent may be
generated using phage display technology (See, e.g., Kupper, et al. BMC
Biotechnology Vol. 5, No. 4, (2005), which is herein incorporated by reference).
An antibody or fragment thereof could also be prepared using in silico design (See
e.g., Knappik et al., J. Mol. Biol. Vol. 296, pp. 57-86 (2000), which is herein

incorporated by reference). In addition or instead of an antibody, the assay may
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employ another type of recognition element, such as a receptor or ligand binding
molecule. Such a recognition element may be a synthetic element like an artificial
antibody or other mimetic. (See e.g., U.S. Patent No. 5,804,563 ( Synthetic
receptors, libraries and uses thereof), U.S. Patent No. 6,797,522 (Synthetic
receptors), U.S. Patent No. 6,670,427 (Template-textured materials, methods for
the production and use thereof), and U.S. Patent No. 5,831,012, U.S. Patent
Application 20040018508 (Surrogate antibodies and methods of preparation and
use thereof ); and Ye and Haupt, Anal Bioanal Chem. Vol. 378, pp. 1887-1897,
(2004); Peppas and Huang, Pharm Res. Vol. 19, pp. 578-587 (2002), each of
which is herein incorporated by reference).

In some instances, antibodies, recognition elements, or synthetic molecules
that recognize a Toll-like receptor, Src family kinase, or NF-kB molecule may be
available from a commercial source, e.g., Affibody® affinity ligands (See e.g.,
Abcam, Inc. Cambridge, MA 02139-1517; U.S. Patent No. 5,831,012, |
incorporated here in by reference).

In some instances, levels of particular biological signaling molecules may
be assayed in a bodily fluid or tissue using gas or liquid chromatography with or
without mass spectrometry. A bodily fluid may include blood, lymph, saliva,
urine, sweat, ascites, serum, urogenital secretion, bone marrow, a tissue secretion
or excretion, or other fluid.

A level of one or more biological signaling molecules may also be assayed
in a bodily fluid or tissue using a recombinant cell based assay or sensor. A
sensor may include, for example a chemical sensor, biosensor, protein array, or
microfluidic device.

Prior to determining a treatment regimen, additional information
regarding the physiological status of the subject or tissue may be gathered and
assessed. For example, information may be collected on a subject’s medical
history or familial history, including genetic or proteomic information. The
individualized medical evaluation can include a genetic profile of the subject
regarding genes, genetic mutations or genetic polymorphisms that indicate risk
factors that affect disease related to Toll-like receptors, Src family kinases, or NF-
kB molecules.

A genetic polymorphism or genetic mutation in a genetic profile of a

subject that encodes a component of one or more Toll-like receptors, Src family
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kinases, or NF-kB molecules may affect the levels of such molecules. Thus,
genetic profiling may be used prior to the initiation of a treatment regimen
including providing one or more agents that modulate one or more Toll-like
receptors, Src family kinases, or NF-kB molecules, in order to assess whether the
subject or tissue has any genetic mutations or genetic polymorphisms that may be
correlated with a particular immune or inflammatory response.

A genetic polymorphism or mutation may indicate how a tissue or subject
will respond to a particular treatment regimen. Genomic DNA used in genetic
profiling may be isolated from any biological sample which contains the DNA of
that subject or tissue, including but not limited to blood, saliva, cheek swab,
epithelium, or other tissue. For example, genomic DNA may be extracted from
whole blood or from isolated peripheral blood leukocytes isolated by differential
centrifugation from whole blood using a commercial kit (See €.g., QIAmp DNA
Blood Mini Kit, Qiagen, Valencia, CA) according to the manufacturer’s
instructions.

Medical evaluation of the subject or tissue for genetic or proteomic
profiling or genetic or proteomic testing may be provided as a current
determination of genetic risk factors in the subject or tissue, or as part of the
subject’s medical history. Genetic profiling or genetic testing may be determined
by using a variety of methods including but not limited to restriction landmark
genomic scanning (RLGS), Southern blot analysis combined with restriction
fragment length polymorphism (RFLP), fluorescence in situ hybridization (FISH),
enzyme mismatch cleavage (EMC) of nucleic acid heteroduplexes, ligase chain
reaction (LCR) or polymerase chain reaction (PCR) based methods. Analysis of
one or more single nucleotide polymorphisms (SNPs) may also be used for
genetic profiling.

Restriction fragment landmark genomic scanning (RLGS) may be used to
scan an entire mammalian genome. As such, genomic DNA is digested with
restriction enzymes to generate large DNA fragments. The fragments are
separated on an agarose gel, digested with one or more restriction enzymes within
the agarose gel, and then separated in a second dimension by polyacrylamide gel
electrophoresis (PAGE) (See e.g., Tawata, et al., Comb. Chem. High Throughput
Screen. Vol. 3, pp.1-9 (2000), which is herein incorporated by reference). The
DNA may be labeled prior to digestion, or the fragments may be stained
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nonspecifically as with an intercalating dye, for example. The resulting pattern
may be compared with pre-established norms to detect genetic mutations.

Restriction fragment length polymorphism (RFLP) is similar to restriction
fragment landmark genomic scanning in that the genomic DNA is digested with
specific restriction enzymes and separated on an agarose gel. The separated DNA
is transferred to a membrane and the fragments are visualized using hybridization
analysis and gene specific probes.

A variety of PCR related methods may be used for genetic profiling and
may be used to detect both known and unknown mutations and polymorphisms
(See e.g., Tawata, et al., Comb. Chem. High Throughput Screen. Vol. 3, pp.1-9
(2000), which is herein incorporated by reference). For known mutations and
polymorphisms, specific PCR oligonucleotide probes are designed to bind directly
to the mutation or polymorphism or proximal to the mutation or polymorphism.
For example, PCR may be used in combination with RFLP. In this instance, a
DNA fragment or fragments generated by PCR with primers on either side of the
mutation or polymorphism site are treated with restriction enzymes and separated
by agarose gel electrophoresis. The fragments themselves may be detected using
an intercalating dye such as, for example, ethidium bromide. An aberrant banding
pattern may be observed if mutations exist within the restriction sites. PAGE may
be used to detect single base differences in the size of a fragment.

Alternatively, PCR may be used in combination with DNA sequencing for
genetic profiling. For example, PCR primers may be designed that bind to either
side of a potential mutation site on the target DNA and generate a PCR fragment
that spans a potential mutation site. The PCR fragment is either directly
sequenced or subcloned into a cloning vector and subsequently sequenced using
standard molecular biology techniques.

Alternatively, a mutation or polymorphism may be screened using
comparative genomic hybridization (CGH) (See e.g., Pinkel & Albertson, Nat.
Gen. Vol. 37:S11-S17 (2005), which is herein incorporated by reference). In this
instance, “normal” genomic DNA and test genomic DNA are differentially
labeled and hybridized to metaphase chromosomes or DNA microarrays. The
relative hybridization signal at a given location is proportional to the relative copy

number of the sequences in the reference and test genomes. Arrays may be
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generated using DNA obtained from, for example, bacterial artificial
chromosomes (BACs) or PCR.

Analysis of one or more single nucleotide polymorphism (SNP) may be
used for genetic profiling. A SNP is a DNA sequence variation in which a single
nucleotide in the genomic sequence differs between members of a species (or
between paired chromosomes of an individual). For a variation to be considered a
SNP it must occur in at least 1% of the population. Most SNPs do not affect
protein function, and/or are not responsible for a disease state, but they may serve
as biological markers for pinpointing an altered protein or disease on the human
genome map as they are often located near a gene found to be associated with a
certain disease. Occasionally, a SNP may actually affect protein function and/or
cause a disease and, therefore, can be used to search for and isolate a specific
gene, e.g., a T to C mutation in the CYP17 gene which affects enzyme function.
The pattern of SNPs in a subject’s genomic DNA may be compared with
information in databases in an association study to determine effect on protein
function and/or risk of disease development. SNPs may be identified using PCR
and DNA sequencing as described above. Alternatively, SNP genotyping may be
done using high throughput array analysis (See e.g., Applied BioSystems, ABI
PRISM, 3100 Genetic Analyzer with 22-cm Capillary Array; Syvanen, et al., Nat.
Genet., Vol. 37, pp. S5-S10 (2005) which is herein incorporated by reference). A
growing number of web-based databases are available for finding information
regarding SNPs and protein function and/o disease associations (See e.g.,
International HapMap Project on the worldwide web at //snp.cshl.org; Nature 449:
851-861, 2007; National Center Biotechnology Information (NCBI) Single
Nucleotide Polymorphisms, on the worldwide web at
ncbi.nlm.nih.gov/projects/SNP/, which is herein incorporated by reference).

In certain instances, such as malaria, it is believed that the genetic
mutations resulting in G6PD deficiency, a+ thalassemia, and hemoglobin C in
humans are positively selected in areas with high incidence of malaria infection.
(See, e.g., Kwiatkowski, Am. J. Hum. Gen. Vol. 77, pp. 171-190, (2005), which is
herein incorporated by reference). One particular example of an evolutionary
protection against malaria infection is the HBB gene, in which three different
coding SNPs confer protection against malaria: Glu6Val (HbS), Glu6Lys (HbC),
and Glu26Lys (HbE). While homozygotes for the HbS gene suffer from sickle-
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cell disease, heterozygotes have a ten-fold reduced risk of severe malaria. (See,
e.g., Kwiatkowski, Am. J. Hum. Gen. Vol. 77, pp. 171-190, (2005), which is
herein incorporated by reference). The HbS allele is common in Africa but rare in
Southeast Asia, whereas the opposite is true for the HbE allele. However, even at
local levels, there are different levels of HbS, HbC, and HbE variants. (See, e.g.,
Kwiatkowski, Am. J. Hum. Gen. Vol. 77, pp. 171-190, (2005), which is herein
incorporated by reference). It is believed that many genetic factors of the subject
may interact with environmental variables, as well as parasitic genetic factors, in
determining a particular subject’s susceptibility or resistance to the malaria
parasite.

The disclosure further provides kits including at least one therapeutic
composition or method disclosed herein. Any particular kit may also contain
instructional material teaching the methodologies and uses of the therapeutic
composition or method, as described herein.

With reference to the figures, Figure 2 illustrates a drug delivery device
200 including at least one reservoir 210 configured to receive, retain, and dispense
at least one therapeutic composition. Any number of delivery devices may be
utilized for delivery of the therapeutic compositions described herein. For
example, devices described in U.S. Patent Application Serial No. 11/975347,
which is herein incorporated by reference, can be employed.

In an embodiment, the therapeutic composition 220 includes at least one
first agent configured to modulate the activity of one or more Toll-like receptors;
at least one second agent configured to modulate the activity of one or more Src
family kinases; and at least one pharmaceutically acceptable carrier or excipient.

In an embodiment, the therapeutic composition 221 includes at least one
first agent configured to modulate the activity of one or more Toll-like receptors;
at least one second agent configured to modulate the activity of one or more NF-
kB molecules; and at least one pharmaceutically acceptable carrier or excipient.

In an embodiment, the therapeutic composition 222 includes at least one
first agent configured to modulate the activity of one or more NF-kB molecules; at
least one second agent configured to modulate the activity of one or more Src
family kinases; and at least one pharmaceutically acceptable carrier or excipient.

In an embodiment, the therapeutic composition 223 includes at least one

first agent configured to modulate the activity of one or more Toll-like receptors;
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at least one second agent configured to modulate the activity of one or more Src
family kinases; at least one third agent configured to modulate the activity of one
or more NF-kB molecules; and at least one pharmaceutically acceptable carrier or
excipient.

In at least one embodiment, the device includes one or more controllable
output mechanisms 230 operably linked to the one or more outlets to control the
dispensing of at least a portion of the at least one therapeutic composition (220,
221, 222, or 223) from the at least one reservoir (210). The controllable output
mechanism 230 may include at least one micropump 240 or at least one thermal or
nonthermal gate 250 in communication with the at least one outlet of the at least
one reservoir 210.

As illustrated in Figure 3, the drug delivery device 200 may further include
at least one control circuitry 300 configured to control the at least one controllable
output mechanism 230. In at least one embodiment, the at least one control
circuitry 300 is configured to generate and transmit an electromagnetic control
signal 305 and may contain at least one memory mechanism 310 for storing
instructions for generating and transmitting the electromagnetic control signal. In
an embodiment, the at least one controllable output mechanism 300 may be
configured for time-release 320 of at least a portion of the at least one therapeutic
composition (220, 221, 222, or 223) from the at least one reservoir. In at least one
embodiment, the at least one control circuitry 300 can be configured for variable
programming control 330.

In at least one embodiment, the device can include at least one first sensor
340 for detecting the presence or level of one or more biological signaling
molecules. As described herein, detecting the presence or level of one or more
biological signaling molecules may include utilizing one or more recognition
molecules 345 specific to the one or more biological signaling molecules.
Biological signaling molecules, as well as recognition molecules are described
herein.

In at least one embodiment, the at least one sensor for detecting the
presence or level of one or more biological signaling molecules includes one or
more detection indicators 350. In at least one embodiment, the one or more
detection indicators 350 include at least one dye, radioactive label, fluorescent

label, electromagnetic label, magnetic label, or other detectable label 360. In at
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least one embodiment, the drug delivery device includes one or more inlet
mechanisms 365 for receiving external delivery of the at least one therapeutic
composition. In at least one embodiment, the device includes at least one imaging
apparatus 370 capable of imaging the levels of the one or more biological
signaling molecules within a therapeutically effective region. In at least one
embodiment, the device includes at least one imaging apparatus 380 capable of
imaging the levels of the at least one therapeutic composition within a
therapeutically effective region.

As indicated in Figure 4, in at least one embodiment, the device may
include at least one second sensor 400 configured to detect at least one quantity of
the at least one therapeutic composition (220, 221, 222, or 223) in the at least one
reservoir 210. In at least one embodiment, the sensor 400 includes one or more
detection indicators 410. In at least one embodiment, the one or more detection
indicators 410 include at least one dye, radioactive label, fluorescent label,
electromagnetic label, magnetic label, or other detectable label 420. In at least
one embodiment, the at least one second sensor 400 and the at least one first
sensor 340, are the same sensor. In at least one embodiment, the device further
includes at least one memory location 430 for recording information. In at least
one embodiment, the at least one memory location 430 is configured 440 to record
information regarding the at least one sensor 400. In at least one embodiment, the
at least one memory location 430 is configured 450 to record information
regarding at least one of a sensed condition, history, or performance of the device.
In at least one embodiment, the at least one memory location 430 is configured
460 to record information regarding at least one of the date, time, quantity of
material delivered, presence of one or more biological signaling molecules, or
level of one or more biological signaling molecules. In at least one embodiment,
the device further includes at least one information transmission mechanism 470
configured to transmit information recorded by the at least one electronic memory
location. In at least one embodiment, the device further includes a time-release
regulator 480 for the release over time of the at least one therapeutic composition
(220, 221, 222, or 223). In at least one embodiment, the device includes at least
one receiver configured to obtain release instructions or authorization to release

the at least one therapeutic composition 490.
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As indicated in Figure 5, a system 500 is illustrated including at least one
drug delivery device 510 configured to retain and dispense at least one therapeutic
composition to at least one subject. In an embodiment, the system includes one or
more instructions 520 that when executed on a computing device cause the
computing device to regulate dispensing of at least one drug delivery device,
wherein the delivery device includes at least one therapeutic composition
including at least one first agent configured to modulate the activity of one or
more Toll-like receptors; and at least one second agent configured to modulate the
activity of one or more Src family kinases.

In an embodiment, the at least one therapeutic composition includes at
least one of chloroquine, M62812, or quinine; and one or more of dasatinib,
nilotinib, BMSD-268770, UR-12947, aztreonam, MZ-338, riluzole, meloxicam,
pramipexole, CBS-113-A, AXD0530, INNO-406, MK-0457, cediranib, sunitinib,
bosutinib, axitinib, erlotinib, gefitinib, lapatinib, lestaurtinib, semaxanib, or
imatinib 530. In an embodiment, the at least one therapeutic composition further
includes at least one third agent configured to modulate the activity of one or more
NF-kB molecules 540. In an embodiment, the at least one third agent includes
one or more of disulfiram, ditiocarb, sulindac, sulfasalazine, or bortezomib 550.
In at least one embodiment, the at least one therapeutic composition further
includes at least one fourth agent configured to modulate the activity of at least
one protease or proteasome 560. In an embodiment, the at least one fourth agent
includes one or more of saquinavir, ritonavir, indinavir, nelfinavir, amprenavir,
lopinavir, atazanavir, fosamprenavir, tipranavir, or darunavir 570. In an
embodiment the at least one fourth agent includes dichloroisocoumarin or
bortezomib 580. In at least one embodiment, the at least one fourth agent
includes one or more of an organic or inorganic small molecule, nucleic acid,
amino acid, peptide, polypeptide, protein, glycopeptide, glycoprotein, glycolipid,
lipopolysaccharide, peptidoglycan, proteoglycan, lipid, metalloprotein, liposome,
or carbohydrate 590.

As indicated in Figure 6, in an embodiment, the system 500 includes one
or more computing device 530 including a personal digital assistant (PDA), laptop
computer, tablet personal computer, networked computer, computing system
including a cluster of processors, computing system including a cluster of servers,

mobile telephone, workstation computer, or desktop computer 610. In at least one
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embodiment, the system includes one or more instructions 620 for inputting
information associated with physiological activity levels of one or more Toll-like
receptors, and one or more Src family kinases in the subject. In an embodiment,
the system includes one or more instructions for determining at least one treatment
regimen including modulating the activity of one or more Toll-like receptors, and
one or more Src family kinases, based on at least one genetic or proteomic profile
of the subject 630. In at least one embodiment, the treatment regimen is
configured 640 to maintain a predetermined level of activity of one or more Toll-
like receptors, and one or more Src family kinases in the subject.

As indicated in Figure 7, an embodiment of a system 700 includes at least
one drug delivery device 710 configured to retain and dispense at least one
therapeutic composition to at least one subject. In an embodiment, the system
includes one or more instructions 720 that when executed on a computing device
cause the computing device to regulate dispensing of at least one drug delivery
device, wherein the delivery device includes at least one therapeutic composition,
including at least one first agent configured to modulate the activity of one or
more Toll-like receptors; and at least one second agent configured to modulate the
activity of one or more NF-kB molecules.

In at least one embodiment, the therapeutic composition includes at least
one of chloroquine, M62812, or quinine; and one or more of disulfiram, ditiocarb,
sulindac, sulfasalazine, or bortezomib 730. In at least one embodiment, the at
least one therapeutic composition includes at least one third agent configured to
modulate the activity of one or more Src family kinases 740. In at least one
embodiment, the at least one third agent includes one or more of dasatinib,
nilotinib, BMSD-268770, UR-12947, aztreonam, MZ-338, riluzole, meloxicam,
pramipexole, CBS-113-A, AZD0530, INNO-406, MK-0457, cediranib, sunitinib,
bosutinib, axitinib, erlotinib, gefitinib, lapatinib, lestaurtinib, semaxanib, or
imatinib 750.

In at least one embodiment, the at least one therapeutic composition
further includes at least one fourth agent configured to modulate the activity of at
least one protease or proteasome 760. In an embodiment, the at least one fourth
agent includes one or more of saquinavir, ritonavir, indinavir, nelfinavir,
amprenavir, lopinavir, atazanavir, fosamprenavir, tipranavir, or darunavir 770. In

an embodiment the at least one fourth agent includes dichloroisocoumarin or
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bortezomib 780. In at least one embodiment, the at least one fourth agent
includes one or more of an organic or inorganic small molecule, nucleic acid,
amino acid, peptide, polypeptide, protein, glycopeptide, glycoprotein, glycolipid,
lipopolysaccharide, peptidoglycan, proteoglycan, lipid, metalloprotein, liposome,
or carbohydrate 790.

As indicated in Figure 8, in at least one embodiment, the system includes
one or more computing device 810 including a personal digital assistant (PDA),
laptop computer, tablet personal computer, networked computer, computing
system including a cluster of processors, computing system including a cluster of
servers, mobile telephone, workstation computer, or desktop computer. In at least
one embodiment, the system includes one or more instructions 820 for inputting
information associated with physiological activity levels of one or more Toll-like
receptors, and one or more NF-kB molecules in the subject. In at least one
embodiment, the system includes one or more instructions 830 for determining at
least one treatment regimen including modulating the activity of one or more NF-
kB molecules, and one or more Src family kinases, based on at least one genetic
or proteomic profile of the subject. In at least one embodiment, the treatment
regimen is configured to maintain a predetermined level of activity of one or more
NF-kB molecules, and one or more Src family kinases in the subject 840.

As indicated in Figure 9, a system 900 is illustrated including at least one
drug delivery device 910 configured to retain and dispense at least one therapeutic
composition to at least one subject. In at least one embodiment, a system includes
one or more instructions 920 that when executed on a computing device cause the
computing device to regulate dispensing of the at least one drug delivery device,
wherein the delivery device includes at least one therapeutic composition
including at least one first agent configured to modulate the activity of one or
more NF-kB molecules; and at least one second agent configured to modulate the
activity of one or more Src family kinases.

In at least one embodiment, the at least one first agent includes one or
more of disulfiram, ditiocarb, sulindac, sulfasalzine, or bortezomib 930. In at
least one embodiment, the at least one second agent includes one or more of
dasatinib, nilotinib, BMSD-268770, UR-12947, aztreonam, MZ-338, riluzole,
meloxicam, pramipexole, CBS-113-A, AZD0530, INNO-406, MK-0457,

cediranib, sunitinib, bosutinib, axitinib, erlotinib, gefitinib, lapatinib, lestaurtinib,
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semaxanib, or imatinib. In at least one embodiment, the at least one therapeutic
composition further includes at least one third agent includes at least one third
agent configured to modulate the activity of one or more Toll-like receptors 950.
In at least one embodiment, the at least one third agent includes one or more of
chloroquine, M62812, or quinine 960.

In at least one embodiment, the at least one therapeutic composition
further includes at least one fourth agent configured to modulate the activity of at
least one protease or proteasome 970. In an embodiment, the at least one fourth
agent includes one or more of saquinavir, ritonavir, indinavir, nelfinavir,
amprenavir, lopinavir, atazanavir, fosamprenavir, tipranavir, or darunavir 980. In
an embodiment the at least one fourth agent includes dichloroisocoumarin or
bortezomib 990. In at least one embodiment, the at least one fourth agent
includes one or more of an organic or inorganic small molecule, nucleic acid,
amino acid, peptide, polypeptide, protein, glycopeptide, glycoprotein, glycolipid,
lipopolysaccharide, peptidoglycan, proteoglycan, lipid, metalloprotein, liposome,
or carbohydrate 995.

In at least one embodiment, the system includes one or more computing
device 1010 including a personal digital assistant (PDA), laptop computer, tablet
personal computer, networked computer, computing system including a cluster of
processors, computing system including a cluster of servers, mobile telephone,
workstation computer, or desktop computer. In at least one embodiment, the
system includes one or more instructions 1020 for determining at least one
treatment regimen including modulating the activity of one or more NF-kB
molecules, and one or more Src family kinases, based on at least one genetic or
proteomic profile of the subject. In at least one embodiment, the treatment
regimen 1030 is configured to maintain a predetermined level of activity of one or
more NF-kB molecules, and one or more Src family kinases in the subject. In at
least one embodiment, the system further includes one or more instructions 1040
for inputting information associated with physiological activity levels of one or
more NF-kB molecules, and one or more Src family kinases in the subject.

As indicated in Figure 11, a system 1100 is illustrated including at least
one drug delivery device 1110 configured to retain and dispense at least one
therapeutic composition to at least one subject. In at least one embodiment, a

system includes one or more instructions 1120 that when executed on a computing
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device cause the computing device to regulate dispensing of the at least one drug
delivery device, wherein the delivery device includes at least one therapeutic
composition including at least one first agent configured to modulate the activity
of one or more Toll-like receptors; at least one second agent configured to
modulate the activity of one or more Src family kinases; and at least one third
agent configured to modulate the activity of one or more transcription factors,
such as NF-kB molecules.

In at least one embodiment, the at least one first agent includes one or
more of chloroquine, M62812, or quinine 1140. In at least one embodiment, the
at least one second agent includes one or more of dasatinib, nilotinib, BMSD-
268770, UR-12947, aztreonam, MZ-338, riluzole, meloxicam, pramipexole, CBS-
113-A, AZD0530, INNO-406, MK-0457, cediranib, sunitinib, bosutinib, axitinib,
erlotinib, gefitinib, lapatinib, lestaurtinib, semaxanib, or imatinib 1130.

In at least one embodiment, the at least one therapeutic composition
further includes at least one third agent includes one or more of disulfiram,
ditiocarb, sulindac, sulfasalazine, or bortezomib 1150. In at least one
embodiment, the the at least one therapeutic composition further includes at least
one fourth agent configured to modulate the activity of at least one protease or
proteasome 1160. In an embodiment the at least one fourth agent includes one or
more of squinavir, ritonavir, indinavir, nelfinavir, amprenavir, lopinavir,
atazanavir, fosamprenavir, tipranavir, or darunavir 1170.

In at least one embodiment, the at least one fourth agent includes
dichloroisocoumarin or bortezomib 1180. In at least one embodiment, the at least
one fourth agent includes one or more of an organic or inorganic small molecule,
nucleic acid, amino acid, peptide, polypeptide, protein, glycopeptide,
glycoprotein, glycolipid, lipopolysaccharide, peptidoglycan, proteoglycan, lipid,
metalloprotein, liposome, or carbohydrate 1190.

As indicated in Figure 12, in at least one embodiment, the system 1200
includes one or more computing device 1210 including a personal digital assistant
(PDA), laptop computer, tablet personal computer, networked computer,
computing system including a cluster of processors, computing system including a
cluster of servers, mobile telephone, workstation computer, or desktop computer.
In at least one embodiment, the system includes one or more instructions 1220 for

determining at least one treatment regimen including modulating the activity of
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one or more Toll-like receptors, one or more NF-kB molecules, and one or more
Src family kinases, based on at least one genetic or proteomic profile of the
subject. In at least one embodiment, the treatment regimen 1230 is configured to
maintain a predetermined level of activity of one or more Toll-like receptors, one
or more NF-kB molecules, and one or more Src family kinases in the subject. In
at least one embodiment, the system further includes one or more instructions
1240 for inputting information associated with physiological activity levels of one
or more Toll-like receptors, one or more NF-kB molecules, and one or more Src
family kinases in the subject.

As indicated in Figure 13, in an embodiment, the system 1300 comprises
at least one drug delivery device 1310 configured to retain and dispense at least
one therapeutic composition to at least one subject. In an embodiment 1320, the
system further comprises one or more instructions that when executed on a
computing device cause the computing device to regulate dispensing of the at least
one drug delivery device, wherein the at least one reservoir includes at least one
therapeutic composition, including at least two agents of: at least one first agent
configured to modulate the activity of one or more Toll-like receptors, at-least one
second agent configured to modulate the activity of one or more Src family
kinases, and at least one third agent configured to modulate the activity of one or
more transcription factors, such as NF-kB molecules. In an embodiment 1330, the
computing device includes one or more of a personal digital assistant, a laptop
computer, a tablet personal computer, a networked computer, a computing system
including a cluster of processors, a computing system including a cluster of
servers, a mobile telephone, a workstation computer, or a desktop computer. In
one embodiment 1340, the system 1300 further comprises one or more
instructions for determining at least one treatment regimen including modulating
the activity of at least two of: one or more Toll-like receptors, one or more
transcription factors, such as NF-kB molecules, or one or more Src family kinases,
based on at least one genetic or proteomic profile of the subject. In one
embodiment 1350, the system 1300 further comprises one or more instructions for
determining at least one treatment regimen including modulating the activity of at
least two of: one or more Toll-like receptors, one or more transcription factors,
such as NF-kB molecules, or one or more Src family kinases, based on at least one

genetic or proteomic profile of the subject.
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The methods and therapeutic compositions are further described with
reference to the following examples; however it is to be understood that the

methods and compositions are not limited to such examples.
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EXAMPLES
Example 1

Composition Comprising Quinine Sulfate and Dasatinib

An oral therapeutic composition for treatment of malaria, viral infections,
bacterial infections, other parasitic infections, sepsis, systemic inflammatory
response syndrome, septic shock, multiple organ dysfunction syndrome,
autoimmune disease, allergy, cancer, or other inflammatory reactions is prepared
containing at least one first agent that modulates the activity of one or more Toll-
like receptors and at least one second agent that modulates the activity of one or
more Src family kinases. The first agent is quinine sulfate (cinchonan-9-ol, 6'-
methoxy-, (8.alpha.,9R)-, sulfate (2:1) (salt); C20H24N202), - H,SO4 - 2H,0);
molecular weight 782.96), a modulator of Toll-like receptor 9 activity. The
second agent is dasatinib (N-(2-chloro-6-methylphenyl)-2-[[6-[4-(2-
hydroxyethyl)-1-piperazinyl]-2-methyl-4-pyrimidinyl}Jamino]-5-
thiazolecarboxamide, monohydrate; C;HycCIN-O,S - HO; molecular mass of
488.01 g/mol), a modulator of Src family kinase activity (particularly of Hck and
Lyn). A composition containing quinine sulfate and dasatinib is formulated for
oral administration. The therapeutic composition is formulated to enable
sufficient dissolution and absorption of the first and second agent to achieve
adequate oral bioavailability and systemic dosing.

The oral solid dosage form constitutes one or more tablets. Alternatively,
the oral solid dosage form constitutes one or more of a hard or soft gelatin
capsule. The oral solid dosage form is taken by a subject or administered to a
subject on a periodic basis. For example, tablets or capsules containing quinine
sulfate and dasatinib may be administered at least once daily, over the course of
about 8 to about 10 days, for example, to treat malaria and other inflammatory
reactions. The treatment course can depend on a number of factors, including, for
example, severity of the disease or condition and overall patient health. The
treatment course or regimen can include from about 1 day to about 28 days; from
about 1 day to about 21 days; from about 1 day to about 14 days; from about 1 day
to about 7 days; from about 3 days to about 28 days; from about 3 to about 21
days; from about 3 to about 14 days; from about 3 to about 7 days; from about 5 to
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about 28 days; from about 5 to about 21 days; from about 5 to about 14 days; from
about 5 to about 7 days; or any length of time therebetween or greater.

Each dose for an adult of the composition containing quinine sulfate and
dasatinib would include about 648 mg of quinine sulfate and about 70 mg of
dasatinib. Dosing of the composition may be once every 12 hours, for example.
Alternatively, it may be beneficial to administer the combination of quinine
sulfate and dasatinib as two or more tablets or capsules, two or more times per day
over the course of treatment. In this instance, each tablet may contain about 324
mg of quinine sulfate and about 35 mg of dasatinib. Tablets containing a smaller
dose of quinine sulfate and dasatinib may be useful for treating less severe disease
or smaller subjects such as, for example, pediatric subjects. For example, quinine
sulfate has been administered as a single agent at 10 mg/kg in the pediatric
population. Similarly, dasatinib has been administered as a single agent in the
pediatric population at doses ranging from 60 to 160 mg/m’ (or approximately 2-5
mg/kg) (See, e.g., Porkka, et al., Blood Vol. 112, pp.1005-1012 (2008) which is
herein incorporated by reference). As such, the combination oral dosage form
intended for administration at least once daily may contain an amount of quinine
sulfate ranging from about 10 mg to about 1296 mg and an amount of dasatinib
ranging from about 10 mg to about 140 mg. Tablets containing larger doses of
quinine sulfate, dasatinib, or both may also be generated.

The single oral dosage form containing quinine sulfate and dasatinib may
also include a number of inactive ingredients or excipients. For example, the
tablets may include excipients that are one or more of fillers, binders, lubricants,
disintegrants, or combinations thereof. In some instances, a single excipient may
have multiple functionalities in the formulation. Fillers are used primarily to
create a pill volume that is sufficiently large enough for human fingers to readily
handle. Common examples of fillers include lactose, microcrystalline cellulose,
corn starch, and sugars such as mannitol, sorbitol, fructose, and dextrose. Binders
are used to impart cohesiveness to the tablet formulation that ensures the tablet
remains intact after compression. Common examples of binders include starch,
gelatin, sugars, and natural and synthetic gums such as acacia and
methylcellulose. Lubricants also aide in tablet compression and further prevent
the tablets from adhering to the walls of the tablet forming molds. Common

examples of lubricants include magnesium stearate, stearic acid, talc, sodium
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stearyl fumarate and hydrogenated vegetable oil. Polyethylene glycol may also be
used to ease tablet removal from the molds. Disintegrants facilitate the
dissolution of the tablet in the gastrointestinal tract. Common examples of
disintegrants include crospovidone, croscarmellose sodium, and gellan gum. As
such, quinine sulfate and dasatinib are formulated in tablet form and may include
one or more of the following inactive ingredients: lactose monohydrate,
microcrystalline cellulose, croscarmellose sodium, hydroxypropyl cellulose, corn
starch, magnesium stearate and talc.

The single oral dosage form containing quinine sulfate and dasatinib may
also include a coating that prevents the tablet from dissolving prematurely and
may mask an objectionable taste and or smell of the active ingredients. Quinine
sulfate in particular has a distinctive bitter taste. As such, tablets containing
quinine sulfate and dasatinib are further coated with hypromellose, titanium
dioxide, and polyethylene glycol with optional color additives of red and or
yellow iron oxides.

In general, the inactive ingredients or excipients included in the single oral
dosage form of quinine sulfate and dasatinib and other drug dosing combinations
described here are approved for use in human subjects by the Food and Drug
Administration (FDA) and are listed in either the United States Pharmacopeia
(USP) or National Formulary (NF) for products sold in the United States, or the
European Pharmacopeia (EP) for products sold in Europe.

The oral therapeutic composition containing quinine sulfate and dasatinib
can be formulated for delayed release. Delayed release permits repetitive,
intermittent dosing of the composition from one or more immediate-release units
incorporated into a dosage form, for example, repeat-action tablets or capsules.
One example includes multilayer or multi-component tablets, caplets or capsules
in which each layer or component dissolves or disintegrates to release one or more
component of the therapeutic composition. Alternatively, delayed release can
include utilizing an enteric delayed release system in which the therapeutic
composition is coated with one or more pH sensitive polymer that remains intact
in the acidic environment of the stomach and then solubilizes or disintegrates in
the more alkaline environment of the small intestine. Polymers used for this
purpose include, for example, cellulose acetate phthalate, polyvinylacetate

phthalate, hydroxypropylmethylcellulose phthalate, methacrylic acid-methacrylic
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acid ester copolymers, cellulose acetate trimellitate, carboxymethyl ethylcellulose,
or hydroxypropyl methylcellulose acetate succinate.

Alternatively, the oral therapeutic composition containing quinine sulfate
and dasatinib can be formulated for extended release to maintain therapeutic blood
or tissue levels of the therapeutic composition for a prolonged period of time.
Extended release formulations include, for example, diffusion systems, dissolution
systems, osmotic systems, mechanical systems, swelling systems, erosion
controlled systems, and/or stimulated controlled release systems. A diffusion
formulation system may include, for example, reservoir devices in which the oral
therapeutic composition is encapsulated by a membrane barrier coat composed,
for example, of one or more of hardened gelatin, methyl- or ethylcellulose,
polyhydroxymethyacrylate, hydroxypropylcellulose, polyvinylacetate, and/or
various waxes.

Alternatively, the diffusion formulation system may include matrix
devices in which the oral therapeutic composition is uniformly dissolved or
dispersed in an inert polymeric matrix composed, for example, of one or more
plastic polymers (e.g., methyl acrylate-methyl methacrylate, polyvinyl chloride, or
polyethylene); one or more hydrophilic polymers (e.g., methylcellulose,
hydroxypropylmethylcellulose, sodium carboxymethylcellulose, or carbopol 934);
one or more fatty compounds (e.g., carnauba wax or glyceryl tristearate), or both.
The release rate of the therapeutic composition in a diffusion system is dependent
upon the diffusion rate of the therapeutic composition in a diffusion system is
dependent upon the diffusion rate of the therapeutic composition through the
membrane barrier coat or polymeric matrix. A dissolution system can include, for
example, similar formulation excipients, but in this instance the release rate of the
therapeutic composition is dependent upon dissolution of the formulation, the
therapeutic composition, or both. The dissolution rate can be controlled, for
example, by one or more of adjusting the size of encapsulsted drug particles,

thickness of coating materials, or diffusivity of core materials.
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Example 2
Composition Comprising Chloroquine Phosphate and Imatinib

An intravenous therapeutic composition for treatment of malaria, other
infections, sepsis, systemic inflammatory response syndrome, septic shock,
multiple organ dysfunction syndrome, allergy, or other inflammatory reactions is
generated containing at least one first agent that modulates the activity of one or
more Toll-like receptors and at least one second agent that modulates the activity
of one or more Src family kinases. The first agent is chloroquine phosphate (7-
chloro-4-[[4-(diethylamino)-1-methylbutyl]Jamino]quinoline phosphate (1:2);
CisH26CIN;-2H;3PO4; molecular weight 515.86), a modulator of Toll-like receptor
activity. The second agent is imatinib (4-[(4-methyl-1-piperazinyl)methyl]-N-[4-
methyl-3-[[4-(3-pyridinyl)-2-pyrimidinyl Jamino]-phenyl ]benzamide
methanesulfonate; C9H3N7O - CH4SOs; molecular mass of 589.7 g/mol), a
modulator of Src family kinase activity. The composition containing chloroquine
phosphate and imatinib is formulated for intravenous administration. Both
compounds are soluble in aqueous solution and as such are readily formulated for
intravenous administration.

In some instances, the aqueous solution containing chloroquine phosphate
and imatinib is sterilized and directly apportioned into injection vials. The
aqueous solution is ready for immediate use. Alternatively, the aqueous solution
containing chloroquine phosphate and imatinib is freeze-dried directly into
injection vials. The freeze-dried powder is reconstituted prior to intravenous
injection or infusion. One or more injection vial containing chloroquine
phosphate and imatinib may be used over the course of infusion treatment.

Each injection vial of the intravenous dosage form composition containing
chloroquine phosphate and imatinib includes at least one dose for a 70 kilogram
adult of about 1400 mg of chloroquine phosphate and about 800 mg of imatinib.
Alternative dosage forms may include the same relative amounts of chloroquine
phosphate and imatinib, but in smaller quanities. For example, the dosage form
may contain chloroquine phosphate and imatinib in amounts of about 700 mg/400
mg, about 350 mg/200 mg, about 175 mg/100 mg, etc., respectively. Alternative

dosage forms may be generated to include different relative amounts of
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chloroquine phosphate and imatinib. Alternative dosage forms may be
determined empirically.

The intravenous dosage form composition containing chloroquine
phosphate and imatinib may include additional inactive ingredients or excipients
such as, for example, antimicrobial agents, buffers, antioxidants, tonicity agents,
and or cryoprotectants and lyoprotectants. Antimicrobial agents in bacteriostatic
or fungistatic concentrations may be added to preparations of multiple dose
preparations to prevent possible microbial growth inadvertently introduced during
withdrawal of a portion of the vial contents. Common examples of antimicrobial
agents include phenylmercuric nitrate, thimerosal, benzethonium chloride,
benzalkonium chloride, phenol, cresol and or chlorobutanol. Buffers are used to
stabilize a solution against chemical or physical degradation. Common acid salts
used as buffers include citrates, acetates and phosphates. Antioxidants are used to
preserve products against oxidation. Common examples of antioxidants include
sodium bisulfite, ascorbic acid, and salts thereof. Tonicity agents are used to
ensure that injected material is isotonic with physiological fluids. Common
examples of tonicity agents include electrolytes and monosaccharides or
disaccharides. Cryoprotectants and lyoprotectants are additives that protect
active ingredients from damage due to the freeze-drying process. Common
cryoprotectant and lyoprotectant agents include sugars, amino acids, polymers,
and polyols. As such, the single intravenous dosing form of chloroquine
phosphate and imatinib may include one or more of these inactive ingredients,
depending upon whether the dosing form is a solution or a freeze-dried powder.

For use of the freeze-dried powder, the powder is reconstituted in an
appropriate aqueous vehicle prior to initiating intravenous administration. An
appropriate aqueous vehicle can be highly purified and sterile water or Water for
Injection (WFI). The latter is prepared by distillation or by membrane
technologies such as reverse osmosis or ultrafiltration. Alternatively, the freeze
dried power is reconstituted with a physiologically appropriate vehicle such as
sodium chloride or saline solution (0.9%), Ringer’s solution, dextrose solution,
lactated Ringer’s solution, or dextrose and saline solution. The reconstituted
solution of chloroquine phosphate and imatinib is infused over the course of
several hours using an infusion pump. Alternatively, the reconstituted

chloroquine phosphate and imatinib are infused over the course of several hours
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by addition to an intravenous fluid bag. By way of example, chloroquine
phosphate as a single agent has been reportedly infused at 400 mg over one hour
without complication (See e.g., Looareesuwan, et al., Br. J. Clin. Pharmac. Vol.
22, pp- 31-36 (1986), which is herein incorporated by reference).

In some instances, flexibility in the dosing of chloroquine phosphate and
imatinib may be needed to treat a subject with malaria, other infections, sepsis,
systemic inflammatory response syndrome, septic shock, multiple organ
dysfunction, or other inflammatory reactions. For example, the appropriate dose
of chloroquine phosphate and/or imatinib may be dependent upon one or more
characteristic of the subject such as, for example, body weight (kilogram, kg),
body surface area (meters squared, m?), gender, age, overall health status and
severity of disease. For example, the recommended intravenous dose of
chloroquine phosphate ranges from about 10 to about 20 mg/kg in a 24 hour
period. As such, only a portion of an intravenous dosage form containing about
1400 mg of chloroquine phosphate and about 800 mg of imatinib, for example,
may be administered by infusion over a 24 hour period, depending upon the one
or more characteristic of the subject. The intravenous dose composition
containing chloroquine phosphate and imatinib may be administered using an
infusion pump or an intravenous fluid bag filled with a physiological solution such
as standard saline solution.

The composition containing chloroquine phosphate and imatinib may be
administered by other parenteral dosing routes such as, for example, intramuscular
or subcutaneous injection using, for example, the above-referenced dosages and

formulations.

Example 3

Composition Comprising Quinine Sulfate, Dasatinib, and Nilotinib

An oral therapeutic composition for treatment of malaria, sepsis, systemic
inflammatory response syndrome, septic shock, multiple organ dysfunction
syndrome, other infections, allergy, autoimmune disease, or other inflammatory
reactions is generated containing at least one first agent that modulates the activity

of one or more Toll-like receptors and two second agents that modulate the
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activity of one or more Src family kinases. The first agent is quinine sulfate
(cinchonan-9-ol, 6'-methoxy-, (8.alpha.,9R)-, sulfate (2:1) (salt); C20H24N205), -
H,SO4 - 2H,0); molecular weight 782.96), a modulator of Toll-like receptor
activity. The two second agents are dasatinib (N-(2-chloro-6-methylphenyl)-2-
[[6-[4-(2-hydroxyethyl)-1-piperazinyl]-2-methyl-4-pyrimidinyl]amino]-5-
thiazolecarboxamide, monohydrate; Cx»HCIN;0,S - H,O; molecular mass of
488.01 g/mol) and nilotinib (4-methyl-N-[3-(4-methyl-1H-imidazol-1-yl)-5-
(trifluoromethyl)phenyl]-3-[[4-(3-pyridinyl)-2-pyrimidinylJamino]-benzamide,
monohydrochloride, monohydrate; C,gH,,F3N7O - HCI - H>O; molecular mass of
565.98 gm/mol), modulators of Src family kinase activity. A composition
containing quinine sulfate, dasatinib and nilotinib is formulated for oral
administration. The therapeutic composition is formulated to enable sufficient
dissolution and absorption of the first and second agents to achieve adequate oral
bioavailability and systemic dosing.

The therapeutic composition contains a first and two second agents that
constitute the active ingredients of the therapeutic composition. The active
ingredients quinine sulfate, dasatinib, and nilotinib, for example, are combined in
a single oral solid dosage form for oral administration. The oral solid dosage form
constitutes one or more tablets. Alternatively the oral solid dosage form
constitutes one or more of a hard or soft gelatin capsule. The oral solid dosage
form is taken by a subject or administered to a subject on a periodic basis. For
example, tablets containing quinine sulfate, dasatinib, and nilotinib may be
administered at least once daily, over the course of about 8 to about 10 days, for
example, to treat malaria and other inflammatory reactions. The treatment course
or regimen can include from about 1 day to about 28 days; from about 1 day to
about 21 days; from about 1 day to about 14 days; from about 1 day to about 7
days; from about 3 days to about 28 days; from about 3 to about 21 days; from
about 3 to about 14 days; from about 3 to about 7 days; from about 5 to about 28
days; from about 5 to about 21 days; from about 5 to about 14 days; from about 5
to about 7 days; or any length of time therebetween or greater.

Each dose of the composition containing quinine sulfate, dasatinib, and
nilotinib formulated for an adult would include about 648 mg of quinine sulfate,
about 70 mg of dasatinib, and about 400 mg of nilotinib and be administered

about every 12 hours, for example. Alternatively, it may be beneficial to
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administer the combination of quinine sulfate, dasatini, and nilotinib as two or
more tablets, two or more times per day over the course of about 8 to about 10
days, for example. In this instance, each tablet contains about 324 mg of quinine
sulfate, about 35 mg of dasatinib, and about 200 mg of nilotinib. The treatment
course or regimen can include from about 1 day to about 28 days; from about 1
day to about 21 days; from about 1 day to about 14 days; from about 1 day to
about 7 days; from about 3 days to about 28 days; from about 3 to about 21 days;
from about 3 to about 14 days; from about 3 to about 7 days; from about 5 to
about 28 days; from about 5 to about 21 days; from about 5 to about 14 days; from
about 5 to about 7 days; or any length of time therebetween or greater.

Dosage forms containing more or less of each compound may also be
contemplated for use in more or less severe disease or in the pediatric population,
for example. As such, the combination oral dosage form intended for
administration at least once daily may contain an amount of quinine sulfate
ranging from about 10 mg to about 1296 mg, an amount of dasatinib ranging
from about 10 mg to about 140 mg, and an amount of nilotinib ranging from about
10 to about 800 mg. Tablets containing larger doses of quinine sulfate, dasatinib,
and/or nilotinib may also be generated. Alternatively, the amount of quinine
sulfate, dasatinib, and nilotinib in the composition may be determined empirically.

The oral dosage form containing quinine sulfate, dasatinib and nilotinib
may also include a number of inactive ingredients or excipients, examples of
which have been described herein. As such, quinine sulfate, dasatinib, and
nilotinib are formulated in tablet form and may include one or more of the
following inactive ingredients: lactose monohydrate, microcrystalline cellulose,
colloidal silicon dioxide, crospovidone, polyoxamer 188, croscarmellose sodium,
hydroxypropyl cellulose, corn starch, magnesium stearate and talc.

The oral dosage form containing quinine sulfate and dasatinib may also
include a coating that prevents the tablet from dissolving prematurely and may
mask an objectionable taste and or smell of the active ingredients. Quinine in
particular has a distinctive bitter taste. As such, tablets containing quinine sulfate
and dasatinib may be further coated with one or more of the following inactive
coating ingredients: gelatin, hypromellose, titanium dioxide, and polyethylene

glycol with optional color additives of red and or yellow iron oxides.
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The oral therapeutic composition containing quinine sulfate, dasatinib, and
nilotinib can be formulated for delayed release. Delayed release permits
repetitive, intermittent dosing of the composition from one or more immediate-
release units incorporated into a dosage form, for example, repeat-action tablets or
capsules. One example includes multilayer or multi-component tablets, caplets or
capsules in which each layer or component dissolves or disintegrates to release
one or more component of the therapeutic composition. Alternatively, delayed
release can include utilizing an enteric delayed release system in which the
therapeutic composition is coated with one or more pH sensitive polymer that
remains intact in the acidic environment of the stomach and then solubilizes or
disintegrates in the more alkaline environment of the small intestine. Polymers
used for this purpose include, for example, cellulose acetate phthalate,
polyvinylacetate phthalate, hydroxypropylmethylcellulose phthalate, methacrylic
acid-methacrylic acid ester copolymers, cellulose acetate trimellitate,
carboxymethyl ethylcellulose, or hydroxypropyl methylcellulose acetate
succinate.

Alternatively, the oral therapeutic composition containing quinine sulfate,
dasatinib, and nilotinib can be formulated for extended release to maintain
therapeutic blood or tissue levels of the therapeutic composition for a prolonged
period of time. Extended release formulations include, for example, diffusion
systems, dissolution systems, osmotic systems, mechanical systems, swelling
systems, erosion controlled systems, and/or stimulated controlled release systems.
A diffusion formulation system may include, for example, reservoir devices in
which the oral therapeutic composition is encapsulated by a membrane barrier
coat composed, for example, of one or more of hardened gelatin, methyl- or
ethylcellulose, polyhydroxymethyacrylate, hydroxypropylcellulose,
polyvinylacetate, and/or various waxes.

Alternatively, the diffusion formulation system may include matrix
devices in which the oral therapeutic composition is uniformly dissolved or
dispersed in an inert polymeric matrix composed, for example, of one or more
plastic polymers (e.g., methyl acrylate-methyl methacrylate, polyvinyl chloride, or
polyethylene); one or more hydrophilic polymers (e.g., methylcellulose,
hydroxypropylmethylcellulose, sodium carboxymethylcellulose, or carbopol 934);

one or more fatty compounds (e.g., carnauba wax or glyceryl tristearate), or both.
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The release rate of the therapeutic composition in a diffusion system is dependent
upon the diffusion rate of the therapeutic composition in a diffusion system is
dependent upon the diffusion rate of the therapeutic composition through the
membrane barrier coat or polymeric matrix. A dissolution system can include, for
example, similar formulation excipients, but in this instance the release rate of the
therapeutic composition is dependent upon dissolution of the formulation, the
therapeutic composition, or both. The dissolution rate can be controlled, for
example, by one or more of adjusting the size of encapsulsted drug particles,

thickness of coating materials, or diffusivity of core materials.

Example 4
Composition Comprising Chloroquine Phosphate and Disulfiram

An oral therapeutic composition for treatment of malaria, other infections,
sepsis, systemic inflammatory response syndrome, septic shock, multiple organ
dysfunction syndrome, allergy, autoimmune disease, cancer, or other
inflammatory reactions is generated containing a first agent that modulates the
activity of one or more Toll-like receptors and a second agent that modulates the
activity one or more NF-kB molecules. The first agent is chloroquine phosphate
(7-chloro-4-[[4-(diethylamino)-1-methylbutylJamino]quinoline phosphate (1:2);
C1sH26CIN3-2H;3POy; molecular weight 515.86), a modulator of Toll-like receptor
activity. The second agent is disulfiram (1-(diethylthiocarbamoyldisulfanyl)-
N,N-diethyl-methanethioamide; C1oH29N2S4; molecular mass of 296.53 gm/mol),
a modulator of NF-kB activity. A composition containing chloroquine phosphate
and disulfiram is formulated for oral administration. The therapeutic composition
is formulated to enable sufficient dissolution and absorption of the first and
second agent to achieve adequate oral bioavailability and systemic dosing.

The therapeutic composition contains a first agent and a second agent that
constitute the active ingredients of the therapeutic composition. The active
ingredients chloroquine phosphate and disulfiram, for example, are combined in a
single oral solid dosage form for oral administration. The oral solid dosage form
constitutes one or more tablets. Alternatively the oral solid dosage form

constitutes one or more of a hard or soft gelatin capsule. The oral solid dosage
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form is taken by a subject or administered to a subject on a periodic basis.
Chloroquine phosphate and disulfiram have reported elimination half-lives in
human subjects ranging from about 60 to about 120 hours. As such, chloroquine
phosphate and disulfiram may be administered once daily. For example, tablets
containing chloroquine phosphate and disulfiram may be administered at least
once daily, over the course of about 3 to about 4 days, for example, to treat
malaria and other inflammatory reactions.

The treatment course or regimen can include from about 1 day to about 28
days; from about 1 day to about 21 days; from about 1 day to about 14 days; from
about 1 day to about 7 days; from about 3 days to about 28 days; from about 3 to
about 21 days; from about 3 to about 14 days; from about 3 to about 7 days; from
about 5 to about 28 days; from about 5 to about 21 days; from about 5 to about 14
days; from about 5 to about 7 days; or any length of time therebetween or greater.

Each dose of the composition containing chloroquine phosphate and
disulfiram formulated for an adult would include about 500 mg of chloroquine
phosphate and about 250 mg of disulfiram. At the initiation of treatment, two
doses may be given in about the first 24 hours, followed by one dose on each of
about two to three consecutive days, for example. Alternatively, it may be
beneficial to administer the combination of chloroquine phosphate and disulfiram
as two or more tablets, two or more times per day over the treatment period. For
example, each tablet may contain about 250 mg of chloroquine phosphate and
about 125 mg of disulfiram. Dosage forms containing more or less of each
compound may also be contemplated for use in more or less severe disease or in
the pediatric population, for example. As such, the combination oral dosage form
intended for administration at least once daily may contain an amount of
chloroquine phosphate ranging from about 10 mg to about 1000 mg and an
amount of disulfiram ranging from about 10 mg to about 500 mg. Tablets
containing larger doses of chloroquine phosphate and/or disulfiram may also be
contemplated. Alternatively, the amount of chloroquine phosphate and disulfiram
in the composition may be determined empirically.

The oral dosage form containing chloroquine phosphate and disulfiram
may also include a number of inactive ingredients or excipients. For example, the
tablets may include excipients that are one or more of fillers, binders, lubricants,

disintegrants, or combinations thereof. In some instances, a single excipient may
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have multiple functionalities in the formulation. Fillers are used primarily to
create a pill volume that is sufficiently large enough for human fingers to readily
handle. Common examples of fillers include lactose, microcrystalline cellulose,
corn starch, and sugars such as mannitol, sorbitol, fructose, and dextrose. Binders
are used to impart cohesiveness to the tablet formulation that ensures the tablet
remains intact after compression. Common examples of binders include starch,
gelatin, sugars, and natural and synthetic gums such as acacia and
methylcellulose. Lubricants also aide in tablet compression and further prevent
the tablets from adhering to the walls of the tablet forming molds. Common
examples of lubricants include magnesium stearate, stearic acid, sodium stearyl
fumarate and hydrogenated vegetable oil. Polyethylene glycol may also be used
to allow the tablet to drop more readily out of the mold. Disintegrants facilitate
the dissolution of the tablet in the gastrointestinal tract. Common examples of
disintegrants include starch, gums, clays, crospovidone, and croscarmellose
sodium. As such, chloroquine sulfate and disulfiram are formulated in tablet form
and may include one or more of the following inactive ingredients: magnesium
aluminum silicate, magnesium stearate, crospovidone, starch, carnauba wax,
colloidal silicon dioxide, dibasic calcium phosphate, hydroxypropyl
methylcellulose, microcrystalline cellulose, polyethylene glycol, pregelatininzed,
polysorbate 80, sodium starch glycolate, stearic acid, and titanium dioxide.

In general, the inactive ingredients or excipients included in the single oral
dosage form of chloroquine phosphate and disulfiram and other drug dosing
combinations described herein are approved for use in human subjects by the
Food and Drug Administration (FDA) and are listed in either the United States
Pharmacopeia (USP) or National Formulary (NF) for products sold in the United
States, or the European Pharmacopeia (EP) for products sold in Europe.

The oral therapeutic composition containing chloroquine sulfate and
disulfiram can be formulated for delayed release. Delayed release permits
repetitive, intermittent dosing of the composition from one or more immediate-
release units incorporated into a dosage form, for example, repeat-action tablets or
capsules. One example includes multilayer or multi-component tablets, caplets or
capsules in which each layer or component dissolves or disintegrates to release
one or more component of the therapeutic composition. Alternatively, delayed

release can include utilizing an enteric delayed release system in which the
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therapeutic composition is coated with one or more pH sensitive polymer that
remains intact in the acidic environment of the stomach and then solubilizes or
disintegrates in the more alkaline environment of the small intestine. Polymers
used for this purpose include, for example, cellulose acetate phthalate,
polyvinylacetate phthalate, hydroxypropylmethylcellulose phthalate, methacrylic
acid-methacrylic acid ester copolymers, cellulose acetate trimellitate,
carboxymethyl ethylcellulose, or hydroxypropyl methylcellulose acetate
succinate.

Alternatively, the oral therapeutic composition containing chloroquine
sulfate and disufiram can be formulated for extended release to maintain
therapeutic blood or tissue levels of the therapeutic composition for a prolonged
period of time. Extended release formulations include, for example, diffusion
systems, dissolution systems, osmotic systems, mechanical systems, swelling
systems, erosion controlled systems, and/or stimulated controlled release systems.
A diffusion formulation system may include, for example, reservoir devices in
which the oral therapeutic composition is encapsulated by a membrane barrier
coat composed, for example, of one or more of hardened gelatin, methyl- or
ethylcellulose, polyhydroxymethyacrylate, hydroxypropylcellulose,
polyvinylacetate, and/or various waxes.

Alternatively, the diffusion formulation system may include matrix
devices in which the oral therapeutic composition is uniformly dissolved or
dispersed in an inert polymeric matrix composed, for example, of one or more
plastic polymers (e.g., methyl acrylate-methyl methacrylate, polyvinyl chloride, or
polyethylene); one or more hydrophilic polymers (e.g., methylcellulose,
hydroxypropylmethylcellulose, sodium carboxymethylcellulose, or carbopol 934);
one or more fatty compounds (e.g., carnauba wax or glyceryl tristearate), or both.
The release rate of the therapeutic composition in a diffusion system is dependent
upon the diffusion rate of the therapeutic composition in a diffusion system is
dependent upon the diffusion rate of the therapeutic composition through the
membrane barrier coat or polymeric matrix. A dissolution system can include, for
example, similar formulation excipients, but in this instance the release rate of the
therapeutic composition is dependent upon dissolution of the formulation, the

therapeutic composition, or both. The dissolution rate can be controlled, for
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example, by one or more of adjusting the size of encapsulsted drug particles,

thickness of coating materials, or diffusivity of core materials.

Example 5

Composition Comprising Quinine Sulfate and Bortezomib

An intravenous therapeutic composition for treatment of malaria, other
infections, sepsis, systemic inflammatory response syndrome, septic shock,
multiple organ dysfunction syndrome, allergy, cancer, autoimmune disease, or
other inflammatory reactions is generated containing a first agent that modulates
the activity of one or more Toll-like receptors and a second agent that modulates
the activity of one or more NF-kB molecules. The first agent is quinine sulfate
(cinchonan-9-ol, 6'-methoxy-, (8.alpha.,9R)-, sulfate (2:1) (salt);
C20H24N20,)2'-H2S04-2H,0); molecular weight 782.96), a modulator of Toll-like
receptor activity. The second agent is bortezomib ([(1R)-3-methyl-1-[[(2S)-1-
oxo0-3-phenyl-2-[(pyrazinylcarbonyl) amino]propyl] amino]butyl]boronic acid;
C19H25sBN4Oy4; molecular mass of 384.24 gm/mol), a modulator of NF-kB activity,
and also a proteasome inhibitor. A composition containing quinine sulfate and
bortezomib is formulated for intravenous administration.

The therapeutic composition contains a first and a second agent that
constitute the active ingredients of the therapeutic composition. The active
ingredients quinine sulfate and bortezomib, for example, are combined in aqueous
solution. In some instances, the aqueous solution containing quinine sulfate and
bortezomib is sterilized and directly apportioned into injection vials. The aqueous
solution is ready for immediate use. Alternatively, the aqueous solution
containing quinine sulfate and bortezomib is freeze-dried directly into injection
vials. The freeze-dried powder is reconstituted prior to intravenous infusion. One
or more injection vial containing quinine sulfate and bortezomib may be used over
the course of infusion treatment.

Each injection vial of the intravenous dosage form composition containing
quinine sulfate and bortezomib includes at least one dose for a 70 kilogram adult
of about 2300 mg of quinine sulfate and about 2.2 mg of bortezomib. Alternative
dosage forms may include the same relative amounts of quinine sulfate and

bortezomib, but in smaller quanities. For example, the dosage form may contain
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quinine sulfate and bortezomib in amounts of about 1150 mg/1.1 mg, about 575
mg/0.55 mg, about 230 mg/0.22 mg, etc., respectively. Alternative dosage forms
may be generated to include different relative amounts of chloroquine phosphate
and imatinib. Alternative dosage forms may be determined empirically.

The treatment course or regimen can include from about 1 day to about 28
days; from about 1 day to about 21 days; from about 1 day to about 14 days; from
about 1 day to about 7 days; from about 3 days to about 28 days; from about 3 to
about 21 days; from about 3 to about 14 days; from about 3 to about 7 days; from
about 5 to about 28 days; from about 5 to about 21 days; from about 5 to about 14
days; from about 5 to about 7 days; or any length of time therebetween or greater.

The intravenous dosage form composition containing quinine sulfate and
bortezomib may include additional inactive ingredients or excipients such as, for
example, antimicrobial agents, buffers, antioxidants, tonicity agents, and or
cryoprotectants and lyoprotectants. Antimicrobial agents in bacteriostatic or
fungistatic concentrations may be added to preparations of multiple dose
preparations to prevent possible microbial growth inadvertently introduced during
withdrawal of a portion of the vial contents. Common examples of antimicrobial
agents include phenylmercuric nitrate, thimerosal, benzethonium chloride,
benzalkonium chloride, phenol, cresol and or chlorobutanol. Buffers are used to
stabilize a solution against chemical or physical degradation. Common acid salts
used as buffers include citrates, acetates and phosphates. Antioxidants are used to
preserve products against oxidation. Common examples of antioxidants include
sodium bisulfite, ascorbic acid, and salts thereof. Tonicity agents are used to
ensure that injected material is isotonic with physiological fluids. Common
examples of tonicity agents include electrolytes and mono- or disaccharides.
Cryoprotectants and lyoprotectants are additives that protect active ingredients
from damage due to the freeze-drying process. Common cryoprotectant and
lyoprotectant agents include sugars, amino acids, polymers, and polyols. As such,
the intravenous dosage form of quinine sulfate and bortezomib may include one or
more of these inactive ingredients, depending upon whether the dosing form is a
solution or a freeze-dried powder. For example, quinine sulfate and bortezomib in
an intravenous dosage form may be prepared with mannitol, a polyol sugar

alcohol.
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For administration of the freeze-dried powder, the powder is reconstituted
in an appropriate aqueous vehicle prior to initiating intravenous administration.
An appropriate aqueous vehicle can be highly purified and sterile water or Water
for Injection (WFI). The latter is prepared by distillation or by membrane
technologies such as reverse osmosis or ultraﬁlfration. Alternatively, the freeze
dried power is reconstituted with a physiologically appropriate vehicle such as
sodium chloride or saline solution (0.9%), Ringer’s solution, dextrose solution,
lactated Ringer’s solution, or dextrose and sodium chloride (0.9%) solution. The
reconstituted solution of quinine sulfate and bortezomib is infused over the course
of several hours using an infusion pump. Alternatively, the reconstituted solution
of quinine sulfate and bortezomib is infused over the course of several hours by
addition to an intravenous fluid bag.

In some instances, flexibility in the dosing of quinine sulfate and
bortezomib may be need to treat a subject with malaria, other infections, sepsis,
systemic inflammatory response syndrome, septic shock, multiple organ
dysfunction, or other inflammatory reactions. For example, the appropriate dose
of quinine sulfate and/or bortezomib may be dependent upon one or more
characteristic of the subject such as, for example, body weight (kilogram, kg),
body surface area (meters squared, mz), gender, age, overall health status and
severity of disease. For example, the recommended intravenous dose of quinine
sulfate ranges from about 8.2 to about 16.4 mg/kg in a 24 hour period. The
recommended intravenous dose of bortezomib is about 1.3 mg/m” or about 0.03
mg/kg. As such, only a portion of an intravenous dosage form containing about
2300 mg of quinine sulfate and about 2.2 mg of bortezomib, for example, may be
administered by infusion over a 24 hour period, depending upon the one or more
characteristic of the subject. The intravenous dose composition containing
quinine sulfate and bortezomib may be administered using an infusion pump or an
intravenous fluid bag filled with a physiological solution such as standard saline
solution.

The composition containing quinine sulfate and bortezomib may be
administered by other parenteral dosing routes such as, for example, intramuscular
or subcutaneous injection using, for example, the above-referenced dosages and

formulations.
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Example 6
Composition Comprising Chloroquine Phosphate, Disulfiram, and

Bortezomib

An intravenous therapeutic composition for treatment of malaria, other
infections, sepsis, systemic inflammatory response syndrome, septic shock,
multiple organ dysfunction syndrome, allergy, autoimmune disease, cancer, or
other inflammatory reactions is generated containing a first agent that modulates
the activity of one or more Toll-like receptors and two second agents that
modulate the activity of one or more NF-kB molecules. The first agent is
chloroquine phosphate (7-chloro-4-[[4-(diethylamino)-1-
methylbutyl]amino]quinoline phosphate (1:2); C;3H26CIN3-2H3PO4; molecular
weight 515.86), a modulator of Toll-like receptor activity. The two second agents
are disulfiram (1-(diethylthiocarbamoyldisulfanyl)- N,N-diethyl-
methanethioamide; C;oH20N»S4; molecular mass of 296.53 gm/mol) and
bortezomib ([(1R)-3-methyl-1-[[(2S)-1-0x0-3-phenyl-2-[(pyrazinylcarbonyl)
amino]propyl]amino] butyl]boronic acid; C;9H2sBN4Os4; molecular mass of 384.24
gm/mol), modulators of NF-kB activity. Bortezomib is also a proteasome
inhibitor. A composition containing chloroquine phosphate, disulfiram, and
bortezomib is formulated for intravenous administration.

The therapeutic composition contains a first and a second agent that
constitute the active ingredients of the therapeutic composition. The active
ingredients chloroquine phosphate, disulfiram, and bortezomib, for example, are
combined in aqueous solution. In some instances, the aqueous solution containing
chloroquine phosphate, disulfiram, and bortezomib is sterilized and directly
apportioned into injection vials and ready for immediate use. Alternatively, the
aqueous solution containing chloroquine phosphate, disulfiram, and bortezomib is
freeze-dried directly into injection vials. The freeze-dried powder is reconstituted
prior to intravenous injection or infusion. One or more injection vials containing
quinine sulfate and bortezomib may be used over the course of treatment.

Each injection vial of the intravenous dosage form composition containing
chloroquine phosphate, disulfiram, and bortezomib includes at least one dose for a
70 kilogram adult of about 1400 mg of chloroquine phosphate, about 500 mg of

disulfiram, and about 2.2 mg bortezomib. Alternative dosage forms may include
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the same relative amounts of chloroquine phosphate, disulfiram, and bortezomib,
but in smaller quanities. For example, the dosage form may contain chloroquine
phosphate, disulfiram, and bortezomib in amounts of about 700 mg/250 mg/1.1
mg, about 575 mg/125 mg/0.55 mg, about 230 mg/50 mg/0.22 mg, etc.,
respectively. Alternative dosage forms may be generated to include different
relative amounts of chloroquine phosphate, disulfiram, and bortezomib.
Alternative dosage forms may be determined empirically.

The intravenous dosing form containing chloroquine phosphate,
disulfiram, and bortezomib may also include additional inactive ingredients or
excipients such as, for example, antimicrobial agents, buffers, antioxidants,
tonicity agents, and or cryoprotectants and lyoprotectants as described herein. For
example, the chloroquine phosphate, disulfiram, and bortezomib intravenous
dosage form may include mannitol, a sugar alcohol polyol.

For administration of the freeze-dried powder, the powder is reconstituted
in an appropriate aqueous vehicle prior to initiating intravenous administration.
An appropriate aqueous vehicle can be highly purified and sterile water or Water
for Injection (WFI). Alternatively, the freeze dried power is reconstituted with a
physiologically appropriate vehicle such as sodium chloride or saline solution
(0.9%), Ringer’s solution, dextrose solution, lactated Ringer’s solution, or
dextrose and sodium chloride (0.9%) solution. The reconstituted solution of
chloroquine phosphate, disulfiram, and bortezomib is infused over the course of
several hours using an infusion pump. Alternatively, the reconstituted solution of
chloroquine phosphate, disulfiram, and bortezomib is infused over the course of
several hours by addition to an intravenous fluid bag.

In some instances, flexibility in the dosing of chloroquine phosphate,
disulfiram, and bortezomib may be need to effectively treat a subject with malaria,
other infection, allergy, cancer, autoimmune disease, or other inflammatory
reactions. For example, the appropriate dose of chloroquine phosphate,
disulfiram, and bortezomib may be dependent upon one or more characteristic of
the subject such as, for example, body weight (kilogram, kg), body surface area
(meters squared, m?), gender, age, overall health status and severity of disease.
For example, the recommended intravenous dose of chloroquine sulfate ranges
from about 10 to about 20 mg/kg in a 24 hour period. The recommended

intravenous dose of bortezomib is about 1.3 mg/m’ or about 0.03 mg/kg. As such,
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only a portion of an intravenous dosage form containing about 1400 mg of
chloroquine phosphate, about 500 mg of disulfiram, and about 2.2 mg of
bortezomib, for example, may be administered by infusion over about a 24 hour
period, depending upon the one or more characteristic of the subject. The
intravenous dose comprising chloroquine phosphate, disulfiram, and bortezomib
may be administered using an infusion pump or an intravenous fluid bag filled
with a physiological solution such as standard saline solution.

The composition containing chloroquine phosphate, disulfiram, and
bortezomib may be administered by other parenteral dosing routes such as, for
example, intramuscular or subcutaneous injection using, for example, the above-

referenced dosages and formulations.

Example 7
Composition Comprising Disulfiram and Dasatinib

An oral therapeutic composition for treatment of malaria, viral infection,
bacterial infection, fungal infection, allergic reaction, or other inflammatory
reactions is generated containing a first agent that modulates the activity of one or
more NF-kB molecules and a second agent that modulates the activity of one or
more Src family kinases. The first agent is disulfiram (1-
(diethylthiocarbamoyldisulfanyl)- N,N-diethyl-methanethioamide; C;oH;oN2Ss;
molecular mass of 296.53 gm/mol), a modulator of NF-kB activity. The second
agent is dasatinib (N-(2-chloro-6-methylphenyl)-2-[[6-[4-(2-hydroxyethyl)-1-
piperazinyl]-2-methyl-4-pyrimidinyl Jamino]-5-thiazolecarboxamide,
monohydrate; CH6CIN;0;S - H,O; molecular mass of 488.01 g/mol), a
modulator of Src family kinase activity. A composition containing disulfiram and
dasatinib is formulated for oral administration. The therapeutic composition is
formulated to enable sufficient dissolution and absorption of the first and second
agent to achieve adequate oral bioavailability and systemic dosing.

The therapeutic composition contains a first and a second agent that
constitute the active ingredients of the therapeutic composition. The active
ingredients disulfiram and dasatinib, for example, are combined in a single oral

solid dosage form for oral administration. The oral solid dosage form constitutes
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one or more tablets. Alternatively the oral solid dosage form constitutes one or
more of a hard or soft gelatin capsule. The oral solid dosage form is taken by a
subject or administered to a subject on a periodic basis. For example, tablets
containing disulfiram and dasatinib may be administered at least once daily, over
the course of about 3 to about 10 days, for example, to treat malaria, other
infections, or other inflammatory reactions.

The treatment course or regimen can include from about 1 day to about 28
days; from about 1 day to about 21 days; from about 1 day to about 14 days; from
about 1 day to about 7 days; from about 3 days to about 28 days; from about 3 to
about 21 days; from about 3 to about 14 days; from about 3 to about 7 days; from
about 5 to about 28 days; from about 5 to about 21 days; from about 5 to about 14
days; from about 5 to about 7 days; or any length of time therebetween or greater.

Each dose of the composition containing disulfiram and dasatinib
formulated for an adult would include about 125 mg of disulfiram and about 70
mg of dasatinib and be administered about every 12 hours, for example. In some
instances, a larger dose of disulfiram may be of benefit to a subject in which case
the tablets may contain about 250 mg of disulfiram with about 70 mg dasatinib
and be administered about every 12 hours, for example. Alternatively, it may be
beneficial to administer the combination of disulfiram and dasatinib as two or
more tablets, two or more times per day over the course of about 3 to about 10
days, for example. In this instance, each tablet may contain about 67.5 or about
125 mg of disulfiram and about 35 mg of dasatinib.

Tablets containing a smaller dose of disulfiram and dasatinib may be
useful for treating less severe disease or small subjects such as, for example,
pediatric subjects. For example, dasatinib has been administered as a single agent
in the pediatric population at doses ranging from about 60 to about 160 mg/m” (or
approximately 2-5 mg/kg) (see, e.g., Porkka, et al., Blood Vol.112, pp.1005-1012
(2008), which is herein incorporated by reference). As such, the combination oral
dosage form intended for administration at least once daily may contain an
amount of disulfiram ranging from about 10 mg to about 500 mg and an amount
of dasatinib ranging from about 10 mg to about 140 mg. Tablets containing larger
doses of disulfiram, dasatinib, or both may also be generated. Alternatively, the
amount of disulfiram and dasatinib in the composition may be determined

empirically.
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The oral dosage form containing disulfiram and dasatinib may also include
a number of inactive ingredients or excipients. For example, the tablets may
include excipients that are one or more of fillers, binders, lubricants, disintegrants,
or combinations thereof. In some instances, a single excipient may have multiple
functionalities in the formulation. Fillers are used primarily to create a pill
volume that is sufficiently large enough for human fingers to readily handle.
Common examples of fillers include lactose, microcrystalline cellulose, corn
starch, and sugars such as mannitol, sorbitol, fructose, and dextrose. Binders are
used to impart cohesiveness to the tablet formulation that ensures the tablet

remains intact after compression. Common examples of binders include starch,

- gelatin, sugars, and natural and synthetic gums such as acacia and

methylcellulose. Lubricants also aide in tablet compression and further prevent
the tablets from adhering to the walls of the tablet forming molds. Common
examples of lubricants include magnesium stearate, stearic acid, sodium stearyl
fumarate and hydrogenated vegetable oil. Polyethylene glycol may also be used
to allow the tablet to drop more readily out of the mold. Disintegrants facilitate
the dissolution of the tablet in the gastrointestinal tract. Common examples of
disintegrants include crospovidone, croscarmellose sodium, and gellan gum. As
such, disulfiram and dasatinib are formulated in tablet form and may include one
or more of the following inactive ingredients: lactose monohydrate,
microcrystalline cellulose, croscarmellose sodium, hydroxypropyl cellulose,
magnesium aluminum silicate, magnesium stearate, povidone, and starch.

The oral dosage form containing disulfiram and dasatinib may also include
a coating that prevents the tablet from dissolving prematurely and may mask any
objectionable taste and or smell of the active ingredients. As such, tablets
containing disulfiram and dasatinib are further coated with gelatin, titanium
dioxide, and polyethylene glycol with optional color additives of red and or
yellow iron oxides.

In general, the inactive ingredients or excipients included in the oral
dosage form of disulfiram and dasatinib and other drug dosing combinations
described herein are approved for use in human subjects by the Food and Drug
Administration (FDA) and are listed in either the United States Pharmacopeia
(USP) or National Formulary (NF) for products sold in the United States, or the

European Pharmacopeia (EP) for products sold in Europe.
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The oral therapeutic composition containing disulfiram and dasatinib can
be formulated for delayed release. Delayed release permits repetitive, intermittent
dosing of the composition from one or more immediate-release units incorporated
into a dosage form, for example, repeat-action tablets or capsules. One example
includes multilayer or multi-component tablets, caplets or capsules in which each
layer or component dissolves or disintegrates to release one or more component of
the therapeutic composition. Alternatively, delayed release can include utilizing
an enteric delayed release system in which the therapeutic composition is coated
with one or more pH sensitive polymer that remains intact in the acidic
environment of the stomach and then solubilizes or disintegrates in the more
alkaline environment of the small intestine. Polymers used for this purpose
include, for example, cellulose acetate phthalate, polyvinylacetate phthalate,
hydroxypropylmethylcellulose phthalate, methacrylic acid-methacrylic acid ester
copolymers, cellulose acetate trimellitate, carboxymethyl ethylcellulose, or
hydroxypropyl methylcellulose acetate succinate.

Alternatively, the oral therapeutic composition containing disufiram and
dasatinib can be formulated for extended release to maintain therapeutic blood or
tissue levels of the therapeutic composition for a prolonged period of time.
Extended release formulations include, for example, diffusion systems, dissolution
systems, osmotic systems, mechanical systems, swelling systems, erosion
controlled systems, and/or stimulated controlled release systems. A diffusion
formulation system may include, for example, reservoir devices in which the oral
therapeutic composition is encapsulated by a membrane barrier coat composed,
for example, of one or more of hardened gelatin, methyl- or ethylcellulose,
polyhydroxymethyacrylate, hydroxypropylcellulose, polyvinylacetate, and/or
various waxes.

Alternatively, the diffusion formulation system may include matrix
devices in which the oral therapeutic composition is uniformly dissolved or
dispersed in an inert polymeric matrix composed, for example, of one or more
plastic polymers (e.g., methyl acrylate-methyl methacrylate, polyvinyl chloride, or
polyethylene); one or more hydrophilic polymers (e.g., methylcellulose,
hydroxypropylmethylcellulose, sodium carboxymethylcellulose, or carbopol 934);
one or more fatty compounds (e.g., carnauba wax or glyceryl tristearate), or both.

The release rate of the therapeutic composition in a diffusion system is dependent
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upon the diffusion rate of the therapeutic composition in a diffusion system is
dependent upon the diffusion rate of the therapeutic composition through the
membrane barrier coat or polymeric matrix. A dissolution system can include, for
example, similar formulation excipients, but in this instance the release rate of the
therapeutic composition is dependent upon dissolution of the formulation, the
therapeutic composition, or both. The dissolution rate can be controlled, for
example, by one or more of adjusting the size of encapsulsted drug particles,

thickness of coating materials, or diffusivity of core materials.

Example 8

Composition Comprising Bortezomib and Imatinib

An intravenous therapeutic composition for treatment of malaria, other
infections, cancer, autoimmune disease, allergic reactions, or other inflammatory
reactions is generated containing a first agent that modulates the activity of one or
more NF-kB molecules and a second agent that modulates the activity of one or
more Src family kinases. The first agent is bortezomib ([(1R)-3-methyl-1-[[(2S)-
1-ox0-3-phenyl-2-[(pyrazinylcarbonyl) amino]propyl]amino] butyl]boronic acid;
C19H25BN4Oy4; molecular mass of 384.24 gm/mol), a modulator of NF-kB activity,
and a proteasome inhibitor. The second agent is imatinib (4-[(4-methyl-1-
piperazinyl)methyl]-N-[4-methyl-3-[[4-(3-pyridinyl)-2-pyrimidinylJamino]-
phenyl]benzamide methanesulfonate; CoH3;N;0 - CH4SOj3; molecular mass of
589.7 g/mol), a modulator of Src family kinase activity. A composition
containing bortezomib and imatinib is formulated for intravenous administration.

The therapeutic composition contains a first agent and a second agent that
constitute the active ingredients of the therapeutic composition. The active
ingredients bortezomib and imatinib, for example, are combined in aqueous
solution. In some instances, the aqueous solution containing bortezomib and
imatinib is sterilized and directly apportioned into injection vials. The aqueous
solution is then ready for immediate use. Alternatively, the aqueous solution
containing bortezomib and imatinib is freeze-dried directly into injection vials.
The freeze-dried powder is reconstituted prior to intravenous infusion. One or
more injection vials containing quinine sulfate and bortezomib may be used over

the course of treatment.
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Each injection vial of the intravenous dosage form composition containing
bortezomib and imatinib includes at least one dose for a 70 kilogram adult of
about 2.2 mg bortezomib and about 800 mg of imatinib. Alternative dosage forms
may include the same relative amounts of bortezomib and imatinib, but in smaller
quanities. For example, the dosage form may contain bortezomib and imatinib in
amounts of about 1.1 mg/400 mg, about 0.55 mg/200 mg, about 0.28 mg/100 mg,
etc., respectively. Alternative dosage forms may be generated to include different
relative amounts of bortezomib and imatinib. Alternative dosage forms may be
determined empirically.

The intravenous dosage form composition containing bortezomib and
imatinib may include additional inactive ingredients or excipients such as, for
example, antimicrobial agents, buffers, antioxidants, tonicity agents, and or
cryoprotectants and lyoprotectants. Antimicrobial agents in bacteriostatic or
fungistatic concentrations may be added to preparations of multiple dose
preparations to prevent possible microbial growth inadvertently introduced during
withdrawal of a portion of the vial contents. Common examples of antimicrobial
agents include phenylmercuric nitrate, thimerosal, benzethonium chloride,
benzalkonium chloride, phenol, cresol and or chlorobutanol. Buffers are used to
stabilize a solution against chemical or physical degradation. Common acid salts
used as buffers include citrates, acetates and phosphates. Antioxidants are used to
preserve products against oxidation. Common examples of antioxidants include
sodium bisulfite, ascorbic acid, and salts thereof. Tonicity agents are used to
ensure that injected material is isotonic with physiological fluids. Common
examples of tonicity agents include electrolytes and monosaccharides or
disaccharides. Cryoprotectants and lyoprotectants are additives that protect
active ingredients from damage due to the freeze-drying process. Common
cryoprotectant and lyoprotectant agents include sugars, amino acids, polymers,
and polyols. As such, the single intravenous dosing form of bortezomib and
imatinib may include one or more of these inactive ingredients, depending upon
whether the dosing form is a solution or a freeze-dried powder.

For administration of the freeze-dried powder, the powder is reconstituted
in an appropriate aqueous vehicle prior to initiating intravenous administration.
An appropriate aqueous vehicle can be highly purified and sterile water or Water

for Injection (WFI). The latter is prepared by distillation or by membrane
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technologies such as reverse osmosis or ultrafiltration. Alternatively, the freeze
dried power is reconstituted with a physiologically appropriate vehicle such as
sodium chloride or saline solution (0.9%), Ringer’s solution, dextrose solution,
lactated Ringer’s solution, or dextrose and sodium chloride (0.9%) solution. The
reconstituted solution of bortezomib and imatinib is administered as a bolus
intravenous injection. Alternatively, bortezomib and imatinib are infused over the
course of several hours using an infusion pump or an intravenous fluid bag.

In some instances, flexibility in the dosing of bortezomib and imatinib may
be needed to effectively treat a subject with malaria, other infections, allergy,
autoimmune disease, or other inflammatory reactions. For example, the
appropriate dose of bortezomib and/or imatinib may be dependent upon one or
more characteristic of the subject such as, for example, body weight (kilogram,
kg), body surface area (meters squared, m?), gender, age, overall health status and
severity of disease. The recommended intravenous dose of bortezomib is about
1.3 mg/m2 or about 0.03 mg/kg. As such, only a portion of an intravenous dosage
form containing about 2.2 mg of bortezomib and about 800 mg of imatinib, for
example, may be administered by infusion over about a 24 hour period, depending
upon the one or more characteristic of the subject. The intravenous dose
composition containing bortezomib and imatinib may be administered using an
infusion pump or an intravenous fluid bag filled with a physiological solution such
as standard saline solution.

The composition containing bortezomib and imatinib may be administered
by other parenteral dosing routes such as, for example, intramuscular or
subcutaneous injection using, for example, the above-referenced dosages and

formulations.

Example 9

Composition Comprising Disulfiram, Dasatinib, and Nilotinib

An intramuscular or subcutaneous therapeutic composition for treatment of
malaria, viral infections, bacterial infections, allergy, autoimmune disease, or
other inflammatory reactions is generated containing a first agent that modulates
the activity of one or more NF-kB molecules, and two second agents that

modulate the activity of one or more Src family kinases. The first agent is
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disulfiram (1-(diethylthiocarbamoyldisulfanyl) -N,N-diethyl-methanethioamide;
Ci0H20N3S4; molecular mass of 296.53 gm/mol), a modulator of NF-kB activity.
The two second agents are dasatinib (N-(2-chloro-6-methylphenyl)-2-[[6-[4-(2-
hydroxyethyl)-1-piperazinyl]-2-methyl-4-pyrimidinyl]amino]-5-
thiazolecarboxamide, monohydrate; C2;,H,6CIN70,S - H,O; molecular mass of
488.01 g/mol) and nilotinib (4-methyl-N-[3-(4-methyl-1H-imidazol-1-yl)-5-
(trifluoromethyl) phenyl]-3-[[4-(3-pyridinyl)-2-pyrimidinylJamino]-benzamide,
monohydrochloride, monohydrate; CysH»F3N;O - HCI - H>O; molecular mass of
565.98 gm/mol), modulators of Src family kinase activity. A composition
containing disulfiram, dasatinib, and nilotinib is formulated as a suspension for
intramuscular or subcutaneous administration. Because the suspended disulfiram,
dasatinib, and nilotinib may need to undergo dissolution prior to crossing
biological membranes, a suspension formulation may provide sustained release of
the agents.

The therapeutic composition contains a first and two second agents that
constitute the active ingredients of the therapeutic composition. The active
ingredients disulfiram, dasatinib, and nilotinib, for example, are combined in a
parenteral dosage form such as, for example, an aqueous suspension. An aqueous
suspension for dosing an adult would include about 250 mg/ml of disulfiram,
about 400 mg/ml of nilotinib, and about 70 mg/ml of dasatinib. The suspension
may be administered by either intramuscular or subcutaneous injection every
about 12 hours, at a volume of about 1 ml, over the course of about 3 to about 10
days, for example.

The treatment course or regimen can include from about 1 day to about 28
days; from about 1 day to about 21 days; from about 1 day to about 14 days; from
about 1 day to about 7 days; from about 3 days to about 28 days; from about 3 to
about 21 days; from about 3 to about 14 days; from about 3 to about 7 days; from
about 5 to about 28 days; from about 5 to about 21 days; from about 5 to about 14
days; from about 5 to about 7 days; or any length of time therebetween or greater.

Smaller doses of the aqueous suspension containing disulfiram, dasatinib,
and nilotinib may be contemplated for use in more or less severe disease or in the
pediatric population and may be accomplished by decreasing the injection
volume. Alternatively, an aqueous suspension may be generated containing more

or less of each compound. As such, the aqueous suspension that includes
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disulfiram, dasatinib, and nilotinib may contain an amount of disulfiram ranging
from about 10 mg to about 500 mg, an amount of dasatinib ranging from about 10
mg to about 140 mg, and an amount of nilotinib ranging from about 10 mg to
about 800 mg. An aqueous suspension containing larger doses of disulfiram,
dasatinib, and nilotinib may also be generated. Alternatively, the amount of
disulfiram, dasatinib, and nilotinib in the composition may be determined
empirically.

The parenteral dosage form composition containing disulfiram, dasatinib,
and nilotinib may include additional inactive ingredients or excipients such as
anionic and nonionic cellulose derivatives, anionic and nonionic natural polymers
such as polysaccharides, anionic and nonionic synthetic polymers such as cross-
linked polyacrylates, and clays. These excipients may function as
flocculating/stabilizing and viscosity enhancing agents. Common examples
include carboxymethylcellulose (CMC), microcrystalline cellulose,
hydroxypropyl-methylcellulose (HPMC), acacia, carageenan,
polyvinylpyrrolidone (PVP), and magnesium aluminum silicate. In some
instances, a wetting agent such as an alcohol, glycerin or non-ionic surfactants
such as Cremophor EL and polysorbate 80 (Tween 80) may be used to first wet
the dry powder, particulate active ingredients prior to suspension in other
excipients.

A suspension containing disulfiram, dasatinib, and nilotinib may be
generated by first combining dry powder of each active ingredient into a mortar.
The dry powders may have been micronized to reduce the particle size and to
facilitate better in vivo dissolution. The dry powders are ground together in the
mortar using a pestle and wetted with a small volume of a wetting agent such as,
for example, polysorbate 80. To this slurry is slowly added about a 1% to 4% w/v
solution of hydroxypropyl-methylcellulose and other appropriate excipients in
aqueous buffer to generate a suspension containing the active ingredients. The
suspension is used for intramuscular or subcutaneous injection. Alternatively, the
suspension may be used for oral administration.

The composition containing disulfiram, dasatinib, and nilotiniﬁ may be
administered by other parenteral dosing routes such as, for example, intramuscular
or subcutaneous injection using, for example, the above-referenced dosages and

formulations.
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: Example 10
Composition Comprising Quinine Sulfate, Dasatinib, and Disulfiram

An oral therapeutic composition for treatment of malaria, viral infections,
bacterial infections, allergy, autoimmune disease, cancer, or other inflammatory
reactions is generated containing a first agent that modulates the activity of one or
more Toll-like receptors, a second agent that modulates the activity of one or more
Src family kinases, and third agent that modulates the activity of one or more NF-
kB molecules. The first agent is quinine sulfate (cinchonan-9-ol, 6'-methoxy-,
(8.alpha.,9R)-, sulfate (2:1) (salt); C20H24N,03), - HSO4 - 2H,0); molecular
weight 782.96), a modulator of Toll-like receptor activity. The second agent is
dasatinib (N-(2-chloro-6-methylphenyl)-2-[[6-[4-(2-hydroxyethyl)-1-piperazinyl]-
2-methyl-4-pyrimidinyl]Jamino}-5-thiazolecarboxamide, monohydrate;
CH26CIN7O,S - H,O; molecular mass of 488.01 g/mol), a modulator of Src
family kinase activity. The third agent is disulfiram (1-(diethylthiocarbamoyl-
disulfanyl)-N,N-diethyl-methanethioamide; C;oH20N2S4; molecular mass of
296.53 gm/mol), a modulator of NF-kB activity. A composition containing
quinine sulfate, dasatinib and disulfiram is formulated for oral administration.

The therapeutic composition is formulated to enable sufficient dissolution and
absorption of the first, the second, and the third agent to achieve adequate oral
bioavailability and systemic dosing.

The therapeutic composition contains a first, a second and a third agent
that constitute the active ingredients of the therapeutic composition. The active
ingredients quinine sulfate, dasatinib and disulfiram, for example, are combined in
a single oral solid dosage form for oral administration. The oral solid dosage form
constitutes one or more tablets. Alternatively the oral solid dosage form
constitutes one or more of a hard or soft gelatin capsule. The oral solid dosage
form is taken by a subject or administered to a subject on a periodic basis. For
example, tablets containing quinine sulfate, dasatinib, and disulfiram may be
administered at least once daily over the course of about 8 to about 10 days, for
example, to treat malaria and other inflammatory reactions.

The treatment course or regimen can include from about 1 day to about 28
days; from about 1 day to about 21 days; from about 1 day to about 14 days; from
about 1 day to about 7 days; from about 3 days to about 28 days; from about 3 to
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about 21 days; from about 3 to about 14 days; from about 3 to about 7 days; from
about 5 to about 28 days; from about 5 to about 21 days; from about 5 to about 14
days; from about 5 to about 7 days; or any length of time therebetween or greater.

Each dose of the composition containing quinine sulfate, dasatinib, and
disulfiram formulated for an adult would include about 648 mg of quinine sulfate,
about 70 mg of dasatinib, and about 250 mg of disulfiram and be administered
every about 12 hours, for example. Alternatively, it may be beneficial to
administer the combination of quinine sulfate, dasatinib, and disulfiram as two or
more tablets, two or more times per day over the course of about 8 to about 10
days, for example. In this instance, each tablet contains about 324 mg of quinine
sulfate, about 35 mg of dasatinib, and about 125 mg of disulfiram. Tablets
containing smaller amounts of quinine sulfate, dasatinib, and disulfiram may be
useful for treating less severe disease or smaller subjects such as, for example,
pediatric subjects. For example, quinine sulfate is administered as a single agent
at about 10 mg/kg in the pediatric population. Similarly, dasatinib has been
administered as a single agent in the pediatric population at doses ranging from
about 60 to about 160 mg/m2 (or approximately 2-5 mg/kg) (See, e.g., Porkka, et
al., Blood 112:1005-1012, 2008, which is herein incorporated by reference). As
such, the combination oral dosage form intended for administration at least once
daily may contain an amount of quinine sulfate ranging from about 10 mg to about
1296 mg, an amount of dasatinib ranging from about 10 mg to about 140 mg, and
an amount of disulfiram ranging from about 10 mg to about 500 mg. Tablets
containing larger doses of quinine sulfate, dasatinib, and/or disulfiram may also be
generated. Alternative compositions containing quinine sulfate, dasatinib, and
disulfiram may be determined empirically.

The single oral dosage form containing quinine sulfate, dasatinib, and
disulfiram may also include a number of inactive ingredients or excipients. For
example, the tablets may include excipients that are one or more of fillers, binders,
lubricants, disintegrants, or combinations thereof. In some instances, a single
excipient may have multiple functionalities in the formulation. Fillers are used
primarily to create a pill volume that is sufficiently large enough for human
fingers to readily handle. Common examples of fillers include lactose,
microcrystalline cellulose, corn starch, and sugars such as mannitol, sorbitol,

fructose, and dextrose. Binders are used to impart cohesiveness to the tablet
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formulation that ensures the tablet remains intact after compression. Common
examples of binders include starch, gelatin, sugars, and natural and synthetic gums
such as acacia and methylcellulose. Lubricants also aide in tablet compression
and further prevent the tablets from adhering to the walls of the tablet forming
molds. Common examples of lubricants include magnesium stearate, stearic acid,
talc, sodium stearyl fumarate and hydrogenated vegetable oil. Polyethylene glycol
may also be used to allow the tablet to drop more readily out of the mold.
Disintegrants facilitate the dissolution of the tablet in the gastrointestinal tract.
Common examples of disintegrants include crospovidone, croscarmellose sodium,
and gellan gum. As such, quinine sulfate, dasatinib, and disulfiram are formulated
in tablet form and may include one or more of the following inactive ingredients:
lactose monohydrate, microcrystalline cellulose, croscarmellose sodium,
povidone, hydroxypropyl cellulose, magnesium aluminum silicate, magnesium
stearate, corn starch and talc.

The oral dosage form containing quinine sulfate, dasatinib, and disulfiram
may also include a coating that prevents the tablet from dissolving prematurely
and may mask an objectionable taste and or smell of the active ingredients.
Quinine in particular has a distinctive bitter taste. As such, tablets containing
quinine sulfate, dasatinib, and disulfiram are further coated with hypromellose,
titanium dioxide, and polyethylene glycol with optional color additives of red and
or yellow iron oxides.

In general, the inactive ingredients or excipients included in the single oral
dosage form of quinine sulfate, dasatinib, and disulfiram and other drug dosing
combinations described herein are approved for use in human subjects by the
Food and Drug Administration (FDA) and are listed in either the United States
Pharmacopeia (USP) or National Formulary (NF) for products sold in the United
States, or the European Pharmacopeia (EP) for products sold in Europe.

The oral therapeutic composition containing quinine sulfate, dasatinib, and
disulfiram can be formulated for delayed release. Delayed release permits
repetitive, intermittent dosing of the composition from one or more immediate-
release units incorporated into a dosage form, for example, repeat-action tablets or
capsules. One example includes multilayer or multi-component tablets, caplets or
capsules in which each layer or component dissolves or disintegrates to release

one or more component of the therapeutic composition. Alternatively, delayed
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release can include utilizing an enteric delayed release system in which the
therapeutic composition is coated with one or more pH sensitive polymer that
remains intact in the acidic environment of the stomach and then solubilizes or
disintegrates in the more alkaline environment of the small intestine. Polymers
used for this purpose include, for example, cellulose acetate phthalate,
polyvinylacetate phthalate, hydroxypropylmethylcellulose phthalate, methacrylic
acid-methacrylic acid ester copolymers, cellulose acetate trimellitate,
carboxymethyl ethylcellulose, or hydroxypropyl methylcellulose acetate
succinate.

Alternatively, the oral therapeutic composition containing quinine sulfate,
dasatinib, and disulfiram can be formulated for extended release to maintain
therapeutic blood or tissue levels of the therapeutic composition for a prolonged
period of time.” Extended release formulations include, for example, diffusion
systems, dissolution systems, osmotic systems, mechanical systems, swelling
systems, erosion controlled systems, and/or stimulated controlled release systems.
A diffusion formulation system may include, for example, reservoir devices in
which the oral therapeutic composition is encapsulated by a membrane barrier
coat composed, for example, of one or more of hardened gelatin, methyl- or
ethylcellulose, polyhydroxymethyacrylate, hydroxypropylcellulose,
polyvinylacetate, and/or various waxes.

Alternatively, the diffusion formulation system may include matrix
devices in which the oral therapeutic composition is uniformly dissolved or
dispersed in an inert polymeric matrix composed, for example, of one or more
plastic polymers (e.g., methyl acrylate-methyl methacrylate, polyvinyl chloride, or
polyethylene); one or more hydrophilic polymers (e.g., methylcellulose,
hydroxypropylmethylcellulose, sodium carboxymethylcellulose, or carbopol 934);
one or more fatty compounds (e.g., carnauba wax or glyceryl tristearate), or both.
The release rate of the therapeutic composition in a diffusion system is dependent
upon the diffusion rate of the therapeutic composition in a diffusion system is
dependent upon the diffusion rate of the therapeutic composition through the
membrane barrier coat or polymeric matrix. A dissolution system can include, for
example, similar formulation excipients, but in this instance the release rate of the
therapeutic composition is dependent upon dissolution of the formulation, the

therapeutic composition, or both. The dissolution rate can be controlled, for
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example, by one or more of adjusting the size of encapsulsted drug particles,

thickness of coating materials, or diffusivity of core materials.

Example 11
Composition Comprising Chloroquine Phosphate, Imatinib, and Bortezomib

An intravenous therapeutic composition for treatment of malaria, viral
infections, bacterial infections, sepsis, systemic inflammatory response syndrome,
septic shock, multiple organ dysfunction syndrome, multiple organ dysfunction
syndrome, autoimmune disease, allergy, or other inflammatory reactions is
generated containing a first agent that modulates the activity of one or more Toll-
like receptors, a second agent that modulates the activity of one or more Src
family kinases, and a third agent that modulates the activity of one or more NF-kB
molecules. The first agent is chloroquine phosphate (7-chloro-4-[[4-
(diethylamino)-1-methylbutylJamino]quinoline phosphate (1:2);
Ci13H26CIN3-2H;3PO4; molecular weight 515.86), a modulator of Toll-like receptor
activity. The second agent is imatinib (4-[(4-methyl-1-piperazinyl)methyl]-N-[4-
methyl-3-[[4-(3-pyridinyl)-2-pyrimidinyl Jamino]-phenyl |benzamide
methanesulfonate; Cy9H3N70 - CH4SOj3; molecular mass of 589.7 g/mol), a
modulator of Src family kinase activity. The third agent is bortezomib ([(1R)-3-
methyl-1-[[(2S)-1-0x0-3-phenyl-2-[(pyrazinylcarbonyl) amino]propyl]amino]
butyl] boronic acid; C;9H25sBN4O4; molecular mass of 384.24 gm/mol), a
modulator of NF-kB activity, and a proteasome inhibitor. A composition
containing chloroquine phosphate, imatinib, and bortezomib is formulated for
intravenous administration.

The therapeutic composition contains a first agent, a second agent, and a
third agent that constitute the active ingredients of the therapeutic composition.
The active ingredients chloroquine phosphate, imatinib, and bortezomib, for
example, are combined in an aqueous solution. In some instances, the aqueous
solution containing chloroquine phosphate, imatinib, and bortezomib is sterilized
and directly apportioned into injection vials. The aqueous solution is then ready
for immediate use. Alternatively, the aqueous solution containing chloroquine
phosphate, imatinib, and bortezomib is freeze-dried directly into injection vials.

The freeze-dried powder is resolubilized prior to intravenous injection or infusion.
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One or more injection vial containing chloroquine phosphate, imatinib, and
bortezomib may be used over the course of infusion treatment.

Each injection vial of the intravenous dosage form composition containing
chloroquine phosphate, imatinib, and bortezomib includes at least one dose for a
70 kilogram adult of about 1400 mg chloroquine phosphate, about 800 mg of
imatinib, and about 2.2 mg of bortezomib, for example. Alternative dosage forms
may include the same relative amounts of chloroquine phosphate, imatinib, and
bortezomib, but in small quantities. For example, the dosage form may contain
chloroquine phosphate, imatinib, and bortezomib in amounts of about 700 mg/400
mg/1.1 mg, about 350 mg/200 mg/0.55 mg, about 175 mg/100 mg/0.28 mg, etc.,
respectively. Alternative dosage forms may be contemplated to include different
relative amounts of each compound. Alternative dosage forms may be determined
empirically.

The intravenous dosage form composition containing chloroquine
phosphate, imatinib, and bortezomib may include additional inactive ingredients
or excipients such as, for example, antimicrobial agents, buffers, antioxidants,
tonicity agents, and or cryoprotectants and lyoprotectants. Antimicrobial agents in
bacteriostatic or fungistatic concentrations may be added to preparations of
multiple dose preparations to prevent possible microbial growth inadvertently
introduced during withdrawal of a portion of the vial contents. Common
examples of antimicrobial agents include phenylmercuric nitrate, thimerosal,
benzethonium chloride, benzalkonium chloride, phenol, cresol and or
chlorobutanol. Buffers are used to stabilize a solution against chemical or
physical degradation. Common acid salts used as buffers include citrates, acetates
and phosphates. Antioxidants are used to preserve products against oxidation.
Common examples of antioxidants include sodium bisulfite, ascorbic acid, and
salts thereof. Tonicity agents are used to ensure that injected material is isotonic
with physiological fluids. Common examples of tonicity agents include
electrolytes and monosaccharides or disaccharides. Cryoprotectants and
lyoprotectants are additives that protect active ingredients from damage due to the
freeze-drying process. Common cryoprotectant and lyoprotectant agents include
sugars, amino acids, polymers, and polyols. As such, the single intravenous
dosing form of chloroquine phosphate, imatinib, and bortezomib may include one

or more of these inactive ingredients, depending upon whether the dosing form is
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a solution or a freeze-dried powder. For example, a chloroquine phosphate,
imatinib, and bortezomib intravenous dosage form may include mannitol, a sugar
alcohol polyol.

For administration of the freeze-dried powder, the powder is reconstituted
in an appropriate aqueous vehicle prior to initiating intravenous administration.
An appropriate aqueous vehicle can be highly purified and sterile water or Water
for Injection (WFI). The latter is prepared by distillation or by membrane
technologies such as reverse osmosis or ultrafiltration. Alternatively, the freeze
dried power is reconstituted with a physiologically appropriate vehicle such as
sodium chloride or saline solution (0.9%), Ringer’s solution, dextrose solution,
lactated Ringer’s solution, or dextrose and sodium chloride (0.9%) solution. The
reconstituted solution of chloroquine phosphate, imatinib, and bortezomib is
administered as a bolus intravenous injection. Alternatively, chloroquine
phosphate, imatinib, and bortezomib are infused over the course of several hours
using an infusion pump or an intravenous fluid bag.

In some instances, flexibility in the dosing of chloroquine phosphate,
imatinib, and bortezomib may be needed to effectively treat a subject with
malaria, sepsis, systemic inflammatory response syndrome, septic shock, multiple
organ dysfunction syndrome, allergy, autoimmune disease, other infections, or
other inflammatory reactions. For example, the appropriate dose of chloroquine
phosphate, imatinib, and/or bortezomib may be dependent upon one or more
characteristic of the subject such as, for example, body weight (kilogram, kg),
body surface area (meters squared, m?), gender, age, overall health status and
severity of disease. For example, the recommended intravenous dose of
chloroquine phosphate ranges from about 10 to about 20 mg/kg in about a 24 hour
period. The recommended intravenous dose of bortezomib is about 1.3 mg/m® or
about 0.03 mg/kg. As such, only a portion of an intravenous dosage form
containing about 1400 mg of chloroquine phosphate, about 800 mg of imatinib,
and about 2.2 mg bortezomib, for example, may be administered by infusion over
about a 24 hour period, depending upon the one or more characteristic of the
subject. The intravenous dose composition containing chloroquine phosphate,
imatinib, and bortezomib may be administered using an infusion pump or an
intravenous fluid bag filled with a physiological solution such as standard saline

solution.
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The composition containing chloroquine phosphate, imatinib, and
bortezomib may be administered by other parenteral dosing routes such as, for
example, intramuscular or subcutaneous injection using, for example, the above-
referenced dosages and formulations.

Example 12
Composition Comprising Chloroquine Phosphate, Nilotinib, and Disulfiram

An intramuscular or subcutaneous therapeutic composition for treatment of
malaria, viral infections, bacterial infections, sepsis, systemic inflammatory
response syndrome, septic shock, multiple organ dysfunction syndrome, allergy,
autoimmune disease, cancer, or other inflammatory reactions is generated
containing a first agent that modulates the activity of one or more Toll-like
receptors, a second agent that modulates the activity of one or more Src family
kinases, and a third agent that modulates the activity of one or more NF-kB
molecules. The first agent is chloroquine phosphate (7-chloro-4-[[4-
(diethylamino)-1-methylbutylJamino]quinoline phosphate (1:2);
Ci1sH26CIN3-2H;3POy4; molecular weight 515.86), a modulator of Toll-like receptor
activity. The second agent is nilotinib (4-methyl-N-[3-(4-methyl-1H-imidazol-1-
yl)-5-(trifluoromethyl) phenyl]-3-[[4-(3-pyridinyl)-2-pyrimidinyl]Jamino]-
benzamide, monohydrochloride, monohydrate; CysH,,F3;N-0 - HCI - H,O;
molecular mass of 565.98 gm/mol), a modulator of Src family kinase activity.
The third agent is disulfiram (1-(diethylthiocarbamoyldisulfanyl) -N,N-diethyl-
methanethioamide; C;oH20N>S4; molecular mass of 296.53 gm/mol), a modulator
of NF-kB activity. A composition containing chloroquine phosphate, nilotinib,
and disulfiram is formulated as a suspension for intramuscular or subcutaneous
administration. Because the suspended chloroquine phosphate, nilotinib, and
disulfiram may need to undergo dissolution prior to crossing biological
membranes, a suspension formulation may provide sustained release of the agents.

The therapeutic composition contains a first agent, a second agent, and a
third agent that constitute the active ingredients of the therapeutic composition.
The active ingredients chloroquine phosphate, nilotinib, and disulfiram, for
example, are combined a parenteral dosage form such as, for example, an aqueous
suspension. An aqueous suspension for dosing an adult would include about

1400 mg/ml chloroquine phosphate, about 400 mg/ml nilotinib, and about 250
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mg/ml disulfiram. The suspension may be administered by either intramuscular or
subcutaneous injection about every 12 hours, at a volume of about 1 ml, over the
course of about 3 to about 10 days, for example.

The treatment course or regimen can include from about 1 day to about 28
days; from about 1 day to about 21 days; from about 1 day to about 14 days; from
about 1 day to about 7 days; from about 3 days to about 28 days; from about 3 to
about 21 days; from about 3 to about 14 days; from about 3 to about 7 days; from
about 5 to about 28 days; from about S to about 21 days; from about 5 to about 14
days; from about 5 to about 7 days; or any length of time therebetween (e.g. a
fraction of a day) or greater.

Smaller doses of the aqueous suspension containing chloroquine
phosphate, nilotinib, and disulfiram may be contemplated for use in more or less
severe disease or in the pediatric population and may be accomplished by
decreasing the injection volume. Alternatively, an aqueous suspension may be
generated containing more or less of each compound. As such, the aqueous
suspension that includes chloroquine phosphate, nilotinib, and disulfiram may
contain an amount of chloroquine phosphate ranging from about 10 mg to about
1400 mg, and an amount of nilotinib ranging from about 10 mg to about 800 mg,
and an amount of disulfiram ranging from about 10 mg to about 500 mg. An
aqueous suspension containing larger doses of chloroquine phosphate, nilotinib,
and disulfiram may also be generated. Alternatively, the amount of chloroquine
phosphate, nilotinib, and disulfiram in the composition may be determined
empirically.

The parenteral dosage form composition containing chloroquine
phosphate, nilotinib, and disulfiram may include additional inactive ingredients or
excipients such as anionic and nonionic cellulose derivatives, anionic and
nonionic natural polymers such as polysaccharides, anionic and nonionic synthetic
polymers such as cross-linked polyacrylates, and clays. These excipients may
function as flocculating/stabilizing and viscosity enhancing agents. Common
examples include carboxymethylcellulose (CMC), microcrystalline cellulose,
hydroxypropyl-methylcellulose (HPMC), acacia, carageenan,
polyvinylpyrrolidone (PVP), and magnesium aluminum silicate. In some
instances, a wetting agent such as an alcohol, glycerin or non-ionic surfactants

such as Cremophor EL and polysorbate 80 (Tween 80) may be used to first wet
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the dry powder, particulate active ingredients prior to suspension in other
excipients.

A suspension containing chloroquine phosphate, nilotinib, and disulfiram
is generated by first combining dry powder of each active ingredient into a mortar.
The dry powders may have been micronized to reduce the particle size and to
facilitate better in vivo dissolution. The dry powders are ground together in the
mortar using a pestle and wetted with a small volume of a wetting agent such as,
for example, polysorbate 80. To this slurry is slowly added about a 1% to 4% w/v
solution of hydroxypropylmethylcellulose and other appropriate excipients in
aqueous buffer to generate a suspension containing the active ingredients. The
suspension is used for intramuscular or subcutaneous injection. The composition
containing chloroquine phosphate, nilotinib, and disulfiram may be administered
by other parenteral dosing routes such as, for example, intramuscular or
subcutaneous injection using, for example, the above-referenced dosages and
formulations. Alternatively, the suspension is used for oral administration.

The oral therapeutic composition containing chloroquine phosphate,
nilotinib, and disulfiram can be formulated for delayed release. Delayed release
permits repetitive, intermittent dosing of the composition from one or more
immediate-release units incorporated into a dosage form, for example, repeat-
action tablets or capsules. One example includes multilayer or multi-component
tablets, caplets or capsules in which each layer or component dissolves or
disintegrates to release one or more component of the therapeutic composition.
Alternatively, delayed release can include utilizing an enteric delayed release
system in which the therapeutic composition is coated with one or more pH
sensitive polymer that remains intact in the acidic environment of the stomach and
then solubilizes or disintegrates in the more alkaline environment of the small
intestine. Polymers used for this purpose include, for example, cellulose acetate
phthalate, polyvinylacetate phthalate, hydroxypropylmethylcellulose phthalate,
methacrylic acid-methacrylic acid ester copolymers, cellulose acetate trimellitate,
carboxymethyl ethylcellulose, or hydroxypropyl methylcellulose acetate
succinate.

Alternatively, the oral therapeutic composition containing chloroquine
phosphate, nilotinib, and disulfiram can be formulated for extended release to

maintain therapeutic blood or tissue levels of the therapeutic composition for a
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prolonged period of time. Extended release formulations include, for example,
diffusion systems, dissolution systems, osmotic systems, mechanical systems,
swelling systems, erosion controlled systems, and/or stimulated controlled release
systems. A diffusion formulation system may include, for example, reservoir
devices in which the oral therapeutic composition is encapsulated by a membrane
barrier coat composed, for example, of one or more of hardened gelatin, methyl-
or ethylcellulose, polyhydroxymethyacrylate, hydroxypropylcellulose,
polyvinylacetate, and/or various waxes.

Alternatively, the diffusion formulation system may include matrix
devices in which the oral therapeutic composition is uniformly dissolved or
dispersed in an inert polymeric matrix composed, for example, of one or more
plastic polymers (e.g., methyl acrylate-methyl methacrylate, polyvinyl chloride, or
polyethylene); one or more hydrophilic polymers (e.g., methylcellulose,
hydroxypropylmethylcellulose, sodium carboxymethylcellulose, or carbopol 934);
one or more fatty compounds (€.g., carnauba wax or glyceryl tristearate), or both.
The release rate of the therapeutic composition in a diffusion system is dependent
upon the diffusion rate of the therapeutic composition in a diffusion system is
dependent upon the diffusion rate of the therapeutic composition through the
membrane barrier coat or polymeric matrix. A dissolution system can include, for
example, similar formulation excipients, but in this instance the release rate of the
therapeutic composition is dependent upon dissolution of the formulation, the
therapeutic composition, or both. The dissolution rate can be controlled, for
example, by one or more of adjusting the size of encapsulsted drug particles,

thickness of coating materials, or diffusivity of core materials.

Example 13

Composition Comprising Quinine Sulfate, Dasatinib, Nilotinib, and

Disulfiram

An oral therapeutic composition for treatment of malaria, viral infections,
bacterial infections, sepsis, systemic inflammatory response syndrome, septic
shock, multiple organ dysfunction syndrome, allergy, autoimmune disease, other
parasitic infections, cancer, or other inflammatory reactions is generated

containing a first agent that modulates the activity of one or more Toll-like
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receptors, two second agents that modulate the activity of one or more Src family
kinases, and a third agent that modulates the activity of one or more NF-kB
molecules. The first agent is quinine sulfate (cinchonan-9-ol, 6'-methoxy-,
(8.alpha.,9R)-, sulfate (2:1) (salt); C,0H24N20,), - H,SO, - 2H,0); molecular
weight 782.96), a modulator of Toll-like receptor activity. The two second agents
are dasatinib (N-(2-chloro-6-methylphenyl)-2-[[6-[4-(2-hydroxyethyl)-1-
piperazinyl]-2-methyl-4-pyrimidinylJamino]-5-thiazolecarboxamide,
monohydrate; C2;Hz6CIN7O,S - H,O; molecular mass of 488.01 g/mol) and
nilotinib (4-methyl-N-[3-(4-methyl-1H-imidazol-1-yl)-5-(trifluoromethyl)phenyl]-
3-[[4-(3-pyridinyl)-2-pyrimidinyl]Jamino]-benzamide, monohydrochloride,
monohydrate; C,3H»,F3N;0 - HCI - H,O; molecular mass of 565.98 gm/mol),
modulators of Src family kinase activity. The third agent is disulfiram (1-
(diethylthiocarbamoyldisulfanyl) -N,N-diethyl-methanethioamide; CoH20N2S4;
molecular mass of 296.53 gm/mol), a modulator of NF-kB activity. A
composition containing quinine sulfate, dasatinib, nilotinib, and disulfiram is
formulated for oral administration. The therapeutic composition is formulated to
enable sufficient dissolution and absorption of the first and second agents to
achieve adequate oral bioavailability and systemic dosing.

The therapeutic composition contains a first agent, two second agents and
a third agent that constitute the active ingredients of the therapeutic composition.
The active ingredients quinine sulfate, dasatinib, nilotinib, and disulfiram, for
example, are combined in a single oral solid dosage form for oral administration.
The oral solid dosage form constitutes one or more tablets. Alternatively the oral
solid dosage form constitutes one or more of a hard or soft gelatin capsule. The
oral solid dosage form is taken by a subject or administered to a subject on a
periodic basis. For example, tablets containing quinine sulfate, dasatinib,
nilotinib, and disulfiram may be administered at least once daily, over the course
of about 8 to about 10 days, for example, to treat malaria, other infections, sepsis,
systemic inflammatory response syndrome, septic shock, multiple organ
dysfunction, allergy, autoimmune disease, cancer, or other inflammatory
reactions.

The treatment course or regimen can include from about 1 day to about 28
days; from about 1 day to about 21 days; from about 1 day to about 14 days; from
about 1 day to about 7 days; from about 3 days to about 28 days; from about 3 to
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about 21 days; from about 3 to about 14 days; from about 3 to about 7 days; from
about 5 to about 28 days; from about 5 to about 21 days; from about 5 to about 14
days; from about 5 to about 7 days; or any length of time therebetween or greater.

Each dose of the composition containing quinine sulfate, dasatinib,
nilotinib, and disulfiram formulated for an adult would include about 648 mg of
quinine sulfate, about 70 mg of dasatinib, about 400 mg of nilotinib, and about
250 mg of disulfiram and be administered about every 12 hours, for example. In
some instances, it may be beneficial to administer the composition including
quinine sulfate, dasatinib, nilotinib, and disulfiram as two or more tablets, two or
more times per day over the course of about 8 to about 10 days, for example.

The treatment course or regimen can include from about 1 day to about 28
days; from about 1 day to about 21 days; from about 1 day to about 14 days; from
about 1 day to about 7 days; from about 3 days to about 28 days; from about 3 to
about 21 days; from about 3 to about 14 days; from about 3 to about 7 days; from
about 5 to about 28 days; from about 5 to about 21 days; from about 5 to about 14
days; from about 5 to about 7 days; or any length of time therebetween or greater.

In this instance, each tablet contains about 324 mg of quinine sulfate,
about 35 mg of dasatinib, about 200 mg of nilotinib, and about 125 mg of
disulfiram. Dosage forms containing more or less of each compound may also be
contemplated for use in more or less severe disease or in the pediatric population,
for example. As such, the combination oral dosage form intended for
administration at least once daily may contain an amount of quinine sulfate
ranging from about 10 mg to about 1296, an amount of dasatinib ranging from
about 10 mg to about 140 mg, an amount of nilotinib ranging from about 10 mg to
about 800 mg, and an amount of disulfiram ranging from about 10 mg to about
500 mg. Tablets containing larger doses of quinine sulfate, dasatinib, nilotinib,
and disulfiram may also be generated. Alternatively, the amount of quinine
sulfate, dasatinib, nilotinib, and disulfiram in the composition may be determined
empirically.

The oral dosage form containing quinine sulfate, dasatinib, nilotinib, and
disulfiram may also include a number of inactive ingredients or excipients,
examples of which have been described herein. As such, quinine sulfate,
dasatinib, nilotinib, and disulfiram are formulated in tablet form and may include

one or more of the following inactive ingredients: lactose monohydrate,
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microcrystalline cellulose, croscarmellose sodium, hydroxypropyl cellulose,
colloidal silicon dioxide, crospovidone, povidone, magnesium aluminum silicate,
magnesium stearate, polyoxamer 188, corn starch, and talc.

The oral therapeutic composition containing quinine sulfate, dasatinib,
nilotinib, and disulfiram can be formulated for delayed release. Delayed release
permits repetitive, intermittent dosing of the composition from one or more
immediate-release units incorporated into a dosage form, for example, repeat-
action tablets or capsules. One example includes multilayer or multi-component
tablets, caplets or capsules in which each layer or component dissolves or
disintegrates to release one or more component of the therapeutic composition.
Alternatively, delayed release can include utilizing an enteric delayed release
system in which the therapeutic composition is coated with one or more pH
sensitive polymer that remains intact in the acidic environment of the stomach and
then solubilizes or disintegrates in the more alkaline environment of the small
intestine. Polymers used for this purpose include, for example, cellulose acetate
phthalate, polyvinylacetate phthalate, hydroxypropylmethylcellulose phthalate,
methacrylic acid-methacrylic acid ester copolymers, cellulose acetate trimellitate,
carboxymethyl ethylcellulose, or hydroxypropyl methylcellulose acetate
succinate.

Alternatively, the oral therapeutic composition containing quinine sulfate,
dasatinib, nilotinib, and disulfiram can be formulated for extended release to
maintain therapeutic blood or tissue levels of the therapeutic composition for a
prolonged period of time. Extended release formulations include, for example,
diffusion systems, dissolution systems, osmotic systems, mechanical systems,
swelling systems, erosion controlled systems, and/or stimulated controlled release
systems. A diffusion formulation system may include, for example, reservoir
devices in which the oral therapeutic composition is encapsulated by a membrane
barrier coat composed, for example, of one or more of hardened gelatin, methyl-
or ethylcellulose, polyhydroxymethyacrylate, hydroxypropylcellulose,
polyvinylacetate, and/or various waxes.

Alternatively, the diffusion formulation system may include matrix
devices in which the oral therapeutic composition is uniformly dissolved or
dispersed in an inert polymeric matrix composed, for example, of one or more

plastic polymers (e.g., methyl acrylate-methyl methacrylate, polyvinyl chloride, or
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polyethylene); one or more hydrophilic polymers (e.g., methylcellulose,
hydroxypropylmethylcellulose, sodium carboxymethylcellulose, or carbopol 934);
one or more fatty compounds (e.g., carnauba wax or glyceryl tristearate), or both.
The release rate of the therapeutic composition in a diffusion system is dependent
upon the diffusion rate of the therapeutic composition in a diffusion system is
dependent upon the diffusion rate of the therapeutic composition through the
membrane barrier coat or polymeric matrix. A dissolution system can include, for
example, similar formulation excipients, but in this instance the release rate of the
therapeutic composition is dependent upon dissolution of the formulation, the
therapeutic composition, or both. The dissolution rate can be controlled, for
example, by one or more of adjusting the size of encapsulsted drug particles,
thickness of coating materials, or diffusivity of core materials.

While particular aspects of the present subject matter described herein
have been shown and described, it will be apparent that, based upon the teachings
herein, changes and modifications may be made without departing from the
subject matter described herein and its broader aspects and, therefore, the
appended claims are to encompass within their scope all such changes and
modifications as are within the true spirit and scope of the subject matter
described herein. It will be understood by those within the art that, in general,
terms used herein, and especially in the appended claims (e.g., bodies of the
appended claims) are generally intended as “open” terms (e.g., the term
“including” should be interpreted as “including but not limited to,” the term
“having” should be interpreted as “having at least,” the term “includes” should be
interpreted as “includes but is not limited to,” etc.). It will be further understood
by those within the art that if a specific number of an introduced claim recitation
is intended, such an intent will be explicitly recited in the claim, and in the
absence of such recitation no such intent is present. For example, as an aid to
understanding, the following appended claims may contain usage of the
introductory phrases "at least one" and "one or more" to introduce claim

recitations. However, the use of such phrases should not be construed to imply

that the introduction of a claim recitation by the indefinite articles "a" or "an"
limits any particular claim containing such introduced claim recitation to claims
containing only one such recitation, even when the same claim includes the

introductory phrases "one or more" or "at least one" and indefinite articles such as
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"a" or "an" (e.g., “a” and/or “an” should typically be interpreted to mean “at least
one” or “one or more”); the same holds true for the use of definite articles used to
introduce claim recitations. In addition, even if a specific number of an
introduced claim recitation is explicitly recited, those skilled in the art will
recognize that such recitation should typically be interpreted to mean at least the
recited number (e.g., the bare recitation of "two recitations,” without other
modifiers, typically means at least two recitations, or two or more recitations).
Furthermore, in those instances where a convention analogous to “at least one of
A, B, and C, etc.” is used, in general such a construction is intended in the sense
one having skill in the art would understand the convention (e.g., “ a system
having at least one of A, B, and C” would include but not be limited to systems
that have A alone, B alone, C alone, A and B together, A and C together, B and C
together, and/or A, B, and C together, etc.). In those instances where a convention
analogous to “at least one of A, B, or C, etc.” is used, in general such a
construction is intended in the sense one having skill in the art would understand
the convention (e.g., “ a system having at least one of A, B, or C” would include
but not be limited to systems that have A alone, B alone, C alone, A and B
together, A and C together, B and C together, and/or A, B, and C together, etc.).
It will be further understood by those within the art that typically a disjunctive
word and/or phrase presenting two or more alternative terms, whether in the
description, claims, or drawings, should be understood to contemplate the
possibilities of including one of the terms, either of the terms, or both terms unless
context dictates otherwise. For example, the phrase “A or B” will be typically
understood to include the possibilities of “A” or “B” or “A and B.”

With respect to the appended claims, those skilled in the art will appreciate
that recited operations therein may generally be performed in any order. Also,
although various operational flows are presented in a sequence(s), it should be
understood that the various operations may be performed in other orders than
those which are illustrated, or may be performed concurrently. Examples of such
alternate orderings may include overlapping, interleaved, interrupted, reordered,
incremental, preparatory, supplemental, simultaneous, reverse, or other variant
orderings, unless context dictates otherwise. Furthermore, terms like “responsive

b N 14

to,” “related to,” or other past-tense adjectives are generally not intended to

exclude such variants, unless context dictates otherwise.
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All publications and patent applications cited in this specification are
herein incorporated by reference to the extent not inconsistent with the description
herein and for all purposes as if each individual publication or patent application
were specifically and individually indicated to be incorporated by reference for all

purposes.

What is claimed is:
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CLAIMS

1. A therapeutic composition, comprising at least two agents of:

at least one first agent configured to modulate the activity of one or more Toll-like

receptors,

at least one second agent configured to modulate the activity of one or more Src

family kinases, or

at least one third agent configured to modulate the activity of one or more

transcription factors; and
at least one pharmaceutically-acceptable carrier or excipient.

2.  The therapeutic composition of claim 1, wherein the at least one first agent

modulates the activity of MyD88.

3.  The therapeutic composition of claim 1, wherein the one or more Toll-like receptors
include at least one of Toll-like receptor 1, Toll-like receptor 2, Toll-like receptor 3,
Toll-like receptor 4, Toll-like receptor 5, Toll-like receptor 6, Toll-like receptor 7,
Toll-like receptor 8, Toll-like receptor 9, Toll-like receptor 10, Toll-like receptor
11, Toll-like receptor 12, Toll-like receptor 13, or Toll-like receptor 14.

4.  The therapeutic composition of claim 1, wherein one or more agent includes one or
more of an organic or inorganic small molecule, nucleic acid, amino acid, peptide,
polypeptide, protein, glycoprotein, glycopeptide, glycolipid, lipopolysaccharide,

peptidoglycan, proteoglycan, lipid, metalloprotein, liposome, or carbohydrate.

5.  The therapeutic composition of claim 1, wherein the at least one first agent includes

at least one of chloroquine, quinine, or M62812.

6.  The therapeutic composition of claim 1, wherein the one or more Src family kinases

include at least one of Src, Lck, Hek, Fyn, Blk, Lyn, Fgr, Yes, or Yrk.
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10.

11.

12.

13.

14.

15.

The therapeutic composition of claim 1, wherein the at least one second agent

includes at least one tyrosine kinase inhibitor.

The therapeutic composition of claim 7, wherein the at least one second agent
includes at least one of a 2-aminothiazole, an aminoquinazoline, or an

aminopyrimidine amide.

The therapeutic composition of claim 8, wherein the at least one second agent
includes one or more of dasatinib, nilotinib, BMS-268770, UR-12947, aztreonam,
MZ-338, riluzole, meloxicam, pramipexole, CBS-113-A, AZD0530, INNO-406,
MK-0457, cediranib, sunitinib, bosutinib, axitinib, erlotinib, gefitinib, lapatinib,

lestaurtinib, semaxanib, or imatinib.

The therapeutic composition of claim 1, wherein the one or more Toll-like receptors

include Toll-like receptor 9, and the one or more Src family kinases include Hck or

Lyn.

The therapeutic composition of claim 1, wherein the at least one third agent inhibits

the activity of one or more transcription factors.

The therapeutic composition of claim 1, wherein the at least one third agent is
configured to modulate the activity of at least one of NF-kB complex, NF-xB

subunit, NF-kB co-activator, or histone deacetylase.

The therapeutic composition of claim 1, wherein the at least one third agent

includes at least one biohydrolyzable carbamate.

The therapeutic composition of claim 1, wherein the at least one third agent
includes at least one moiety capable of binding one or more metal ions including

iron or copper.

The therapeutic composition of claim 1, wherein the at least one third agent
includes one or more of disulfiram, ditiocarb, sulindac, sulfasalazine, or

bortezomib.
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16.

17.

18.

19.

20.

21.

22.

23,

24.

The therapeutic composition of claim 1, further comprising at least one protease or

proteasome modulator.

The therapeutic composition of claim 16, wherein the at least one protease or
proteasome modulator includes one or more of saquinavir, ritonavir, indinavir,
nelfinavir, amprenavir, lopinavir, atazanavir, fosamprenavir, tipranavir, darunavir,

dichloroisocoumarin or bortezomib.

The therapeutic composition of claim 16, wherein the at least one protease includes

one or more cysteine or serine proteases.

The therapeutic composition of claim 1, wherein the therapeutic composition is

configured to modulate the production of at least one cytokine.

The therapeutic composition of claim 19, wherein the at least one cytokine includes

one or more chemokines.

The therapeutic composition of claim 1, further comprising at least one of
sulfadoxine-pyrimethamine, mefloquine, doxycycline, atovaquone-proguanil,
artemether, arteether, artelinic acid, artemotil, dihydroartemisin, dihydroartemisin-

piperaquine, amodiaquine, lumefantrine, artesunate, artemisinin, or primaquine.

The therapeutic composition of claim 1, wherein the at least one therapeutic

composition includes a time-release formulation.

The therapeutic composition of claim 1, formulated for administration to a subject
by at least one route of peroral, oral, topical, transdermal, epidermal, intravitreal,

transmucosal, inhalation, enteral, parenteral, surgical, or injection.

A method of modulating at least one immune response of one or more cells of a

subject, comprising:

administering to a subject an effective amount of at least one therapeutic

composition, the therapeutic composition including at least two agents of:
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25.

26.

27.

28.

at least one first agent configured to modulate the activity of one or more Toll-like

receptors,

at least one second agent configured to modulate the activity of one or more Src

family kinases, or

at least one third agent configured to modulate the activity of one or more

transcription factors; and
at least one pharmaceutically-acceptable carrier or excipient.
A drug delivery device, comprising:

at least one reservoir configured to receive, retain and dispense at least one
therapeutic composition, including one or more outlets operably associated with the

at least one reservoir;

wherein the at least one reservoir includes at least one therapeutic composition
including at least one two agents, including: at least one first agent configured to
modulate the activity of one or more Toll-like receptors; at least one second agent
configured to modulate the activity of one or more Src family kinases, or at least
one third agent configured to modulate the activity of one or more transcription

factors.
The device of claim 25, wherein the device is implantable.

The device of claim 25, further comprising one or more controllable output
mechanisms operably linked to the one or more outlets to control the dispensing of
at least a portion of the at least one therapeutic composition from the at least one

IE€SErvoir.

The device of claim 25, further comprising at least one control circuitry configured

to control the at least one controllable output mechanism.
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29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

The device of claim 25, further comprising at least one memory mechanism for

storing instructions for generating and transmitting the electromagnetic control

signal.

The device of claim 25, further comprising at least one first sensor for detecting the

presence or level of one or more biological signaling molecules.

The device of claim 25, further comprising at least one imaging apparatus capable
of imaging the levels of the one or more biological signaling molecules within a

therapeutically effective region.

The device of claim 25, further comprising at least one imaging apparatus capable
of imaging the levels of the at least one therapeutic composition within a

therapeutically effective region.

The device of claim 26, further comprising at least one second sensor configured to
detect at least one quantity of the at least one therapeutic composition in the at least

one reservoir.

The device of claim 25, further comprising at least one memory location for

recording information.

The device of claim 25, further comprising at least one information transmission
mechanism configured to transmit information recorded by the at least one

electronic memory location.

The device of claim 25, wherein the device further includes a time-release regulator

for the release over time of the at least one therapeutic composition.

The device of claim 25, wherein the device further includes a receiver configured to
obtain release instructions or authorization to release the at least one therapeutic

composition.

A system comprising:
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39.

40.

4]1.

42.

at least one drug delivery device configured to retain and dispense at least one

therapeutic composition to at least one subject; and

one or more instructions that when executed on a computing device cause the

computing device to regulate dispensing of the at least one drug delivery device,

wherein the delivery device includes at least one therapeutic composition, including
at least two agents of: at least one first agent configured to modulate the activity of
one or more Toll-like receptors, at least one second agent configured to modulate
the activity of one or more Src family kinases, or at least one third agent configured

to modulate the activity of one or more transcription factors.

The system of claim 38, wherein the computing device includes one or more of a
personal digital assistant (PDA), a laptop computer, a tablet personal computer, a
networked computer, a computing system including a cluster of processors, a
computing system including a cluster of servers, a mobile telephone, a workstation

computer, or a desktop computer.

The system of claim 38, further comprising one or more instructions for
determining at least one treatment regimen including modulating the activity of at
least two of: one or more Toll-like receptors, one or more Src family kinases, or
one or more transcription factors, based on at least one genetic or proteomic profile

of the subject.

The system of claim 40, wherein the treatment regimen is configured to maintain a
predetermined level of activity of at least two of: one or more Toll-like receptors,

one or more Src family kinases, or one or more transcription factors in the subject.

The system of claim 38, further comprising one or more instructions for inputting
information associated with physiological activity levels of at least two of: one or
more Toll-like receptors, one or more Src family kinases, or one or more

transcription factors in the subject.
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43.

45.

The system of claim 38, wherein the amount of one or more of the at least one two

agents are selected based on one or more attributes of the subject.

The system of claim 43, wherein the one or more attributes of the subject include

phenotypic or genotypic attributes.

The system of claim 44, wherein the one or more attributes of the subject include
one or more of a physiological condition, genetic or proteomic profile, genetic or
proteomic characteristic, response to previous treatment, weight, height, medical
diagnosis, familial background, results of one or more medical tests, ethnic
background, body mass index, age, presence or absence of at least one disease or
condition, species, ethnicity, race, allergies, gender, presence or absence of at least
one biological, chemical, or therapeutic agent in the subject, pregnancy status,

lactation status, medical history, or blood condition.

- 106 -



PCT/US2009/006356

WO 2010/065118

S3UI0JAD
Aojewwepur-oid
Jo uonduosuesn YNQ

™~

SnajoNN N
f as-4N HABN €— yo
%S ‘_,
o ail e
W N T
61 o sey
o uA IAVL
A8 yo1
saseury Ajwe) 215 9dvdl AV
880AN
ENERED]
lejnjj@oesx3 1L
Jojdaoay
m aUNOIAD W
o ) B
L 'Old



PCT/US2009/006356

WO 2010/065118

| JIOAISS3I SUO 1SB] & 3 JO JI[INO BUO ISE] 12 oY) YN | |
| uonedUNWIWOD Ul 9)BT [BULISYIUOU JO [BWIY} SUO ISEI] 18 ()G j! dumdouotur suo ise9] je b

1[0A13521 SO }583] 38 31} Woyy uonisodwios snnade1syy auo jsea] Je sy Jo uonod e jseo| Je
Jo Butsuadsip 2y [013U09 0} $1913INO I0W IO U0 dY} 0} payul[ A|qeisdo swstueydsw Jndino 9]qQe[|OUOd JI0W IO U0 ()7

IIIIIIIIIIIIIIIIIIIII 1l
lllllllllllllllllllll Hoo.Esm_ _

|| S 0} [euI3)xd 10 ‘pajueidwt ‘ajqejuelduit st 391A3p 2) 827)|

Je pue {soseuny AJIWe) 91§ 2I0W 10 dUO JO ANATIOR oY) Sjempou) Saseuly AJIurej 515 210U 10 JUO JO AJNAIOR oY) ae[npouw |
0} paIn31juod Juade puodas Juo Jsed] Je ‘s103da0a1 YI[-[[0] || 03 paan3yuos JusSe puosas duo Ises| Je pue ‘sajnodjow gy-4N|!

210U 1O U0 JO AJALOE a1y} dje[npow 0} parndyuoo jusde 1smyll sx0w 10 suo Jo Lranoe oy syempour o) pam3yuoo juade amE__

| au0 Jsea 38 Suipnjout uonisodwod onnadersy) ayy €77 I 5uo 1se9] 18 BuIpnjout uonisodwos snnadersy) 3y 77z X

|||||||||||||||||||| I ] A A I |
W~ T T T T T —-———= =TT LT L T ST T == al

I S9[NOJ[OW -, N 2I0W 10 U0 JO KJIATIOR oY} SE:coE__ Saseuny AJiwey 0Ig 210W 0 dUO JO A)NALOE ) Sje[npouly
103 paanByu00 JudBe puooas auo 15e3] Je pue ‘s101dedar aI[-[joL |, O PaIn313u00 Juade Puodas duo Isea] Je pue ‘s103dadar axi-[[oL|
11 as0u 10 suo o Ananoe oYy srepow 0y pam3iyuoo jusde jsyl|] 230w 10 50 Jo A1AnSE By AjeMpow 0} panSiyuod Jusde S
Il 500 1se9] Je Gurpnjour uonisodwods onnaderayy oYy (77 __ 9uo 15837 18 BuIpnjoul uonisodurod onnaderdyy aYy (7T !

e o e L ____ S |

Jualdioxa 10 1911180 9]qeIdasse-Aj[eonnaseuLreyd suo 1sea] je Suipnjoul
Ajreuondo ‘uonisodwos onnadelaty auo jses| Je ssuadsip pue ‘urelal “9A19001 0) paInFIJuod II0AIISII U0 SB[ 18 ([T

:Bursudwos 99149p A10A1[9p SnIp v 002

™ I[A
¢ 'Old




PCT/US2009/006356

WO 2010/065118

uo13a1 9A1309]39 Ajeonnadesay)
& unyiim uonisoduiod onnadeldyy suo 1ses] 1e sy Jo s[aaa] oy Suidewt Jo sjqedes smeredde 3urBewn auo isea] 18 (8¢

uo13a1 9A1103)J3 Ajeonnaderay)
& ulyiim sa[nosjow utfeudis [ed130[01q 210w 0 U0 3y JO s[oAd] Ayl SurSewn jo sjqedes snjeredde Bui3ewn suo jses| Je (L¢

uonisodwos snnaderays uo Ised] Je aY) Jo AIAI[SP [BUIS)XS SUIAISA] JOJ SWSIUBLOIW J9[Ul 2JOW 10 U0 GOE

|
_ reudis [onuod ococmeobooB_ _
_ oy} Sumiwsuen) pue Sunersudd 10J suonONISUI _
_

_

“ II0AI3591 OUO
| WSIUEYOdW

_

_

I
I
I
SB[ 1B AY) W0y :oEmOQEoo_ _ 3u110)s 10} WsIULRYOSW AIOWIDU SUO ISBI[ 1B ([ € y
dino ajqejjonuod suo 15894 “ onnadeiay) suo weo[p | T T T T T T T T T T T T T T T T T T “
je 9y} JO [01IU0d waﬁEﬁwoa_ | Je 2y} Jo uonuod ® Jse9| Je mo_ _ [eusIs (003 auTewono9| o_
L — lomme\wlkWﬁW:lmWoolomlm_ L WNWEI.QWSIS.«I vu“:mmﬁmmolomw | ue jlwsue) pue 9jeIdudd 03 paInyuod mom_

wisTuByOaW Jndino 3[qejjo13uod SUO ISBI] I8 SY) [0NU0D 0} PAMSIFUOD AIINDIID [O1U0D JUO ISEI] 1B (QE

14 74
€ 'Old




PCT/US2009/006356

WO 2010/065118

uonisodwos synadesaty Suo IS I8 YY) ISES[AI 0} UOHEZLIOYINE JO SUOTIONISUI OSES[D1 ulejqo 0} paIn3IJuod IAAIAI (6t

uonisodwod onnadelay) U ISe3| & Ay JO SUIN) JOAO FSBI[AI Y} 10] 10je[nIal asea[ar-own (g4

UoI1ed0] AIOWSW S1UOI}IJ[d
9UO 1583 J& 9Y) AQ PIPI0II UOHBULIOFUI JIWSURI) 0} PAINGIJUOD WISTUBYDISW UOISSIUISUEL) UOTJRULIOJUI SUO JSBI[ I8 ()L

r-- - - - - -~ -~ - - - - - - - - -"=-"®-—"--- ,-- - m------ - —_—_—_—_—_— — = = T
e S e S s T S ST ST T T ST ST S S Al G e e e e s e e e cse e e e o — —— s i o o— — — 1
_ h so[noajow Jut[eudis [ed130[01q 210W IO 3UO JO [3A3] 10 ‘sa[ndsjouwr Jurjeudis [ea150[01q atow ho__ |

I suo jo soussaid passarjap [eusjew jo Anuenb ‘awiny ‘a1ep 9y} Jo duo Jsed| Je Juipsedal UOBULIOJUI PI0IAI 0) PAINTIJU0D ()94 __ |
_

JI0AI9S21
2u0 Jse9] 38 9y3 Ut uonsodwoo onnaderayy) auo Ises] 18 sy Jo Amuenb auo 1ses| 18 309)9p 03 PoMIJUOD JOSUSS U0 ISEI[ 18 OO

14 714
¥ 'Old




PCT/US2009/006356

WO 2010/065118

pyn- - T T T T T T T ajeIpAyoqies 10 Dwosodi] ‘udioidojrerew ‘pidi] ‘uesk|Fosjoid ‘ueokBopndad, |
il ‘oprreyooesKjododi| ‘prdi[0a4]3 ‘u1ajo1dooL|3 ‘opndadosL|3 ‘urajoid ‘opndadLjod ‘opndad ‘proe ourwe “Eom_ __
[l omeponu ‘anasjow [fews druedioul Jo 91UL3IO U JO SIOUI IO SUO SIPNJOUI JUFe YLNOJ dUO JSBI] Je Y} UIIyM 065 __

Iiiaininininiaiaieieisisiaiaiaininininintniniaininistieiniintataiuinintntui !

i qIWOZ3110q 10 ULIRWNOJOSIOIO[YIIP SIpN]oul Juade YLnoj auo 1Sea| 18 Sy} urdIsym 08s; |

IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII UL
Iiaeuniep Jo ‘riaeueldn ‘naeusidureso] ‘naeuezeje ‘iaeutdof ,:Zm:ana_ _

_
| ‘JIARULJ[9U “IIABUIPUI “JIABUOIL ‘IIARUINDES JO d10W 1O 9UO Sapnjoul Juade YLINOJ SUO JSB3] J& aY) uIsIaym 0LS| __
M = e e S |

i swoseajoid 10 aseajold suo Jses] je Jo AJ1A1OR oY) djenpow | |
T 0] paIn3yuod Jusde Y1InoJ dU0 ISeI| Je sapnjoul 1ayny uonisoduros snnadersy) suo 1sea| 8 Y} UIIdYM (9G, |

M- - - - - - == === e
_

____..IIIII.IIIIIII.IlIIIIII.III.l.IIIIIII.I...I p mlEolNoﬂom__ |
I __ 10 “3UIZB[ESE[NS ‘OBPUINS ‘GIBOONIP ‘WEIIJ[NSIP JO SIOW IO SUO SIPN|OUL JudFe pIily) U0 1SBI] J& ) UISISYM 0SS |
Wy - - —"—"—"—"—""=—"=—"=-"=-—"=—=-—-- SA[NDS[OW Y- N IO 10 500 JO KNATISE o) &EﬂvolE_ |
Y 0} painSiyuos Juse pIIy) SUO JSI] J& SIPN[OUI JAYLNY uonisodwod onnadelaly) U0 ISEI] J JY) UIRISYM (pS 1

ittt quuewt 10 “quuEXEwas ‘quuiEISa] ‘quunede] ‘quniyas |

11 ‘QIUIORS ‘qIUIXE ‘qIUINSOq “‘qIUINUNS ‘qIUBIPAd °LSH0-AN ‘90%-ONNI ‘0€S0AZV “V-€11-S4D d_oxu&:aa_ _
11 ‘wedIxoeuW 9[0ZN[H ‘GEE-ZIN ‘WeUoINZE ‘Lp6T1-UN ‘0LL39T-ASINE ‘QIUNO[IU ‘qIuljesep Jo 210Ul 10 U0 _
||| Pue ‘autumnb 1o ‘Z18Z9IN ‘duinbolo[yo jo auo isea] Je sapnjout uonisodwod dnnadelsy Suo Jses| 18 3y} uaIym €S _
M soseury A[iuwiey 91§ A10W IO U0 JO ANATOR 9Y) dj[Npow 0) paInyuoo Juafe puodas auo ised] e v:m“
T ss101dasos SYI[-[]O 2I0W 10 U0 JO ANALDR 3y} dje[npowr 0) paIndiyuod judde IsIJ U0 ISe9] e Jurpnjout :ou_momEoo_
y onnadeat]) suo JSes] Je SOPN|OUl 9TAIP AIDAI[IP ) UIAIdYM ‘9DTAIP AIQAI[p Snip auo Ise9| e Jo w:_m:omm%_
I aje[ndar 03 991A3p Sunndwod ay) 9sned 35143p Funndwios B U0 PINIAXS UIYM JBY) SUOTIONIISUT SIOW IO U0 ()ZS |
192lqns duo

1se9] 18 03 uonIsodwods dnadesay) 2uo Jsed| je suadsip pue urelal 0} paIn3iyuod 1A3P AISAISP Fnip suo Ise9[ 1B (] )

:Buisudwod washs v 0S

eLis
G 'Old




PCT/US2009/006356

WO 2010/065118

| _ 193[qns 9y ur saseury Ajiurej 01§ 9I0W IO SUO pue pue s103dadal aYI|-[[O Ly
2I0W 10 U0 JO AJNANOR JO [9A9] paurwiidlopaid e urejurew o3 paingiyuod st uawigal Juswiiean sy) urdIaym 0¥9y |
_ _
_ 199(qns ap Jo oEoE_
_ 01W09104d 10 51)9UST QU0 ISBI] JB U0 PIseq ‘Saseury AJIWe] 915 2I0W 10 dUuO pue s10}da0a1 aNI-[[0 ], dIoul 10 Juo,
| Jo Ananoe oY) Sunenpow Suipnoul USWIFI JUSWILSE) SUO JSBI Je JUTUTWISAP 0] SUOHONISUI SIOW IO SUO 0€9;

_
_
_
_
_
_
| e m e e __ a1
_
_
_
_
_
|

_ _
_ I9ndwoo dopysop e 10 ‘10ndwos uoneisyiom e ‘auoydajal dnqow
| B ‘S19AI13s JO 19)sn[d B Suipn[out wd)sAs Sunndwod e ‘s10ss9001d Jo 19)sn[o v Juipnjour wajsAs Junndwoo e c&:mEoo_
| payiomiau e ‘19ndwods jeuosiad Ja1qe) e ‘1ondwod doydej e ‘yuejsisse [e331p [euosiad e Jo 210w 10 U0 o_ol_

_ Buisudwos waysAs (¢



PCT/US2009/006356

r—— === —_—— T e T T L e T T T

ajeIpAyoqes Jo ‘swosodi] ‘utajordoyierow “pidi| ‘uedk[30s01d ‘uesk[Fopndad aovtmsoommbommam._ 1 _
|, ‘P1d1]02413 ‘u1101d0d43 ‘opndados|3 ‘ursyoid ‘opndad£jod ‘apndad ‘proe ourwre ‘proe orsjonu ,o_soo_oE_ | L
_ ". [[ews drue3Ioul 10 S1ULFIO UB JO SI0W 10 SUO SIPN|OUT JudSe YUNOJ SUO JSLI] 18 Y] UIoIoym 06L| | L
| e T T T T T T T T T T T T T T T 1 (!

qIWo0Za)I0q JO ULIBWNOJO0SIOIO[YIIP SIPN[oul JuaFe YLNoJ auo JSed] J& SY) UIdIdym ()8 Ly I “

- == 1!
_ | Iiaeuniep 1o ‘siaeueldn ‘naeusiduresoy ‘niaeuezeje ‘naeurdor ‘niaeusidwe EZEEo:_“ L

| _ ‘JIARUIPUL “IIABUOILI “TIARUINDES JO 210U 10 SUO Sapn[dul JuaSe YLINOJ U0 ISEI] I8 JY) UISIoyMm om.\u__ L

unewti
10 ‘qluexewss ‘qrunane)ss| ‘qunede] ‘quuniya3 ‘quunopa ‘qIunixe ‘qIUNNSoq ‘qruiuns ﬁ_:m:vw_o. ﬁ.\lmvo"“"
M “90%-ONNI ‘0€S0AZV ‘V-£11-S€dD ‘OJoxadrurerd ‘Ureorxo[owr ‘o[oznjur ‘gg¢-ZIA ‘WeUoINZe ‘L p6T ] I!
4N ‘0LL89T-ASING ‘qIUno[Iu ‘quuiesep Jo 2I0UW 10 dUO SIPN[OUl Jud3e PITY) U0 ISBI[ 18 Y} UIdIdYM ()G n__ |
T T T T T T T T T T T T T T T T TsoSeuny Aqidiey 015 910U 10 9UO JO ANATIOR o1 om_%oﬂc__
L L3109 19Re Piip 10 15601 1o Sopniaut 1ouny nomisoduio dnnadesayy auo ISeal 1o o) uIdIuM 0pL|

|l|||l.l|.|||||Illlnnl.lllllIlll!.llll'llll.llnllllll.llllj_

| QIW0Zza110q 10 ‘QUIZB[BSBJ[NS ‘OBPUIINS ‘GIEdONIP ‘WEIJ[NSIP JO JIOW 10 U0 pue ‘durumnb |
|l 10 ‘TS9N “aunboio[yd Jo auo 1sed| e sapnjoul uonisoduiod snnadeIsy) sUo ISe] Je Y} UIdIsyM 0€EL| “

| sonosjowr gy-,JN 210w IO U0 JO AJIANOE oY) dje[npowr 0} paInSijuos juafe puodas Juo Ises| Je pue mmhoaooog_
| AYI[-[[OL 210U 10 JUO JO ANATIOR Sy} d)enpour 0} painFiyuoos Juade 111y auo Ises] Je Suipnjour ﬁ:om:manoo_
| onnaderay) suo sea] 18 SapN[IUT IOIAIP AIDAI[IP S} UIAIAYM “dD1ASD AISAI[ap Snup duo Ises| je Jo wcmmcuam%_
_

a1e[n3a1 01 991A3p Sunnduwod oy asned 951A9p Sunnduwios © UO PINIIXI USYM JBY} SUOIIONISUT SIOW IO dUO 0TL) 1o0fgns

| suo 1se9] 18 0} UOoNIsOdwod dnNadeay) Suo IseI] 18 IsuadsIp pue urelal 0} paINJIFuOd IJIAIP AISAISP SnIp Su0 I1SBI[ 1B ]/ |

Buisudwod walsAs v 0L

WO 2010/065118

€LiL
LOld




PCT/US2009/006356

WO 2010/065118

| |

“ 103[qns ay) ur sapnosjowr gy-JN 2I0W IO U0 pue ‘s10}dadal Il _
"Vlo.L 1o Jo uo jo A1anoe Jo [9A3] paul1d)apald e urejureur o) paindiyuod s1 uswWISal JUsUNeal) Sy} UISISYM ()8 | |
I

100[gns Y,
Jo apyoud o1wosy01d 10 91)9US3 U0 JSBI[ JB UO Paseq ‘sanddjowr gy-,JN 210W 0 U0 pue s10)dada1 aI]-[]0], 210w 10|
5uo Jo AjAnoe ) June[npowt Furpn[our USWISAI JUSW)LIT} SUO ISBI] T8 SUIUTULIIIP 10 SUOIIONIISUI AI0W IO U0 0€8;

- - - - ————— = — = — = _
| Iondwiod dopysap e 10 ‘19)ndwos uone)syIom e aocozao_o:
1 31qow € ‘S19AISS JO 19)sn{d & Buipnjoul wd)sAs Funndwod e ‘s10ss9501d Jo 133sn]o € Jurpnjour wajsAs w::za&oo_
I] & ‘1oindwod payiomiau e ‘roynduios jeuosiad 191qe) e “1oindwod doyde] e uessisse [enSip [euosiad e Jo a1out 10 3U0 o:w_ _

_ :Buisudwod washs O m“



PCT/US2009/006356

WO 2010/065118

| g o= preeiime el pinccifneiflprmncdfrecimn Bl el eyl picespres el Nl e e b
S .. . . . . . .. . . .. .. - - --—-=——-——-—=Z====Mm
"____ sjeIpAyoques 10 “swosodi] ‘uistoidorersw pidy ncmmw_wo&okm,_ __ _ “
_____ ‘ueoA[3opndad ‘apureyooesKjododi ‘pidijoaL]3 ‘ure1o1dooL|3 ‘apndadoo|3 ‘uraroid ‘opndadAjod ‘opndad ‘proe ourwe, __ |

____ﬁEom o_o_o:c.o_:ooﬁoE__mEmo_:mwuo::oo_cswuocmmoohoEhoocoﬁn:_o:::owmst:omo:ogmmo_amoﬁc_obs\sm@o

T e e R A C SRy | _“ 4
____ | QIuI0Z3110q 10 ULIBWNOD0SIOIOYDIP SIPN[OUT JUSTE 1IN0 U0 JSBI] & Y} UIIdYM omml.m_ Iy

b — e e e e e e e e e, e e e e Lo ___

=== ====—== TiAeuniep o ataeueldn) TiAeudiditiesoy “IiAeueZElR ﬂbw&d.o_J:Hmmm&.Em._ I

“__ ‘IIABUIJ[SU “1IABUIPUL “IIABUOJLI “IIARUINbES JO 10UI JO SUO SIPN[OUT JUITE YLINOJ dUO JSBI] I8 By} UIDISYM 086 “_ _ “
____ T T T T T T T T T T T T T T T T T T T T T Swoses)oid 10 2s25101d U0 1589] 18 JO ﬁmgoﬂosg__ I
____ aje[npow o) painSyuos Juade Yunoj suo ISea| Je sapn[our Jayung uonisodwos snnadesy; suo Jse| Je dY) UIBIdYM o\(@u__ N
Wy T e TR e T T e AR PR T L B e 096 Iy
I

hr o o - - - T T T s s T S T T T T T T T T T T T T T T T T T T T T
_“ ". quunjew! Jo ‘qruexewas ‘qIuiune)sa| ‘quiede ‘qrunyss ‘qruiops ‘giunixe ‘qQuuinsoq ﬁEEc:mm_ |

I "QUUBIIPYd *LSH0-3IAL ‘90y-ONNI “0£0AZY ‘V-E11-S€1D *d[oxaduresd ‘wreorxoouws ‘ojozn|u ‘ge¢-Z “‘wreuoonze! |
__ _ ‘LY6T1-dN ‘0LL89T-ASINE ‘QIUIIO[IU ‘qIUljeSEp JO SI0W JO JUO SIPN|IUT JuUdZe PUOIIS UO JSBI] J& ) UIdIdYM ovm._“ |

ﬂnnuull'nllulu'-‘"In-nnlnun-"lnull".l'nuln —
y

b e o e e o ¥
_
__ Ju33e PUOIIS SUO JSLI] JB pUE SI[NIJjoW - JN 2IOUI IO U0 JO ANANDE oY) dje[npowt 0} paindjuod juade ISI1J SUO JSe| e _
__ Buipnpour uonisodwos s1ynadeIay) AUO ISBI] J& SIPN[OUI 3DTAIP AISAI[IP Y} UIISYM “901AP AIdAT[op Srup auo jse9| 1e ay) 39| |
__ Buisuadsip aje[nda1 03 20149p Sunndwod ay) asned 391A9p Funnduwod € Uo PAINOIXd USYM JBY) SUOIIONIISUT a10W JO JUO omm_ “

_ IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
| “oo.Bsm_

ouo Jse9| e 0} uonisoduwod s1naderay) sUo ISed| J8 ISUAASIp pue uIe)al 0} paIN3IJuod IOTAIP AI9AI[P Snup duo ISed] 18 016

:Bursudwod wAsAs v 006

€L/6
6 "Old




PCT/US2009/006356

WO 2010/065118

_
!
_
rcY7—""7"--—-"-"""""""""""""-"”""=""=""=""="=—""="=""=-""="-"="-"=-"=-"="""="="=—"==-"=-"=-"-- ||
_ 103[qns oY) ut saseury AJIWE] 01§ 9I0W JO SUO PUR ‘SA[NIA[OW Y- ANj |
| 210w 10 9U0 JO §[2A9] A1AnoE [e0130]01SAYd Yim pajeroosse uonewtojul Junndur 10§ SUOIIONISUT 3I0UW 10 SUO ({() 1) I

pliieie ittt tydetedeiedeieieil

_
| 109[gns 9y} Ul SasBUL| A[TWE] 9IS 2I0W JO U0 PUE SI|NOI[OW 0] |
| -dN 210U 10 5U0 JO AJIANOR JO [9A3] PAUTULIdIAPaId € urejurew 03 panduods s1 USWISI JUSW)RAL) SY) UIBIYM (€0 1))

Hoo.E:m_

_

| Jondwod doyysap e 1o 191ndwod uone)syIom e d:o:ao_o:
_ 9[IqOW B ‘SIdAIIS JO 121Sn[0 B Furpnjour walsAs Junndwod e ‘s10ss9901d JO 19)sn[d © Jurpnjout wa)sAs w:::anQ_
| & “xoindwos pasyromou e “roandwoo Jeuosiad 1o[qe; e “oindwoo doyde] e “uejsisse [e331p reuostad & Jo a10w 10 U0 ([Q] |

:Bursdwod walshs v 006

€Lol
0L 'Old




PCT/US2009/006356

WO 2010/065118

ajeIpAyoqres 10 ‘dwosodi ‘utsjordojreisw ‘pidiy ‘ueok[3oar01d hcmobwovcaom__ I

I __ ‘apueydoesAjododi| pidijooL|3 ‘ura)o1doaL|3 ‘opndadooL|3 ‘utajoad ‘opndadAod ‘opndad ‘proe ounwe nEom__ H
I __ O19[oNU ‘3[NIJ[OW [[BWS JTUBFIOUL 10 JIUBSIO UE JO SIOUI 10 SUO SIPN|oUl Juade Y1IN0J dUO ISBI] 1B 3y} UIdIdyM (6 | .__ I

IIIIIIIIIII J___

1K qIW0Z9)10q I0 ULIBWINOJO0SIOIOYIIP SIPN[OUl JudFe YuNOoJ U0 JSBI] & Y} UIdIaym O8] | 1 |
_ IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII

o e e o — ——— —— — — — — — — — G — — — — S  m— —

| 9enpow 03 parngiyuos jusde YunoJ suo Isea| je sapnjoul Joyuny uonisodwos oiynaderay) ouo I1SeI| J8 AUl UIDIYM
I np paansly Yunoj [ 18 Sapn[doul Joyuny uont ! Y [ ¥e 3yl uta1aym (9] |

— — —— —— — — — — — — —— — — — — — — — — — — —

|..||||||||.I.|.I|l|||||]___

I __ ||||||||| Jiaeunuep Io ‘niaeueldn ‘naeudidwesoy ‘aiaeuezeje ‘iaeuidof E>m:o.&8m_
“JIABULJ[U “JIARUIPUL “IIABUOILI ‘JIARUINDES JO 10U JO SUO Sapnjoul JuaSe Y)NoJ SUOo ISeI] J& Y} UtdIaym (L1 [ .__ N

awosedjoid 10 asedjoid suo jses) Je JO AIAnoR 2:_ | |

llllllllllllllll I___

— — e S — — — — — — — — — a—— — —

n_EONotom_ [

Il _ 10 ‘duizZe[esej|ns ‘oepul[ns ‘qIed01IP ‘WRILNSIP JO SIOW 10 U0 SIPN[OUI JudFe PIIY} U0 ISBI[ I8 Y} UIDIdYM (OS] | | I

___I.|..l|.h|.l|||||||||..l-|.||.”|n|.ll-.l||.|||l|||||||l|||||||||||H||.I|||||.II.|H|||||Iﬂ||||H.|n||.||||||||||J__

Iunjew! 1o ‘quexewas ‘qruiune}s9 ‘qrunede] ‘qrunijag ‘qQrunopdsd ‘qiunixe ‘quunnsoq ‘qiuiiuns
I qlunewr 10 ‘qy quur [ ‘qrutyede] ‘quBGAS ‘QUIBOLS ‘QURIXE ‘qUINSOq ‘quupuns, |

"QUUEIP3) “LSH0-3N ‘904~ ONNI “0ES0AZY V- 11-S80 ‘oloxadiurend ‘ureoixofou ojoznjis ‘g¢¢-7 N ‘wreuoanze |
| ‘LY6T1-dN ‘0LL89T-ASING ‘qIUNO[IU ‘qIUnesep JO 210Ul IO JUO SIPNJIUL JudFe puodIs SUO ISLI] 18 JY) UISIdYM (| 1Y |
b e e e e e e e e e e e e e e e . e . e —— ——— ——— — — — o —— — — — . —— — — — — —

llllllllllllllll J__

autuinb 10 ‘Z18Z9IN ‘2uinbolo[ys Jo suo 3se3] Je sapnoul Juade ISIIJ AUO IS 18 Y} UIdIdYM (€| I

m —-—— - e e L I

il sa[nosjow gy-IN 210W 10 U0 JO AJIANIR 3} 9)e[npowt 0} parnJyuod
|| Ius3e Il SUO ISL3] JB puE ISISEULY A[IWE] OIS AIOW 10 JUO JO ANABOE By} JE[NPOW 0) PAINFLYUOD JuITE PUodSs SUO IS8
il 1e $5103d9031 3Y1[-[]0], 210Ul IO JUO JO AJAIOR 9} d)e[Npow 0} paIn31Juod Juade Jsi1y duo Jsea| Je Jurpnpout =o:_manoo_ _
I snnadelay) suo ISed JB SIPN[OUT JIOAIISAI SUO JSBI] JB dY) UIIAYM “D01A9p AIdAT[9p Snip duo jsed] 1 oy Jo Suisuadsip
N 91eM3a1 03 931A9p Funndwos ) 9sned 99149p Furndwiod B U0 PINOIXI UIYM JBY) SUOIIONIISUT SI0W JO U0 ()7 | T

Hou.E:m_

| uo Ised| je 0} uonisodwos snnaderay) auo JseI| Je asuadsIp pue urejal 0} paIn3iFuod 331A3P A1dATJ3p Snup 2uo Ised[ 18 (] | 1)

Buisudwod wasAs vy Q011

€Ll
L1 "Old




PCT/US2009/006356

WO 2010/065118

_ uoo.E:mJ_

| O up saseuny AJ1urej 91 910U 10 SUO PuE ‘S3[NIjoW gI-,JN 210w 10 3uo ‘s103da31 IN1|-[[0 [, d10W 10 duo,
| 30519Ad] Ananoe [eordojoisAyd ynm pajeroosse uonewojut Junindur 10§ SUOHONNSUI SI0UI IO JUO 0vZI|

IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII =
| 103[qns,|

| 3y} Ul saseury A[IWe) 9IS AI0W 10 dUO PUB ‘SO[NI[OW gY-JN 210U J0 3u0 ‘s10}da031 SYI[-[[O, dlou,|
I 10 5u0 jo A11Anoe J0 [9A9] pautwISiopaId € UIRIUIEW 0) PANSIFUOD ST UWITAI JUIUNEDT) DY) UISIAYM (CZ

||||||||||||||||||||||||||||||||||| I
F _

_ 103{qns a3 yo a1yoxd s1rwosyoad 10 o12UdT U0 ISBI] 1B UO pIseq “momm:_v:
_ Ajiwey 9IS 210Ul 1O SUO PUB SINOJ[OW Y- N 10U IO U0 ‘s10)da0a1 9YI[-[[0 ], 2I0W IO SUO JO b_>:om_
| oy Sunenpow Suipnjour uswnga jusuneal) Suo 15es[ Je SUIUILLISISP 10] SUOIIONISUI JIOW JO U0 (77 |

Iomndwods dopysap e 10 ‘19ndwod uoneisyiom € ‘auoydsa) sjiqowr e :&oZom_

“ Jo 1snd & Fuipnjour waysAs Funndwos e ‘s10ss9501d 3o 193sn[o e Surpnjout walsAs Sunndwod e aQ:ano_
aa0mIau & ‘1andwod 1euosiad 1a1qe) v “aondwos doyder e quessisse endip puostad € 10 210W 10 U0

_.@v_ [ 19 I IsSe [e)lolp | J 01CT)

:Bursudwod wasAs v Qo1 1

eLei
¢l 'Old




PCT/US2009/006356

WO 2010/065118

]Il'lllIIIIIII'lIIIII"III'III'IIIII'I'Illl J
| 195[qns ay) ur saseuny I

_
| A[lwey 01§ 2I0UI 1O BUO IO ‘SANI[OW {Y-,{N SE Yons ‘s10}dej uonduosuen s1ow 1o 3uo ‘s103dasar dYI[-[[O, 210Ul JO Juo I
| :JO oM} JseD] Je JO S[aAd] Aiande [edrFojorsAyd yim pajerdosse uonewiojur Jumndut 10§ SUOHONNSUL 210W 10 U0 (OGE] I

|||||||||||||||||||||||||||||||||||||||| ___
|||||||||||||||||||||||||||||||||||||||| 111

193[qns 3y} jo sp1yoid o1wos301d 10 S139UST SUO JSBI[ JB UO Paseq ‘SIseury A[IWe] 21 IOW IO JUO 10 .moﬂsoo_oe_ I
| €Y-AN se yons ‘s101oej uondiiosuel) 210w 10 U0 ‘s10)d2931 9YI-[[0], SIOUI 10 SUO :JO 0M] }SEI] J8 JO AIANnoe W
Zunempow urpnjour uswidal JusuLaI) U0 ISBI[ 8 SUTUTULIISP 10] SUONONNSUI d10W 10 duo Sursudwod oyuny Oyl

| L T L T L e T I e e e T T T 2 I
F T T T T T T T T T T T T T T T T T T T T T T T T s s s s s Al
_ 1oindwod doyysap e 1o ‘1andwios uonelsIom e ‘ouoydad) j1qou B ‘SIFAISS JO 19)Sn[o © m:_w:_o:: ]
| w3)sAs Junnduwod e ‘s10ss3001d Jo 138N € Jurpnjour wdysAs Junndwos e ‘royndwod pasyromisu e 19nduwod E:oﬁom_ I

_r 19[qe) & ‘1ondwos doyde| e ‘quessisse [e3131p jeuosiad e Jo a10w IO U0 SIpn]OUT 991A2p Funndwod sy} urazoym 0EEl I
IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII I

sa[nos[ow - IN Se Yyons ‘s103oe] uondidsues) 910w Jo U0 JO A)ANOE Y} dje[Npow 0) cou:w@:oo__

Ju93e pIIY} B pue ‘SoseUD A[IUIR 9IS AIOW IO U0 JO ANAIR 3y} dje[npow 03 pAIn3ijuod juade puosas e ,anoooh__

I|-[[OL 210W 1O U0 JO ANALDR 3} d)e[npow 0} parn3iyuod Judde isiy e :Jo sjuade omj jse9| je Juipnjour ncoEmomEooz
snnoadelay) SUo ISBI] Je SOPN[OUL JJOAIISAT UO JSBI[ JB ) UIdIYM “DITAIP AI9AT[ap Snup Juo Ised] Je ay) Jo Juisuadsip 1
aje[n3a1 03 931A3p Sunndwod 3y} asnes 321A3p Sunndwod B UO PAINIIX USYM JBY) SUOHONIISUT 210U IO dUO ()ZE | I
IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII u.moﬂ.:m_
auo 3se9] 18 0) uonisodwos snnadessy) suo jses| Je asuadsip pue uleldl 0) paINFFuOd 291A9p A19AI[dp Fnip Suo IseI| I8 (O] ¢ [

:Surisudwods wasAs v 00€1

eLclL
€l "Old




INTERNATIONAL SEARCH REPORT

International application No.
PCT/US 09/06356

A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - GO1N 33/53 (2010.01)
USPC - 435/7.1

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

B. FIELDS SEARCHED

USPC- 435/7.1

Minimum documentation searched (classification system followed by classification symbols)

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
USPC- 435/7.1;514/12;530/350,388.22 (text search-see search terms below)

.

PubWEST (USPT, PGPB, EPAB, JPAB), Google Patents/Scholar

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

Search Terms Used: TLR, Src, NF-kB, inflammation, Lck, Lyn, malaria, MyD88, drug delivery, dasatinib, dithiocarb, implant

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2008/0188443 A1 (Cheng et al.) 07 August 2008 (07.08.2008) para [0003], [0044], [0072], 1,3,6, 11,12, 16, 18, 19,
- [0088], [0098]), [0121], [0193] 22-24
Y
2,4,5,7-10, 13-15, 17,
20, 21, 25-45
Y US 2006/0188913 A1 (Krieg et al.) 24 August 2006 (24.08.2006) para [0017], [0037], [0440], 2,4,5,20
[0434)
Y US 2008/0003219 A1 (Peyman) 03 January 2008 (03.01.2008) para [0019), [0021} 7-9
Y 1 Chu et al. "The Lyn tyrosine kinase differentially regulates dendritic cell generation and 10
maturation” J Immunology 2005 vol 175 pg 2880-2889; abstract, pg 2880, col 1, para 1
Y /,Kim et al. *Zinc is required in pyrrolidine dithiocarbamate inhibition of NF-kB activiation" FEBS 13-15
Letters 1999 vol 449 pg 28-32; abstract, pg 28, col 2, para 1
Y US 2003/0138423 A1 (Arditi et al.) 24 July 2003 (24.07.2003) para [0015], {0028] 17
Y US 5,219,865 A (Chatterjee et al.) 15 June 1993 (15.06.1993) col 1, In 65-68 21
Y US 2006/0282062 A1 (Ishikawa et al.) 14 December 2006 (14.12.2006) para [0003], [0022], 25-45
[0023), [0025], {0030], [0031], [0049], [0050]-{0052], [0055], [0056)

D Further documents are listed in the continuation of Box C.

[

* Special categories of cited documents:

“A” document defining the general state of the art which is not considered
to be of particular relevance

“E" earlier application or patent but published on or after the international
filing date

“L” document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

“O” document referring to an oral disclosure, use, exhibition or other
means

“P”  document published prior to the international filing date but later than

the priority date claimed

“T” later document published after the interational filing date or priority
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

“X” document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

“Y" document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

*&" document member of the same patent family

Date of the actual completion of the international search

27 January 2010 (27.01.2010)

Date of mailing of the international search report

03 FEB 2010

Name and mailing address of the ISA/US

Mail Stop PCT, Attn: ISA/US, Commissioner for Patents
P.O. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No. 571-273-3201

Authorized officer:
Lee W. Young

PCT Helpdesk: 571-272-4300
PCT OSP: 571-272-7774

Form PCT/ISA/210 (second sheet) (July 2009)




patsnap

TRBR(F) MERAEYR S *
DF(RE)F EP2370815A4 DF(E)A 2015-01-21
HiFs EP2009830726 RiFH 2009-12-02

FRIEB(ERD)AGR) FRXBERITVELT
i (E R AGR) SEARETE LLC
HETHF(FFRN)AGE) SEARETELLC

[FRIRBAA HYDE RODERICK A
MALASKA STEPHEN L
SWEENEY ELIZABETH A
WOOD LOWELL L JR

KA HYDE, RODERICK A.
MALASKA, STEPHEN L.
SWEENEY, ELIZABETH A.
WOOD, LOWELL L., JR.

IPCH %S GO1N33/53

CPCH %S A61K9/0019 A61K9/19 A61K9/2018 A61K31/00 A61K31/145 A61K31/4725 A61K31/497 A61K31/506
A61K45/06 A61M5/14276 A61M5/16827 A61M5/1723 A61M2205/0244 A61M2205/50 A61M2205/52
A61P29/00 GO6F19/3468 Y02A50/411 Y02A90/26 A61K2300/00

5 12/315504 2008-12-02 US
12/315512 2008-12-02 US
12/315513 2008-12-02 US
12/315515 2008-12-02 US
12/315510 2008-12-02 US
12/315511 2008-12-02 US
12/315507 2008-12-02 US
12/315505 2008-12-02 US
12/315514 2008-12-02 US
12/315509 2008-12-02 US
12/315508 2008-12-02 US
12/315506 2008-12-02 US

H N FF 3TEk EP2370815A1
SAEREE$E Espacenet
HE(R)

NFANELERERSRAESY , SERATEL —MPERNIRMAETTAEY , 5t RENMRS. BESHIRER , ik
HEW , B REMRES KRBT ToIEZ M |, SccRFBE , NF-kBD 7 , EHBREABEFH —FHSH,


https://share-analytics.zhihuiya.com/view/4b4d98c1-e26b-4031-b240-4e6838a05554
https://worldwide.espacenet.com/patent/search/family/042233522/publication/EP2370815A4?q=EP2370815A4




