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Fig. 1. Expenimental design of blood withdrawalitransfusion followed by transfusion of H12-(ADP)iposome after liver injury.
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Fig. 2. Scheme of blood withdrawal from rabbits; preparations of PRE, PPP, and washed REC, and transfusion of washed RBC
into rabbits.



H12-{ADP)liposomes/PPF {at 10 min) PPP{at 10 min)

Fig. 3. MNon-compressible liver hemorrhage in thrombocytopenic rabbits. (A) Penetrating liver injury using DermaPunch. (B) Liver
hemorthage from the injured site immediately afterinjury. Liver hemorthage in the H12-(ADP)iposomes/PPP-transfused (C) or PPP-
transfused (D) rabbits 10 min afterinjury. Representative datawith similar results from ten rabbits in H12-(ADFE)liposomes/PPP or PPP
group are shown (C, D).



Liver bleeding from the penetrating liver injury Hemostasis by balloon compression (setting in a lesion)

Hemostasis by balloon compression (balloon clamping) Hemostasis by balloon compression (balloon declamping)

Fig. 4. Hemostasis by balloon compression. (A) Penetrating liver injury site before hemostasis. (B-D) Hemostasis of penetrating liver injury
using balloon compression of indwelling urethral catheter
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Fig. 7. Analyses of activating clotting time and clot rate before and after blood exchanges
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Fig. 9. Bleeding volume from theliver injured site
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Fig. 10. Bleeding time from theliver injured site



At 5 min after injury

At 15 min after injury At 25 min after injury
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At 24 hours after injury

Fig. 11. Hemostasis by administration of H12{ ADP)liposome after bleeding from the penetrating liver injury



i

t

H12ADP liposome

i

*«
:
.

e W T

— A —40

f—ad—3—4 ﬁ@c:{l}
E' E .
L
v ..
T
E; .
1

%
P
P -
P = & ow
sem fowow
5
5w
B
=
5

§
i
15

___33__43 @l T‘_ulﬁ‘ ’

PRP

!

M ;g;__& ‘

il
!

g
5
g
5
%

t

PPP

fpree

— 210
0

M: R e K

e e W P

phusey froies

A

il
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Tablel. Changes ofthe coagulation factors by the blood exchange in rabbits

Beforeblood exchange After blood exchange
Fibrinogen  (mgidL 198.7+£7.7 51.1+4.5 p=0.01
Prothrombintime ..y 09+0.1 26.3+3.4 p<0.01
APTT - (seq) 23.940.8 N.D.
AT o) 121.6+4.1 43.1£2.6 p=0.01

meant3E



Table2. Changes of the blood pressure and hematological parameters

H12ADPliposome PRP PPP
Mean blood pressure Beforehemorrhage S4+12 85+0 85+13
(mmHg) After administration §4+13 74+ 5 68+11
, 5 5 72
Hemoglobin Beforehemorrhage 69414 6.5+1.6 72xld
{gfdL) After administration 6.5+1.6 34+1.8 s1+1.7
Platelet count Beforehemorrhage 4544 46+ 4744
(103l After adminigtration 4547 657 * 41+3
WEBC count Beforehemorrhage 1.3+0.4 14+0.3 1.6+0-
(< 1031y After administration 16+00 09+0.3 1.3+0.6

*p<0.05 vs before hemorthage

meantSE



Table 3. Changes of the coagulation factorsand coagulation activities after hemorrhage

H12ADPliposome PRP PPP
Fibrinogen  (mg/dL ) 5290+4.4 < 50 50
Prothrombintime (PT} (5o 26.2+1.9 N.D. N.D
ATTI (%) 44.6+6.5 44.0+7.8 39.8+£8.0
Active clotting time (sec) 5154173 520+£129 Not coagulated
34£1.9 2.2+00 Not coagulated

Clotrate

#0001, #p<0.05 vs before administration

meantSE
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Time course for the plasma concentration of 3H,
14C-H12 (ADP) liposome after i.v. administration
at a dose of 10 mg lipid/kg to (A) mice and (B)
rats.
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Fig.2

(A) The tissue distribution of radioactivity at 1 hr
after i.v. administration of 3H (closed column), 14C
(opened column)-H12 (ADP) liposome to mice.

3
(B) The tissue distribution of H and (C) 14C
radioactivity at 2 (opened column), 6 (gray

column), 24 hr (closed column) after i.v.

314
administration of H, C-H12 (ADP) liposome to
rats.

Each column represents the mean + SD (n=5).
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