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HEMOPHILIA

A ReporT OF THE MECHANISM OF THE DEVELOPMENT AND ACTION OF
AN ANTICOAGULANT IN Two Cases*

. By Cuarces G. Crabpock, Jr., M.D., anp Joun S. Lawrence, M.D.

HE purpose of this report is to present two cases of hemophilia in whom an
anticoagulant was found. A study of the mode of development and action of

the anticoagulant and a hypothesis as to its clinical significance are presented.
There are two reports in the medical literature which describe the development
of a similar anticoagulant in hemophilia. The first of these was by Lawrence and
Johnson,! the patient in their report being one of the two (W. P.) included in this
paper. A similar patient was reported in 1943 by Munro and Jones® and these au-
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Conseguences

e Associated with higher morbidity — increased

risk of impaired range of movement of joints
(Soucie JM et al. Blood 2004, 103)

e Associated with decreased quality of life

 Improved treatment has improved outlook for
individuals with inhibitors

— after 1992 there was no difference in mortality

when compared to individuals without inhibitors
(UKHCDO J Thromb Haemost 2004, 2)
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Figure 1. Cumulative incidence of inhibitor development: all inhibitors, and
high- and low-titer inhibitors.
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Risk factors for inhibitor
development

e If we understand why some people develop
Inhibitors could we prevent or reduce their
occurrence?

* Inherited factors are important:

— 48% risk off developing inhibitor with positive family
history

— compared with just 15% if no family history.

e But other non-inherited factors are important
— Discordance seen with monozygotic twins
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Patients at rnsk:
On demand 339 263 177 136 107
4 54 103 133 157
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Figure 2. Cumulative incidence of inhibitor development according to treat-
ment regimen: prophylaxis versus on demand.
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Key:
Multiple plasma derived products

Single plasma derived products
Single recombinant product
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Fig. 5. Cumulative risk of inhibitor — all inhibitors.
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UK experience with BPL 8Y

e Inhibitors:

— 2 high titre inhibitors (2.7%) — 96.8% inhibitor free
(compared with 87% for rFVIII) at 48 months

— 1 low titre inhibitor

S
o
=
2
e
=
-
>
e
=
c
QL
S
=)
=
3]
(=}
>




All inhibitors

Study A
Goudemand et al.

Study B *
Escuricla-Ettingshausen & Kreuz

Study C
Chalmers af al.

Study D [

Gouw st &al,

High titre inhibitors

Study A
Goudemand et al.

Study C*
Chalmers af al.

Study D
Gouw et al.
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Fig. 1. Measurements of risk (fFVIII vs. pdFVII) and 95% confidence
interval drawn from the four observational studies comparing inhibitor
incidence in previcusly untreated patients with severe hemophilia A. O
refative risk (RR); B adjusted RR; O odds ratio (OR); ® adjusted OR,
*Crude RE or OR calculated according to the hypothesis of equal follow-
up time per subject. "Transformed RR (with inverse function) from article
of Gouw et al. [4].
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Summary

Inhibitors remain a major complication of
haemophilia.

Considerable progress has been made in
understanding risk factors for inhibitor
development

It may be too easy to modify practice without
waiting for studies to:

— confirm benefits or

— clarify risk factors (e.g. product type)

What about Australian cohorts on plasma
derived and recombinant FVIII?



