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Dox: doxorubicin. Tol: tolvaptan. Veh: vehicle.

Kaplan-Meier Survival Analysis of tolvaptan-treated rats.
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Dox: doxorubicin. Tol: tolvaptan. Veh: vehicle.
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Figure 3
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Dox Saline osmotic pump (0.5ul/h)
Dox+DDAVP DDAVP osmotic pump (1ng/h) for 28 days
Feeding Liquid food 70mi/day

Protocol for the DDAVP study

Dox: doxorubicin.



WO 2008/144269

PCT/US2008/063374
4/14
Figure 4
100 -
|
| : ~—— DDAVP
e — — w—  DoxtDDAVP
80 ~ "‘[
— ="
€ - |
g i
s 7
]
@ 40 ' t
-
I
20 - i
L k|
i
|
¢ T T T T i
] 5 10 15 20 25
Time {Days})

Dox: doxorubicin.

Kaplan-Meier survival analysis of doxorubicin treated rats.
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Figure 5

Blood sampling protocol
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« Dox: doxorubicin 2.5 mg/kg intraperitoneal injection 20 min prior to Veh or Tol
« Tol: tolvaptan 10 mg/kg. Veh: vehicle 1 % hydroxypropylmethylcellulose

« Heparinized Blood samples withdrawn 20 min after Tol or Veh on day 1 or day
13.
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Figure 6

Plasma doxorubicin concentration
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Veh: vehicle, Tol: tolvaptan
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Figure 7
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Figure 8
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Tox: tolvaptan. Dox: doxorubicin. Veh: vehicle.
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Figure 9

1 -
_ 00 —&- Control
§ 80- ~@- Vehicle+Dox
g -A- Tolvaptan+Dox
¥ 60+
®
i
[ 40"'
i)
il
8 20-i| Control vs. Veh+Dox significant starting from 3rd waek
i’ Tol+Dox vs. Veh+Dox significant starting from 6th week

L] 1 1 1 ) ] [ 1 3 i 1
0o 1 2 3 4 5 56 7 8 9 10
Week

Dox: doxorubicin. Veh: vehicle.

Ejection Fraction of the Left Ventricle
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Figure 10
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Tox: tolvaptan. Dox: dogorubicin. Veh: vehicle.

Left ventricle end-diastolic volume/weight adjusted.
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Figure 11
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Tol: tolvaptan. Dox: doxorubicin. Veh: vehicle.

Left ventricle end-diastolic diameter/weight adjusted.
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Control vs. Veh+Dox p<0.05™
Veh+Dox ve. ToHDox p<0.05™

Tok: tolvaptan. Dox: doxorubicin. Veh: vehicle.

Improvement of Contractility Index
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Figure 13

Protocol _
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Dox+DDAVP DDAVY osmotic pump (1 ng, 0.15 ulL/h)
ttt
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r Liquid food 14% dextrose 40mi/day 1
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Figure 14
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Tol: tolvaptan. Dox: doxorubicin. p<0.02 when the survival rates were compared using the

Log-Rank test.

Kaplan Meier Survival Analysis.



