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The present invention relates to medical use of liposomes, more particular the
first medical use of sPLA2 hydrolysable lipocsomes. Such liposomes may be used
for targeted delivery of therapeutic agents to cancerous tissue and in such
embodiments; the therapeutic agents are typically small molecule antitumor
agents. Other aspects of the inventions relates to methods of reducing the side
effects of therapeutic agents, e.g. reducing nephrotoxicity, neurotoxicity and
gastrointestinal toxicity of a therapeutic agent. Yet another aspect of the present
invention relate to methods of prolonging the therapeutic effect of a therapeutic

agent.
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Efficacy of liposomal cisplatin. WMT-3 breast xenografts
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Claims

1)

2)

3)

4)

5)

6)

7)

8)

9)

A sPLA2 hydrolysable liposome for use in therapy.

The liposome of claim 1, wherein the content of anionic lipid is between
20% and 45%, the content of polymer conjugated lipid is between 3%

and 6% and the content of neutral lipids is between 40% and 75%.

The liposome of claim 2, wherein the anionic lipid is DSPG, the neutral
lipid is DSPC and the polymer conjugated lipid is DSPE-PEG.

The liposome of any of the preceding claims, wherein the liposome is
administered intravenous administration in form of bolus injection or

infusion.

The liposome of any of the preceding claims, wherein the liposome

comprises a therapeutic agent.

The liposome of any of the preceding claims, wherein the therapeutic
agent is a small molecule antitumour agent is selected from the group
consisting of: anthracyclin derivatives, cisplatin, oxaliplatin, carboplatin,
picoplatin, doxorubicin, paclitaxel, 5-fluoruracil, exisulind, cis-retinoic

acid, suldinac sulphide, methotrexate, bleomycin and vincristine.

The liposome of any of the preceding claims, wherein the small molecule
antitumor agent is a platinum based antitumor agent selected from the

group consisting of cisplatin, oxaliplatin, picoplatin and carboplatin.

The liposome of any of the preceding claims, wherein the dose of the
therapeutic agent is reduced as compared to the standard dose of the free

therapeutic agent.

The liposome of any of the preceding claims, wherein the dose of the
therapeutic agent is increased as compared to the standard dose of the

free therapeutic agent.
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10) The liposome of any of the preceding claims, wherein liposome is
administrered at prolonged intervals as compared to the standard dosis

regiment of the free compound.
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bject] Gender |Age Diagnasis History Dose, ._ 1st Cycle 2nd Cycle | 3rd Cycle Comments
do0. of mg/subjec
Cisplatin
1 F 63 Breast Cancer No 10 0K OK OK PD
2 F 49 Melanoma No 10 Allergic reaction,] Allergic Not done | Off study after 2
grade 2-3 Reaction, cycles
grade 3. DLT
3 F 75 Adenoid Cystic No 10 oK oK OK PD after 15 cycles
Carcinoma
4 M 51 | Oesopharyngeal No 10 oK oK oK PD after 3 cycles
Cancer
5 M 61 Prostate Cancer No 10 Allergic reaction 0K oK PD after 6 cycles
grade 2
6 F 44 Oropharyngeal No 10 (0] 4 oK Not done | Off study after 2
cancer cycles due to PD
7 F 39 Parotic Cancer ? 20 0K OK 0K PD after 3 cycles
8 M 56 Urothelial-cell ? 20 oK OK oK PD after 3 cycles
Cancer
9 M 64 Parotic Cancer ? 20 OK OK OK PD after 6 cycles
10 M 66 Melanoma ? 40 OK OK Not done | PD after 2 cycles
11 M 71 | Prostate Cancer ? 40 oK OK Not done | Off-study after 2
cycles.
12 F 45 Breast Cancer ? 40 oK Not done | Not done | Off study after
first cycle. PD
13 M 62 Urothelial-cell ? 80 OK oK oK
Cancer
14 F 50 cup ? 80 Allergic reaction|  Allergic Not done | Off study after 2
grade 2 reaction cycles
grade 3
15 M 53 | Hypopharyngeal ? 80 (0] 4 OK Pending
cancer

Figure 15
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ANC
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Hgb

Vom

1a

Oral

Fever

Neuro

Fatigu
e

Other

DLT

3001

10
mg

63

breast

ASAT 2, ALAT 2,
LDH 1

spon
s

skin 1 (dry
desquamation), ASAT
2, ALAT 2

AST 2, ALT 2

AST 1, ALT 1, LDH
1

PD

002

10
mg

49

melanoma

pain 1

allerglc reaction 3,
rash 1, anorexla 1,
AST 2, ALT 2, GGT 1

allerglc reaction 3
(desplite pre-
medicatlon),
medicatlon stop

3003

10
mg

75

adenoidcystic
carcinoma

=]

GGT 1

AST 1, cholesterol 1

sD

AWM=

GGT 1,
hypercholesterol 1

GGT 1,
hypercholesteraol 1

hypercholesterol 1

sD

hypercholesterol 1

R INJ | N

hypercholesterol 1

Figure 16
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hypercholesterol 1,
glucose 1

SD

10

hypercholesterol 1,
glucose 1

11

hypercholesterol 1

12

hypercholesterol 1

SD

13

14

AST 1

i5

GGT 1

PD

off

2004

10
mg

51

esophagus

liverfunctiondisorde
r 1, sweating 2

GGT 1

sweating 1,
anorexia 1, GGT 1,
dysphagia 1

PD

off

3005

10
img

61

prostate

allerglc reaction 2,
pyrosis 2, nervosity
1,
protelnurla/hematurla
1

pyrosis 2,
protelnuria/hematuria
1

protelnurla/hematur
lal

protelnuria 1

protelnuria 1

xjn|s | W

e Ll Ll

PD

Figure 16
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off

006

10
mg

oropharynx

pain 1

paln 1, AF 1, GGT
3, ALT 2, AST 1,
thrombosls 3 (tumor
related)

infusion reactlon 2,
thrombaosls 3
{probably central line
related), ALT 3 / ALT
2 (prob.
Comedlcation related)

PD

off

3007

20
mg

39

parotic ca

anorexla 1

infuslon reaction 2,
anorexia 1, paln 2,
GGT1

GGT 1, anorexla 1,
paln 1

GGT 1, pain 1, blli
2, obstipation 1,
dyspnea 2, Infection 3

PD

off

»008

20
mg

56

urotheliat-cell
ca

dyspnea 1, cough 1

cough 1, AF 1

cough 1, AF 1, LDH
1, dyspnea 1,
hypophosphatemia 2,
GGT 1, glucose 1

15

AF 1, GGT 1

PD

off

Figure 16
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»009

20
mg

64

parotic ca

GGT 1, pain 1

GGT 1, pain 1, bill 1

hydra
tion

pain 1, GGT 1

Wl N =] O

s s |-

pain 1

sSD

GGT 1, paln 1,
ureum 1, AST 1, ALT
1, headache 1

GGT 1, pain 1,
ureum 1, AST 1, ALT
1, headache 1,
hypophosphatemia 1,
tinnitus 1

tinnitus 1, GGT 1,
pain 1

PD

off

010

40mg

66

melanoma

[y

N

PD

off

3011

40
mg

71

prostate

hematuria 1

hematurla 1,
proteinuria 1, pain 2

hematurla 1

off

on patlents request

012

40
mg

45

breast

alopecia 1, dyspnea
1, pain 1, GGT 2, AST
2, ALT 1, AF 1

anorexla 1, pain 1,
alopecla 1, AF 1, GGT
3, AST 2, ALT 2, LDH
1

PD

Figure 16



2009 01037 L

off

013

80
mg

62

urothelial-
cell ca

GFR 1, hematuria
1, proteinuria 1

dyspnea 1,
anemia 1, GFR 1,
hematuria 1,
proteinuria 1,
abdominal pain 2,
laucocyturia 1

urinary infection,
anemia 1, GFR 1,
hematuria 1,
proteinuria 1,
leucocyturia 1,
fever 2 2 days after
infusion with
recurrent UTI

1-01
5014

80
mg

30

Cup

obstlipation 1,
dyspnea 1, pain 1,
edema 1, AST 1, ALT
1, GGT 1

Infuston reactlion 2,
AST 1, LDH 1,
hypercalcemia 2, GGT
1, ALT 1, anorexia 1,
dyspnea 1,

treatment
discontinued due to
Infuslon reaction 3

off

Figure 16
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2-06 80 hypopharyng )
015 mg 53 eal ca Hyponatremia
hyponatremia 3,

leucocyturia,
haematuria,
proteinuria

1-03 | 120

016 | mg 78

Figure 16
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