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Efect of recombinant activated factor a on early recovery of patients undergoing cardiac valve replacement
under cardiopulmonary bypass: a randomized double-blind placebo-controlled trial

MA Bin, WANG Zhi-nong ™, ZHAN GBao-ren, XU Zhi-yun, YANGLi-xin, CHEN Ke biao, L | Jian (Department of Cardio-
thoracic Surgery , Changhai Hospital , Second Military Medical Universty, Shanghai 200433, China)
[ ABSTRACT] Objective:To evauate the effect of recombinant factor a (rF a) on the early recovery of patients undergoing
cardiac valve replacement (CVR) under cardiopulmonary bypass (CPB) . Methods: Twenty-two patients receiving CV R under CFB
were randomized into rF  a (40M ¢/ kg) and placebo group. PatientsinrF agroup received 40U g/ kg rF  a dter protamine reversa of
heparin and those in placebo group received placegpo. Blood samples were collected before operation, ater intraroperation heparinization,,
before protamine reversd of heparin, beforeand 15 min, 45 min, 2 h, 24 h, 120 h &ter applicationof rF afor blood routine and coag-
ulation analyss. Blood samples were a9 collected from the placebo group at the same time points. The postoperation thoracic drainage ,
postoperation blood transuson, period of mechanica ventilation, period of ICU stay ,and hospitalization costs were recorded and comr
pared among dl patients. Results: Patientsin rF  a group had satidactory hemostas s outcomes and there were no thrombotic complica
tions, cardiac ischemic events, or death. The prothrombin time (PT) was (14.1+3.0) s15 mindter therF ainjection,(13.5+1.7)
sdter 45 min,and (11.6+1.2) sdter 2 h, al with dgnificant dfferences when compared to those of the corresponding 3 time points
in placebo group (P<0.01). Theinternationa normalized ratio (INR) was 1.05+ 0. 26 15 min ater rF  ainjection, 0.93 +0. 16 ater
45 min,and 1.04 £0.19 &ter 2 h, dl with dgnificant differences when compared to those of the corregponding 3 time pointsin placebo
group (P<0.01). Thethoracic drainage, blood trang usion, period of mechanical ventilation, and the period of ICU stay were obvious:
ly decreased in rF a group compared with thosein placebo group ; the hospitdization costs were smilar in the 2 groups. Condusion : rF

a can dfectively improve the coagulation function in patients receiving cardiac valve replacement under CPB and reduce the need for
blood trand uson, without sgnificant adverse efect.
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1
Tab 1 Characterigicsd rF a group
and matched contrals

(N=11,x*9
Item rF agroup Pacebo group
Age (year) 50.3+9.6 47.5+10.9
Surface area (A/ m2) 1.67+0.4 1.62+0.6
Male 6(54.5) 7(63.6)
Heart disease [ n() ]
Mitral leson 10(90.9) 9(81.8)
Aortic valve leson 6(54.5) 6(54.5)
Functional tricuspid insufficiency 5(36.4) 5(36.4)
Preoperative medication (n)
Vitamin Ki 11 11
Agirin 0 0
Steroid hormone 0 0
Left heart function
EF( %) 59.8+8.7 62.4+8.3
FS( %) 30.2+5.6 33.4%6.2
Procedure (n)
MVR/AVR 8 7
DVR 3
TVP 5 4
CPB data
Dosage of heparin (nm/ mg) 321.3+79.1 292.6+68.7
Dosage of protamine (nm/ mg) 314.5+102.2 298.6. £91.9
CPB 30 min Hct ( %) 30.2+3.6 28.4+3.2
CPB time(t/ min) 91.3+29.6 97.2+20.1
Aortic clamp time(t/ min) 60.5+16.2 65.5+19.4
Asssted circulation time(t/ min)  34.8+10.5 31.7+7.1
Blood loss during the operation(v/ m) 338.4+42.1 342.7+50.3
Hemostatic drug after CPB (n)
Aglumin 11 11
Carbenzamine 11 11
Reptilase 6 7

AVR: Aortic valve replacement ; MV R: Mitral valve replacement ;
DVR: Double valves replacement ; TV P: Tricuspid valvuloplasty
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Tab2 Changeso PT, INRand Hb in 2 groups
(n=11,x%9
. Post-administration
Item Group Preoperation " "
15 min 45 min 2h 24 h
PT(t/s) rF a 11.8+1.9 14.1+3.0" " 13.5+1.7" " 11.6+1.2" " 14.4+2.5
Placebo 12.3+1.1 21.6+5.5 20.8+3.8 16.2+1.6 14.2+2.2
INR rF a 1.11+0.16 1.05+0.26 "~ 0.93+0.16 " " 1.04+0.19" " 1.11+0.22
Placebo 1.16+0.12 1.82+0.33 1.74+0.22 1.43+0.23 1.24+0.27
Hb@Es/g- L %) rF a 129.5+12.6 87.4+13.4 107.6+12.2 108.6+9.5 113.9+9.2
Placebo 132.6+10.4 84.3+12.5 104.6+11.8 102.4+8.3 108.5+7.8
" p<0.01 vs placebo group
JF a rF a ICU
, (P<0.01) ; ) (P<0.05) ;
( )IF a (P>0.05) 5
, (P<0.05) rF a
2 rF a 5 ICU
,Hb
2 3 Tab 5 Timefor mechanical ventilation,|CU stay,
hospitalization costs and complications in 2 groups
3 (N=11,x%9
Tab 3 Blood trangusion in patients postoperatively Measurements or rF a Placebo
— adverse events group group
(n=11,x%*9
Intubation Time (¢ h) 7.1+4.2° 11.9%5.5
Item rF_agroup  Pacebo group ICU days (¥ d) 2.7£0.5°  3.3+0.7
Red blood cells(U) 3.5%£2.27" 6.3+3.1 Totd cog of hogpitdization(RMB) ~ 71356.3+ 66 772.1%
Plasma(U) 5.5+3.4 4.8+4.7 11437.6 19 272.0
PIaIeIetS(U) 3.4+2.2"" 7.5%3.2 Cerebral infarction (n)
Cryoprecipitate(U) 0.9+1.0 1.1+1.7 Myocardial infarction (n) 0 0
Tota blood use(U) 13.1+4.6" 19.5+7.1 Deep venous thrombosis (n) 0 0
*P<0.05," " P<0.01 vs placebo group Death (n) 0 0
" P<0.05 vsplacebo group
O 1hl 2h2 6h 24 h
JF a ,
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Tab 4 Chedt tube outputsat different time points in 2 groups
(n=11,x*s,v/m)
’ [4] CPB

Time rF agroup Pacebo group
01lh 34.9+21.5"" 75.0+£28.3
1-2h 34.3+18.7"" 60.8+21.8
26 h 63.8+15.2"" 89.3+25.4
6-12 h 62.3+14.4" 79.2+19.6
12-24 h 71.6+26.6 80.4+31.1
Total amount in first 24 h 246.5+42.2" " 384.2+69.1
Total amount after operation 466.4+161.9" 673.7+251.3

“P<0.05," " P<0.01 vsplacebo group
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