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M9 2 Sequential use U949 non-activated Wag activated prothrombin complex concentrate (PCC) il

recombinant activated factor VI (FVIIa) lumsenuaaennsidenson uythalsedluiliae 1o

No. Age Inhibi- Duration of Treatment and Outcome
R tor Bleeding site  bleeding Initial Addition
(BU) (hour)
1 12 475 120 Hemarthrosis 9% PCC 50 u/kg every 12 h; 1FVIla 180 |dg/kg
Lt knee and PRC 250 mL, at 12 h the every 1-2 h for 6 doses
bleeding at patient still had severe pain  combined with prednisolone,
psoas muscle symptom decreased
2 4 23 85 Hematoma 24 PCC 50 u/kg every 12 h; 1FVIla 100 g/kg
at thigh at 36 h, patient still had every 2 h for 2 doses,
severe pain symptom decreased
3 135 35 2.9 Hematuria 24 PCC 50 wkg every 12 h; at  1FVIla 100 Mg/kg single
108 h, hematuria persisted  dose, hematuria disap-
peared; continue PCC to a
total of 13 doses
4 115 26 16.5 Hemathrosis 5 PCC 50 u/kg every 12 h; 1FVIla 100 g/kg
Lt knee at 36 h, the swollen joint every 24 h for 2 doses,
did not decrease and the symptom solved
patient had moderately pain
5 10 21 76,5 Hematoma at 1 APCC 50 kg every 8 h; at 8 1FVIla 100 Ag/kg
wrist resulted h, the hematoma extended to every 2 h for 2 doses,
from arterial the palm symptom solved
puncture
6 3 20 1 Hemarthrosis 48 1FVIIa 180 [lg/kg single dose, PCC 50 wkg every 12 h for
Lt knee swollen joint decreased 3 doses, symptom solved
7 14 47 3.1 Small epidural % 1FVIa 100 Mlg/kg single dose, PCC 50 wkg every 12 h
hematoma headache subsided for 7 days
8 2.6 20 2.6 Hematoma at 12 1FVIa 180 [lg/kg every 3h;  APCC 50 wkg every 8 h for

forearm
resulted from

venepuncture

at 9 h, hematoma extended
to anterior chest wall,

Hcet dropped from 33% to
26.5%, PRC 200 mL

2 doses, bleeding stopped,
continued rFVIla to a total

of 17 doses
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Age BW Inhibitor
No. Hemophilia Dental procedure Dose of rFVIIa
(yr) (kg) (BU)
1 B 8.3 46.2 0* 2 tooth-extraction 100 Ho/kg every 24 h x 2 doses
2 B 102 51.3 0* 2 tooth-extraction 90 Mg/kg single dose
3 A 14.1 40.0 7 Scaling 180 Hg/kg single dose
4 A 44 15.0 175  Filling, pulpotomy, 160 [lg/kg every 4 h x 2 doses
gingivectomy
5 A 16 10.8 25 Suturing trauma- 100 Hg/kg every 2-4 h x 18 doses

induced lacerated gum

* The same patient with previous history of inhibitor 70 BU
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Fiesaaulames  Uszaunsos 10 9 w.el. 2540 g 2550
e 4 malaen FVITa lugheladlilded lasumende
Age BW Inhibitor Efficacy
No. Hemophilia (51) (ko) V) Procedure Treatment of 1FVIIa
1 A 09 10.0 170 Ventriculo-peritoneal (VP) - 1FVIla 100 Ag/kg every 2 h; IE
shunt placement at 48 h, patient developed pallor,
Hct dropped from 38% to 22%,
PRC 100 mL
- APCC 50 u/kg every 12 h,
clinical symptom improved
- Continue APCC every 8 h for 5
days and extended to every 12 h
to a total of 19 doses
- Continue rFVIIa every 2-4 h to
a total of 92 doses
2 A 1.2 105 70 Craniotomy to remove - 1FVIla 100 Ag/kg every 2-4 h IE
subdural and intracerebral  for 54 doses combined with PCC
hematoma 50 u/kg every 12 h for 9 doses
- Day 4 postoperation, patient
developed hematoma at arm
extended to chest wall
- No bleeding at the surgical site
3 A 1.3 11.0 25 Craniotomy to remove - 1FVIla 100 Mg/kg every 2-4 h for E
intraventricular hematoma 72 doses combined with intrave-
and revised VP shunt nous transamine
4 A 1.7 10.8 10 Craniotomy to remove - 1FVIIa 100 |Jg/kg every 2-4 h for E
epidural hematoma 85 doses combined with intrave-
nous transamine
5 A 1.8 11.0 10 Portacath insertion - 1FVIla 90 Mg/kg every 2-4 h for E
36 doses combined with intrave-
nous transamine
6 B 36 20.0 0*  Debridement of infected - rFVIIa 180 g/kg single dose E
wound diameter 2 cm
7 B 36 20.0 0*  Taking skin graft from - 1FVIla 180 Mg/kg every 24 h for E
groin and grafting at 2 doses

a 2 cm wound

IE, ineffective response; E, effective response

*The same patient with previous history of inhibitor 70 BU
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PMUWINITLUINGABUAUBINREN rFVIIa (%)

Swrusionan
Effective Partially-effective Ineffective
Lﬁamaaﬂiu%a ﬂgmﬁa LLaz@‘hLmﬁa@‘mﬂ 70 67 (95.7) 2 (29 1(14)
AADMIMIVUANTIN 5 5 (100) 0(0) 0(0)
sEngie 7 5(714) 00 2 (286)
T 82 77 (93.9) 2 (2.4) 3(3.7)
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Efficacy of Recombinant Activated Factor VII in the Treatment
of Bleeding in Hemophilia Children with Inhibitor:
Ten Year Experience from 1997 to 2007

Ampaiwan Chuansumrit, Nongnuch Sirachainan, Usanarat Anurathapan,

*Taweesak Janwityanujit, **Monthol Suwannuraks and ***Patcharin Suvanakoot

Department of Pediatrics; *Surgery; **Dental; ***Pharmacy, Faculty of Medicine, Ramathibodi Hospital, Mahidol University,
Bangkok

Abstract : We report the efficacy of recombinant activated factor VI (tFVIIa) in the treatment of 82
bleeding episodes among 10 severe hemophilia children (A9, B1) with a median inhibitor of 18.3 BU
(interquartile range 3.9-100.0 BU). The bleeding episodes included bleeding at various sites such as
hemarthrosis and hematoma at the muscle (n=70), dental procedures (n=5) and surgery (n=7). Local
measure combined with symptomatic treatment were additionally provided. Bleeding at various sites
were divided into 2 groups: group 1, 23 cases receiving rFVIla <150 meg/kg (median 100 interquartile
range 90-120) and group 2, 47 cases receiving 1FVIla >150 mcg/kg (median 200, interquartile range 180-
200). The repeated doses of 1FVIla were given at an interval of 2-3 h according to the clinical manifes-
tation. The results revealed that the effective responses of patients in group 1 were similar to those
of group 2 at 12 h (60.9% vs 63.8%), 18 h (70.9% vs 80.9%), 24 h (87.0% vs 91.5%) and 48 h (95.7% vs
95.7%). The median dose per bleed in group 1 was two doses which was significantly higher than
one dose of group 2 with a p value of 0.032. However, the median total amount per bleed in both groups
was similar at 184.6 and 20.43 mcg/kg. In addition, the dental procedures were effectively performed
by giving 1-2 doses of rFVIla combined with fibrin glue and splint. Lastly, 5 major surgeries were
uneventfully performed by giving a 90-100 mcg/kg of tFVIla at 2-4 h interval while 2 minor surgeries
required only 1-2 doses of tFVIla. All patients survived and no adverse reaction was found. In con-
clusion, rFVIla has shown an effectiveness in the treatment of bleeding in hemophiliac children with
inhibitor. Since the prize of 1FVIIa is very high, the appropriate use of rFVIla is emphasized.

Key Words : ® Hemophilia with inhibitor ® Recombinant activated factor VII
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