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Bloodwithdrawal (12.5 mL/kg/each time)
from thefemoral artery

Centrifugation
100 x g, 15 min

= | PRP
Transfusion withwashedRBC (12.5 mL/kg/each C entrifugatim.l
time) into the femoral vein RBC 500 x g, 10 min
N
WashingRBC

with saline

v

PPP

Fig. 1. Scheme of blood withdrawal from rabbits; preparations of PRP, PPP, and washed RBC, andtransfusion
ofwashed RBC into rabbits.



Penetrating liver

Bloodwithdrawal 12.5 mL/kg < § (100mL/kg) injury

! Sample 1 | | S ample 2 ] Sample 3 ” S ample 4 || S ample 5 | lﬁmpleé ] | S axmple 7 || S aruple 8 |

Washed REC Washed REC Washed BEC | | Washed RBC Washed REC | | Washed EBC Washed REC Washed BB
from Sample 1} |from Swmple2 | |from Sample 3§ [from Sample 4 | |from Sample 5} [from Sample 6} |from Sample 7 | from Sample &
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: Transfusion withwashedRBC 12.5 mL/Akg < § (100 mLkg) :
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I
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I
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o e e e e - A 2
r “ - 1 - @
1 LactatedRinger12.5 Measurement of ear bleeding time
L mL/kg !

Y/ Samplingblood (0.1mL) to count plt, WBC, and Hb

? Sampling blood (8 mL) to measure coagulation factors, Sonoclot agzay

Fig. 2. Experimental design of blood withdrawal/transfusion and following H1 2{AD P} lip osome administration



Fig. 3. penetratingliver injury (hollowing out) using Derma punch



Fig. 4. Sonoclot ™
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Bloodwithdrawal 12.5 mLdg~ § (100mLkg) Penetratine liver
mjury

Samaple 1 l I Sample 2 H Sample 3 H Sample 4 ” Sample 5 | l Sample & l I Zampla 7 H Sample B |

A
1
I
1 Washed ERC Washed REC Wished BEC | | Washed RBC Washed RBC | | Washed RBC Washed REC | | Washed RBC
1 from Sample 1 | from Sample 2 from Sample 3§ | from Sample 4 from Sample 5§ |from Sample 6§ | from Symple 7§ | from Swmple 3
1
! i Transfusion withwashedRBC 12.5mLkg~ 8 (100 mLikg) i Hdministraion (15 mL/kg)
e g - s A, =,
Y T
r ——— - .\ . .
1 LactatedRinger12.5 1 1)H12ADPliposome+PPP
L mL/kg : 2)PRP

3)PPP
4}y ADPliposome+PPP

V Collection of blood samples for the measurements of coagulation factors and Sonoclot analyses

Fig. 5. Experimental degign of blood withdrawal/transfusion followed by transfusion of H12-(ADP)-liposome
after penetratingliver injury.



Penetrating liver injury

H12-(ADP)liposomesPPP (at 10 min) PPP(at 10 min)

Fig. 6. Non-compressibleliver hemorrhagein thrombocytopenicrabbits. (A) Penetratingliver injury using DermaPunch.
(B) Liver hemorrhage from theinjured site immediately after injury. Liver hemorrthagein the H12-(ADP)-
lipogomes/PPP-transfused (C) or PPP-transfused (D) rabbits 10 min after injury. Representative data with similar results
from ten rabbitsin H12-(ADP)-liposomes/PPPor PPP group are shown (C, D).



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

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

Fig. 7. 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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Ear bleeding time (sec)

1400 |
1200 |

1000 |

800

&00

400

ok

Beforebloodexchange  After bloodexchange

meantSE, ¥* p<0.01 vs before blood exchange

Fig. 9. Ear bleeding time before and after blood exchanges



Fig. 10. Liver bleeding from the perforatinginjuryin the acute thrombocytopenicrabbit
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Fig. 11. Analyses of activating clotting time and clot rateusing Sonoclt
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Fig. 12. Analyses of activating clotting time and clot rate before and after blood exchanges
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Fig. 13. Survival rates after liver hemorrhage in the acute thrombocytopenicrabbits



Bleeding volume from the liver hollowing out site (mL)
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Fig. 14. Bleeding volume from the liver hollowing out site
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Fig. 15. Bleeding time from the liver hollowing out site
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Fig. 16. Ear bleeding time before and after blood exchanges
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Fig. 18. Analyzes ofactivating clotting time and clot rate using Sonoclt in the thrombocytopenicrabbits



