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CLAIMS:
1. Use of aA compound of general formula I
R
7 O] Ry
RG \N)__k
N 0
Rs Rs
0o o}
NH Rio R
v’ 0 O T12 Ris 0 | I
O
R, OR, N N>\R
N A N q 17
g X NH H | /p
3 Ry o) Ry Ris
R;

@
wherein X is selected from O and NH;

Y is selected from CO and -COCH(CH3)CO-;

each n and p is independently selected from 0 and 1, and q is selected from 0, 1 and 2;

each Ri, R3;, Rs, Ro, Rii, and Ris is independently selected from hydrogen, substituted or
unsubstituted C;-Cs alkyl, substituted or unsubstituted C,-C¢ alkenyl, and substituted or
unsubstituted C,-C¢ alkynyl;

R» is selected from hydrogen, COR,, COOR,, substituted or unsubstituted C;-Cs alkyl, substituted
or unsubstituted C,-Cs alkenyl, and substituted or unsubstituted C,-Cs alkynyl;

each R4, Rs, Rio, Rz, and Rys is independently selected from hydrogen and substituted or
unsubstituted C;-Cs alkyl;

each R; and R;3 is independently selected from hydrogen, substituted or unsubstituted C;-Cg alkyl,
substituted or unsubstituted C»-C¢ alkenyl, and substituted or unsubstituted C,-Cs alkynyl; each
Rs and R4 is independently selected from hydrogen and substituted or unsubstituted C;-Cs alkyl;
or R¢ and Ry and/or Ri3 and Ry4 together with the corresponding N atom and C atom to which
they are attached may form a substituted or unsubstituted heterocyclic group;

Ry7 is selected from hydrogen, COR,, COOR,, CONHRj, COSR,, (C=NR;,)OR,, (C=NRy,)NHRy,
(C=NRyp)SR¢, (C=S)OR,, (C=S)NHRs, (C=S)SR., SO:R., SOsR,, substituted or unsubstituted C;-
Ci2 alkyl, substituted or unsubstituted C,-C;, alkenyl, substituted or unsubstituted C,-C,, alkynyl,
substituted or unsubstituted aryl, and substituted or unsubstituted heterocyclic group, with the
proviso that when n, p, and q are 0 then R is not hydrogen; and

each R,, Ry, and R, is independently selected from hydrogen, substituted or unsubstituted C;-Ci»
alkyl, substituted or unsubstituted C,-Ci, alkenyl, substituted or unsubstituted C,-Ci» alkynyl,
substituted or unsubstituted aryl, and substituted or unsubstituted heterocyclic group;
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or a pharmaceutically acceptable salt or stereoisomer thereof, in the manufacture of a medicament
for fer—use—in—the treatment of a viral infection, wherein the virus is selected from the
Orthomyxoviridae family or wherein the virus is West Nile virus.

Hem%%%%%eh%%%&;%%—m&ep&ﬁa%&&e&ﬁem



Iz

9

OMe

willMe

Q
AH o

57

N
O.

Iz

.,I//N

anINH

aillMe
o
N

H
b
OMe
(o]
(o]
N

Me
H

[e]
W\Me o
N
H

a\ NH

WANH

anio

Me

WNH



58

W O

\\‘

OMe
(o]
N
(0}
N
(¢}
Me 0,
L w\WMe
0.
o
H “yy, N \\\\ \\““ N N /<
§ N
o}
4 o}

wno

N

Q




10

15

20

25

30

35

59

or pharmaceutically acceptable salts or stereoisomers thereof.

183. The use A—eempeound—according to claim 1, wherein the compound is PLD, or
pharmaceutically acceptable salts or stereoisomers thereof.

194.  The use A—eempeund-according to claim 1, wherein the compound is didemninB, or
pharmaceutically acceptable salts or stereoisomers thereof.

205. The use A—eeompeund—according to any preceding claim, wherein the virus is
Orthomyxoviridae virus.

216. A-eompeundThe use according to any preceding claim, wherein the Orthomyxoviridae
virus is selected from Influenzavirus A, Influenzavirus B, Influenzavirus C, Thogotovirus,
Quaranjavirus, and Isavirus.

227.  A-—eompeundThe use according to claim 246, wherein the Orthomyxoviridae virus is
Influenza A, preferably selected from HIN1, HIN2 and H3N2; or the Orthomyxoviridae virus is
influenza B, preferably selected from the Yamagata or Victoria lineages.

238.  A-cempeundThe use according to any one of claims 1 to 94, wherein the virus is West
Nile virus.

249,  A-compeund-foruseThe use according to any preceding claim, wherein the compound is
administered in combination with a corticosteroid, preferably dexamethasone:; including

25— A-compound-foruse-aceordingto-claim24;-wherein the compound and corticosteroid are

administered concurrently, separately or sequentially.

2610. A-compeound-foruseThe use according to any preceding claim, wherein the compound is
administered according to a regimen of a daily dose for 10 days, 9 days, 8 days, 7 days, 6 days, 5
days, 4 days, 3 days, 2 days or 1 day; preferably 2-5 days, 3-5 days, or 3, 4 or 5 days; most
preferably 3 days or 5 days; most preferably 3 days.

2711. A-cempeoundforuseThe use according to any preceding claim wherein the compound is
administered at a dose of Smg a day or less, 4.5mg a day or less, 4mg a day or less, 3.5mg a day
or less, 3mg a day or less, 2.5mg a day or less or 2mg a day or less; 0.5 mg/day, 1 mg/day, 1.5
mg/day, 2 mg/day, 2.5 mg/day, 3 mg/day, 3.5 mg/day, 4 mg/day, 4.5 mg/day, or Smg/day;
preferably 1 mg/day, 1.5 mg/day, 2 mg/day or 2.5 mg/day; more preferably 1.5-2.5 mg/day; most
preferably 1.5 mg/day, 2.0 mg/day or 2.5 mg/day.

2812. A-compoundforuseThe use according to any preceding claim wherein the compound is
administered at a total dose of 1-50 mg, 1-40 mg, 1-30 mg, 1-20 mg, 1-15 mg, 3-15 mg, 3-12 mg,
4-12 mg, 4-10 mg, or 4.5-10 mg; 4mg, 4.5mg, Smg, 5.5mg, 6mg, 6.5mg, 7mg, 7.5mg, 8mg,
8.5mg, 9Img, 9.5mg or 10mg; preferably 4.5mg, Smg, 6mg, 7.5mg, 8mg, 9mg or 10mg; more
preferably 4.5-7.5 mg/day.

2913. A-compeund-foruseThe use according to any preceding claim, wherein the compound is
administered by infusion:; including

30—A-compound-foruse-aceordingto-elaim29,-wherein the infusion is a 1 hour infusion, a

1.5 hour infusion, a 2 hour infusion or a 3 hour infusion; preferably a 1.5 hour infusion.
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3114. A-—ecempoundforuseThe use according to any preceding claim, wherein 1.5 mg of
plitidepsin is administered as a 1.5-hour infusion, once a day for 3 consecutive days; or wherein
2 mg of plitidepsin is administered as a 1.5-hour infusion, once a day for 3 consecutive days;
wherein 2.5 mg of plitidepsin is administered as a 1.5-hour infusion, once a day for 3 consecutive
days; or wherein 1 mg of plitidepsin is administered as a 1.5-hour infusion, once a day for 5
consecutive days; or wherein 2 mg of plitidepsin is administered as a 1.5-hour infusion, once a
day for 5 consecutive days.

3215. A-compeund-foruseThe use according to any preceding claim, wherein the compound is
administered using a loading dose and a maintenance dose:; including

33— A compound-foruse-acecordingto-claim32-wherein the dosage regimen is:

a loading dose of 2.5 mg for day 1, and followed by a maintenance dose of 2 mg/day for
subsequent days;

a loading dose of 2.5 mg for day 1, and followed by a maintenance dose of 1.5 mg/day
for subsequent days;

a loading dose of 2.5 mg for day 1, and followed by a maintenance dose of 1 mg/day for
subsequent days;

a loading dose of 2.5 mg for day 1, and followed by a maintenance dose of 0.5 mg/day
for subsequent days;

a loading dose of 2 mg for day 1, and followed by a maintenance dose of 1.5 mg/day for
subsequent days;

a loading dose of 2 mg for day 1, and followed by a maintenance dose of 1 mg/day for
subsequent days;

a loading dose of 2 mg for day 1, and followed by a maintenance dose of 0.5 mg/day for
subsequent days;

a loading dose of 1.5 mg for day 1, and followed by a maintenance dose of 1 mg/day for
subsequent days;

a loading dose of 1.5 mg for day 1, and followed by a maintenance dose of 0.5 mg/day
for subsequent days; or

a loading dose of 1 mg for day 1, and followed by a maintenance dose of 0.5 mg/day for
subsequent days.

3416. A compound for use according to any preceding claim, wherein the compound is
administered in combination with a corticosteroid, and wherein the corticosteroid is administered
on the same days as administration of the compound according to any one of claims 1 to 194.

3517. A compound for use according to claim 3416, wherein the corticosteroid may also be
administered on one or more subsequent days; preferably wherein the corticosteroid is
administered with the compound on days 1-3 and the corticosteroid is further administered on one
or more of days 4-10-; optionally



10

15

20

25

30

35

61

36— A-—compound-for-use-aceordingto-elaim35-wherein the corticosteroid is administered

intravenously on days when the compound is administered but is administered by oral
administration or IV on subsequent days.

3718. A compound for use according to any one of claims 34-16 to 3617, wherein the
corticosteroid is dexamethasone; preferably wherein dexamethasone is administered at a dose of
6.6 mg/day IV on days when the compound according to any one of claims 1 to 494 is
administered.

3819. A compound for use according to claim 3718, wherein dexamethasone is administered at
a dose of 6 mg/day oral administration or IV on subsequent days, preferably one or more of days
4,5,6,7,8,9 and 10.

3920. A compound for use according to any preceding claim, wherein PLD is administered 1.5
mg/day intravenous (IV) combined with dexamethasone 6.6 mg/day IV on Days 1 to 3, followed
by dexamethasone 6 mg/day oral administration (PO)/IV from Day 4 and up to Day 10 (as per
physician judgement according to patient clinical condition and evolution); or

wherein PLD is administered 2.0 mg/day intravenous (IV) combined with dexamethasone 6.6
mg/day IV on Days 1 to 3, followed by dexamethasone 6 mg/day oral administration (PO)/IV
from Day 4 and up to Day 10 (as per physician judgement according to patient clinical condition
and evolution); or

wherein PLD is administered 2.5 mg/day intravenous (IV) combined with dexamethasone 6.6
mg/day IV on Days 1 to 3, followed by dexamethasone 6 mg/day oral administration (PO)/IV
from Day 4 and up to Day 10 (as per physician judgement according to patient clinical condition
and evolution).

4621. A compound for use according to any one of claims 34-16 to 3920, wherein the
corticosteroid is administered 20 to 30 minutes prior to starting treatment with the compound
according to any one of claims 1 to +94.

4322. A-—ecompeundferuseThe use according to any one of claims 1 to 3013, wherein the
compound is administered as a single dose (on day 1).

4423, A-compeundforuseThe use according to claim 4322, wherein the single dose is 1-10 mg,
4-10 mg, 4.5-10 mg, 4mg, 4.5mg, Smg, 5.5mg, 6mg, 6.5mg, 7mg, 7.5mg, 8mg, 8.5mg, Img,
9.5mg or 10mg, preferably 4.5mg, Smg, 6mg, 7.5mg, 8mg, 9mg or 10mg, more preferably 5-9
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mg, 6.5-8.5 mg, 7-8 mg or most preferably 7.5 mg.

4724, A-compeound-foruseThe use according to any-ene-ofelaims43-to46any preceding claim,

wherein the following prophylactic medications are administered 20-30 minutes prior to
administration with a compound of the present invention:

Ondansetron 8 mg IV (or equivalent), particularly in slow infusion of 15 minutes;
Diphenhydramine hydrochloride 25 mg IV (or equivalent);

Ranitidine 50 mg IV (or equivalent).

5325. A kit comprising the compound as defined in any of claims 1 to 4924, together with
instructions for treating viral infection_as defined in any of claims 1 to 24, wherein the virus is
selected from the Orthomyxoviridae family or wherein the virus is West Nile virus.
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5826. Use of a corticosteroid in the manufacture of a medicament for the treatment of a viral
infection, wherein the virus is selected from the Orthomyxoviridae family or wherein the virus is
West Nile virus; wherein said treatment includes administration of a compound as defined in any
of claims 1 to 49-24 or a pharmaceutically acceptable salt or stereoisomer thereof.

5927. Use of a compound as defined in any of claims 1 to 49-24 or a pharmaceutically
acceptable salt or stereoisomer thereof and a corticosteroid in the manufacture of a medicament
for the treatment of a viral infection, wherein the virus is selected from the Orthomyxoviridae
family or wherein the virus is West Nile virus.

6028. A pharmaceutical package comprising a compound as defined in any of claims 1 to 194
and a corticosteroid, optionally further comprising instructions according to any one of claims 1
to 4924.



