CLAIMS

What is claimed is:

L. A method of preventing a disease resulting from a dengue virus (DE infection in

a human subject, comprising:

a) administering to the human subject at least one initial dosg/of about 40 to
about 600 mg of a compound of Formula () or a ph: ceutically acceptable

salt thereof, or a pharmaceutical composition compriing about 40 to about

600 mg of a compound of Formula (I) or a pharmficeutically acceptable salt

thereof;, and
b) administering to the human subject a plur. of subsequent doses of about 25
to about 400 mg of a compound of Fo a (I) or a pharmaceutically
acceptable salt thereof, or a pharmacglitical composition comprising about 25

to about 400 mg of a compound ofFormula (I) or a pharmaceutically

acceptable salt thereof,
wherein not more than 600mg of a gbmpound of Formula (I) is administered per day,

wherein the human subject is asyfnptomatic at the time of administration of the at
least one initial dose,
wherein said subsequent dghes are administered once, twice, three, or four times per
day during potential expbsure of at least one serotype of dengue virus, and

wherein Formula (I) Jfas the following structure,

- OH
R20

R30\\\\\\\ »

O,

wherein RI, Rz, and R3 are independently H, (C;-C1y4) acyl, (C1-Ci4)
alkenylacyl, (C5-Cs) cycloalkylacyl, (C;-Cy4) haloalkylacyl (C;-Csg) alkoxyacyl, or
(Cs-Cyo) arylacyl.
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The method of Claim 1, wherein the compound of Formula (1), is a compound o

Formula (II):

x

OH

qtiHle)

EIEH e
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A method of preventing a disease resulting from a dengue virus (DENV) infecti
a human subject, comprising:
a) administering to the human subject at least one initial dose of about/A0 to

about 600 mg of a compound of Formula (I1I) or a pharmaceuticgly

to about 600 mg of a compound of Formula (III) or a ph: ceutically

acceptable salt thereof, ; and
b) administering to the human subject a plurality of subsgquent doses of about 25
to about 400 mg of a compound of Formula (III) oy/a pharmaceutically
acceptable salt thereof, or a pharmaceutical composition comprising about 25

to about 400 mg of a compound of Formula (AI) or a pharmaceutically
acceptable salt thereof,
wherein not more than 600mg of a compound ¢f Formula (III) is administered per
day,
wherein the human subject is asymptomapfc at the time of administration of the at
least one initial dose,

wherein said subsequent doses are inistered once, twice, three, or four times per

day during potential expogure of at least one serotype of dengue virus, and

wherein Formula (III) has the @llowing structure,

1
OR OH

(1,

herein R!, R?, and R? are independently H, (C;-C4) acyl, (C1-C1a)
alkghiylacyl, (C3-Cyg) cycloalkylacyl, (C;-Cy4) haloalkylacyl (C;-Cg) alkoxyacyl, or
6-C1o) arylacyl.

The method of any one of Claims 1-3, wherein the human subject is an adult or a

child.
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10.

The method of any one of Claims 1-3, wherein the compound of Formula (I), the
compound of Formula (II), or the compound of Formula (II) is converted to

castanospermine after administration to a human subject.

The method of any one of Claims 1-5, wherein a steady state Cmin serunf or plasma
concentration of between about 0.4 and about 2.0 microgram/mL of cAstanospermine

in an adult or child human subject is attained after administrations/0f initial and

subsequent doses.

The method of any one of Claims 1-5, wherein a steady stfie Cmin serum or plasma
concentration of between about 1.0 and about 2.0 micrgfgram/mL of castanospermine

in an adult or child human subject is attained after inistrations of the initial and

subsequent doses.

The method of any one of Claims 1-5, whep€in a steady state Cmin serum or plasma
concentration of between about 1.0 and gbout 1.5 microgram/mL of castanospermine

in an adult or child human subject is ftained after administrations of the initial and

subsequent doses.

The method of any one of CJfims 1-5, wherein a steady state Cmin serum or plasma
concentration of between About 1.5 and about 2.0 microgram/mL of castanospermine

in an adult or child hurfan subject is attained after administrations of the initial and

subsequent doses.

The method of/any one of Claims 1-5, wherein a steady state Cmin serum or plasma
concentratjfn of between about 1.25 and about 1.75 microgram/mL of

castanogpermine in an adult or child human subject is attained after administrations of

the ipftial and subsequent doses.

e method of any one of Claims 1-5, wherein a steady state Cmin serum or plasma
concentration of between about 0.4 and about 1 microgram/mL of castanospermine in

an adult or child human subject is attained after administrations of the initial and

subsequent doses.
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12.

13.

14.

15.

16.

17.

18.

19.

20.

The method of any one of Claims 1-5, wherein a steady state Cmin serum or plas
concentration of between about 0.75 and about 1.25 microgram/mL, of
castanospermine in an adult or child human subject is attained after administfations of

the initial and subsequent doses

The method of any one of Claims 1-12, wherein the dengue virus inffction comprises

at least one dengue virus selected from DENV1, DENV2, DENVZ, and DENV4.

The method of any one of Claims 1 -13, wherein the dengue/Airus infection is a

secondary dengue infection.

The method of any one of Claims 1-14, wherein the£ompound, or the pharmaceutical

composition, is administered orally or sublingua

The method of any one of Claims 1-15, whefein the human subject is administered an
initial dose of about 150 mg and is admipfstered a subsequent dose of about 100 mg

every 6 hours, 8 hours, or 12 hours foyfoetween about 5 days to about 30 days.

The method of any one of Claimg/'1-15, wherein the human subject is administered an

initial dose of about 150 mg afd is administered a subsequent dose of about 150 mg

every/ 12 hours for between about 5 days to about 30 days.

e method of any one of Claims 1-15, wherein the human subj‘ect is administered an
initial dose of about 150 mg and is administered a subsequent dose of about 200 mg

every 6 hours, 8 hours, or 12 hours for between about 5 days to about 30 days.
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21.

22,

23.

24.

25.

The method of any one of Claims 1-15, wherein the human subject is administepéd an
initial dose of about 200 mg and is administered a subsequent dose of about 00 mg

every 6 hours, 8 hours, or 12 hours for between about 5 days to about 30 gays.

The method of any one of Claims 1-15, wherein the human subject £ administered an
initial dose of about 200 mg and is administered a subsequent dg€e of about 150 every
6 hours, 8 hours, or 12 hours for between about 5 days to abgdt 30 days.

The method of any one of Claims 1-15, wherein the hyfan subject is administered an
initial dose of about 200 mg and is administered a gAbsequent dose of about 200 mg
every 6 hours, 8 hours, or 12 hours for between gbout 5 days to about 30 days.

The method of any one of Claims 1-15, wiferein the human subject is administered a
single or a divided dose of about 25 to About 300 mg of the compound or the

pharmaceutical composition, for bepveen about 5 days to about 30 days.

The method of Claim 24, whefein the human subject is administered a divided dose of
about 40 to about 300 mg fer day of the compound, or the pharmaceutical

composition, for about fetween about 5 days to about 30 days.
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CLAIMS

Use of a compound of Formula (II), a pharmaceutically acceptable salt thereof, or a
pharmaceutical composition comprising a compound of Formula (I) in the preparation of
a medicament for the prevention of a disease resulting from a dengue virus (DENV)

infection in a human subject, wherein

at least one initial dose of about 40 to about 600 mg of a compound of Formula (II) or a
pharmaceutically acceptable salt thereof, or a pharmaceutical composition
comprising about 40 to about 600 mg of a compound of Formula (I) or a
pharmaceutically acceptable salt thereof is to be administered to the human

subject; and

a plurality of subsequent doses of about 25 to about 400 mg of a compound of Formula
(IT) or a pharmaceutically acceptable salt thereof, or a pharmaceutical
composition comprising about 25 to about 400 mg of a compound of Formula (II)
or a pharmaceutically acceptable salt thereof is to be administered to the human

subject,

wherein not more than 600 mg of a compound of Formula (II) is to be administered per

day,
wherein the human subject is asymptomatic at the time of the at least one initial dose,

wherein said subsequent doses are to be administered once, twice, three, or four times per

day during potential exposure of at least one serotype of dengue virus, and

wherein Formula (II) has the following structure,

OH

U0
N E

HO

Hye /\/“\O\\\\w

T

an,
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10.

The use of Claim 1, wherein the human subject is an adult.

The use of Claim 1, wherein the human subject is a child.

The use of any one of Claims 1-3, wherein the compound of Formula (I1) is converted to

castanospermine in the human subject.

The use of any one of Claims 1-4, wherein a steady state Cmin serum or plasma
concentration of between about 0.4 and about 2.0 microgram/mL of castanospermine is

attained in the human subject after the initial and subsequent doses.

The use of any one of Claims 1-4, wherein a steady state Cmin serum or plasma
concentration of between about 1.0 and about 2.0 microgram/mL of castanospermine is

attained in the human subject after the initial and subsequent doses.

The use of any one of Claims 1-4, wherein a steady state Cmin serum or plasma
concentration of between about 1.0 and about 1.5 microgram/mL of castanospermine is

attained in the human subject the initial and subsequent doses.

The use of any one of Claims 1-4, wherein a steady state Cmin serum or plasma
concentration of between about 1.5 and about 2.0 microgram/mL of castanospermine is

attained in the human subject after the initial and subsequent doses.

The use of any one of Claims 1-4, wherein a steady state Cmin serum or plasma
concentration of between about 1.25 and about 1.75 microgram/mL of castanospermine

is attained in the human subject after the initial and subsequent doses.

The use of any one of Claims 1-4, wherein a steady state Cmin serum or plasma
concentration of between about 0.4 and about 1 microgram/mL of castanospermine is

attained in the human subject after the initial and subsequent doses.
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11.

12.

13.

14.

15.

16.

17.

18.

19.

The use of any one of Claims 1-4, wherein a steady state Cmin serum or plasma
concentration of between about 0.75 and about 1.25 microgram/mL of castanospermine

is attained in the human subject after the initial and subsequent doses.

The use of any one of Claims 1-11, wherein the dengue virus infection comprises at least

one dengue virus selected from DENV1, DENV2, DENV3, and DENV4.

The use of any one of Claims 1-12, wherein the dengue virus infection is a secondary

dengue infection.

The use of any one of Claims 1-13, wherein the compound, or the pharmaceutical

composition, is to be administered orally or sublingually.

The use of any one of Claims 1-14, wherein an initial dose of about 150 mg and a
subsequent dose of about 100 mg every 6 hours, 8 hours, or 12 hours for between about 5

days to about 30 days are to be administered to the human subject.

The use of any one of Claims 1-14, wherein an initial dose of about 150 mg and a
subsequent dose of about 150 mg every 6 hours for between about 5 days to about 30

days are to be administered to the human subject.

The use of any one of Claims 1-14, wherein n initial dose of about 150 mg and a
subsequent dose of about 150 mg every 8 hours for between about 5 days to about 30

days are to be administered to the human subject.

The use of any one of Claims 1-14, wherein an initial dose of about 150 mg and a
subsequent dose of about 150 mg every 12 hours for between about 5 days to about 30

days are to be administered to the human subject.

The use of any one of Claims 1-14, wherein an initial dose of about 150 mg and a
subsequent dose of about 200 mg every 6 hours, 8 hours, or 12 hours for between about 5

days to about 30 days are to be administered to the human subject.
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20.

21.

22.

23.

24.

The use of any one of Claims 1-14, wherein an initial dose of about 200 mg and a
subsequent dose of about 100 mg every 6 hours, 8 hours, or 12 hours for between about 5

days to about 30 days are to be administered to the human subject.

The use of any one of Claims 1-14, wherein an initial dose of about 200 mg and a
subsequent dose of about 150 every 6 hours, 8 hours, or 12 hours for between about 5

days to about 30 days are to be administered to the human subject.

The use of any one of Claims 1-14, wherein an initial dose of about 200 mg and a
subsequent dose of about 200 mg every 6 hours, 8 hours, or 12 hours for between about 5

days to about 30 days are to be administered to the human subject.

The use of any one of Claims 1-14, wherein a single or a divided dose of about 25 to
about 300 mg of the compound or the pharmaceutical composition, for between about 5

days to about 30 days are to be administered to the human subject.

The use of Claim 23, wherein a divided dose of about 40 to about 300 mg per day of the
compound, or the pharmaceutical composition, for about between about 5 days to about

30 days is to be administered to the human subject.

52


bhang
Line




