Abstract

Abstract: J. M. Lusher, et al.

AeEY—DHD/IELIIRFEAB KLU BEEICHITHEE, BINS KU
RZEFLIRHEIMDBE THRIR X BIEVIaEFD 2 AEZHE U CEIEA(E—E

E1REER

A randomized, double-blind comparison of two dosage levels of recombinant factor
Vlla in the treatment of joint, muscle and mucocutaneous haemorrhages in persons
with haemophilia A and B, with and without inhibitors

J. M. Lusher, H. R. Roberts, G. Davignon, J. H. Joist, H. Smith, A. Shapiro, et al.
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Table 3A. Characteristics of joint bleeds treated.

Characteristic 35 ugkg™ 70 pgkg™ P

Number of bleeds 0.321 *
per patient; mean (range)
Mean time (range)
from onset of bleed
to start of treatment (h)
Median time (h) from 8.4 10.0
onset of bleed
to start of treatment

2.0 (1-6) 2.2 (1-4)

13.2 (2-28) 20.7 (2-30) 0.147 +
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* P value assesses the significance of the difference between dosage
groups and was determined by an analysis of variance model
adjusting for centre group. T P value assesses the significance of the
difference between dosage group and was determined using survey
data linear regression with patient as the primary sampling unit
and with an adjustment for centre group.
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Table 3B. Efficacy of rFVIla in 144 evaluable cpisodes of acute hemiarthrosis.

Parameter Value 35 pgkg™ (2= 5) 70 ugkg™" (1 = 85) P
Global response Ineffective (0) 7 (12%) 8 (9)%

Partially effective (1) 10 (17%) 17 (20%)

Effective (2) 7 (12%) 9 (11%)

Excellent (3) 35 (59%) S1(60%) 0.912%
Response per bleed? Mean 2.19 2.21 0.714+

* P value assesses dosage group difference and is based on the proportional odds test using survey data techniques with patient as the
primary sampling unit. T P value assesses dosage group difference using survey data regression adjusting for centre group bleed severity, an
indicator of target joint, an indicator of weight-bearing joint, type of haemophilia and an indicator of whether or not the patient had
inhibitors. Patient is the primary sampling unit. {The mean ‘response per bleed’ is obtained by assigning the scores 0, 1, 2, 3 to the primary
endpoint as shown in the table, and then calculating the mean score per dose group.

Table 3C. Efficacy of rFVIla (primary endpoint*) for 126 joint bleeds by time from onset of bleed to start of treatment.

< 4h >4-9 h 9-18 h > 18 h

35 ugkg™ 70 ugkg™' 35 pgkg™' 70 ugkg™' 35S ugkg™' 70 ugkg™' 35 pgkg™! 70 ngkg™!
Global response n=13 n=17 n=16 n=19 n=19 n=16 n=7 n=25
Ineffective 2(15%) 1( 6%) 0 2(10%) 4(21%) 1 6%) 1(14%) 1( 4)
Partially effective 1( 8) 2(12) 2(13) 3(16) 3(16) 2(13) 2(29) 9(36)
Effective 2(15) 2(12) 2(13) 0 2(11) 0 0 6(24)
Excellent 8(62) 12(70) 12(74) 14(74) 10(52) 13(81) 4(57) 9(36)

n = number of patients per group. Percentage of total number in same time of onset to treatment group is shown in parentheses.
* Primary endpoint is the investigator’s global evaluation of the response to treatment at 12 £ 2 h post-initiation of treatment, or at the
end of treatment, which ever came first.

Table 3D Efficacy of rFVIla or joint bleeds treated for the first
time in a particular patient.

35 ugkg™ 70 ugkg™ P

Parameter Value (n=23) (n=31)

Global Ineffective 1 ( 4%) 3 (10%)

response Partially 3(13%) 8 (26%)
effective

Effective 5 (22%) 2(7%)
Excellent 14 (61%) 18(57%) 0.181

P value assesses dose group difference and is based on the
proportional odds test.

Table 3E Efficacy of rFVIIa in 119 evaluable joint bleeds by inhibitor status.

With inhibitors Without inhibitors
Parameter Value 35 ugkg™ (n=37) 70 pgkg™' (n=62) 35 pgkg' (n=8) 70 ugkg™" (n = 12)
Global response Ineffective (0) 3% 13% 25% 0
Partially (1) 19% 19% 13% 8%
Effective (2) 16% 11% 0 8%
Excellemt (3) 62% 57% 62% 84%
Response per bleed* Mean 2.4 2.1 2.0 2.8

* The mean ‘response per bleed’ is obtained by assigning the scores 0, 1, 2 and 3 to the primary endpoint as shown in the table, and then
calculating the mean score per dose group.
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