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Making treatment decisions in hemophilia based on available

safety data

The availability of emicizumab (Hemlibra) for the treatment of he-
mophilia A has been the most disruptive therapy to treat the con-
dition since factor VIII (FVIII) concentrate was introduced. While
for patients with antibodies to FVIII (inhibitors) this treatment has
been life changing in dramatically reducing the annual bleed rate, for
non-inhibitor patients on good FVIII prophylaxis the benefits are less
clear. For non-inhibitor patients the benefit of emicizumab is largely
that of convenience because it can be given subcutaneously every 1,
2, or 4 weeks rather than intravenously two to three times weekly.

As hemophilia clinicians, we have embraced emicizumab treat-
ment and have seen its benefits. All of our hemophilia A patients
with FVIII inhibitors are now on emicizumab, as are 25% to 30% of
our non-inhibitor patients. Patient-level decisions to change hemo-
philia treatment are based on discussion of many issues including
efficacy and available safety data.

At the time of approval of a drug by the regulatory authorities,
the clinical studies performed during its development are likely to
have shown good efficacy and reasonable safety. It should be appre-
ciated, however, that much of the safety data come after the drug
has been released onto the market. The primary adverse events that
concern treaters and patients in relation to emicizumab are thrombo-
sis and death. Following the launch of emicizumab the manufacturer
provided a website that showed three-monthly data on the number
of thrombosis, thrombotic microangiopathies, and deaths occurring
in patients taking emicizumab. Following the update of events to
30 June 2020 this service was discontinued, and we were informed
that these data will in the future be presented in publications and at
scientific meetings. The mortality issue was recently addressed by
three papers in this journal.l'3

The first paper largely analyzes publications reporting on mor-
tality in hemophilia since 2010. As the authors identify, the cited
literature shows significant heterogeneity and pooling the data can
be problematic. The ideal situation in which prospective data are col-
lected from complete populations of patients of all severities, where
the primary as well as contributing causes of death are included and
the data are audited, is rarely achieved. In the second paper the au-
thors provide a framework to categorize causes of death enabling a
separation into those which are related or unrelated to hemophilia.?
This is rather artificial, and we have some issues such as the assign-

ment of thrombosis as a hemophilia-related cause and malignancy as
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unrelated to hemophilia when one of the commonest malignancies in
hemophilia is hepatitis C--related hepatocellular carcinoma. To us it
would seem simpler to ignore the relatedness to hemophilia and sim-
ply compare the individual groups of causes between studies. The
third paper describes the application of the framework algorithm2
to the deaths of patients on emicizumab up to 15 May 2020, which
are recorded on the Roche Emicizumab Global Safety Database.> We
believe the way the data are presented, and the information pro-

vided, raise a number of questions.

a. In 11 (44%) of the 25 cases in which the cause of death was spec-
ified, it was reported as hemorrhage and in 5 of these (20%) cases
the location was intracranial. Patients on emicizumab behave
clinically (in terms of bleeding) like patients with mild hemophilia
who have FVIII levels of 10% to 20% (0.10-0.20 iu/ml). To us,
this is a cause of concern as intracranial hemorrhage (ICH) is rare
in patients with mild hemophilia. It must be borne in mind that
these are the fatal cases, and we have no information on non-
fatal ICH in emicizumab-treated patients.

b. Despite the number of non-fatal thromboses including myocar-
dial infarctions reported in patients on emicizumab, it is remark-
able that none of the deaths were attributed to thrombosis. We
believe this is likely due to under-reporting because the two cases
of cardiac arrest could have been due to coronary thrombosis.

c. Another remarkable observation concerns relatedness.
Emicizumab is a new drug for which the full safety profile re-
mains to be established and most deaths likely occurred in pa-
tients taking the medication for less than 2 years. Despite this,
the reporting clinicians felt sufficiently confident to report that
in 22 (92%) of the cases in which relatedness was reported, there
was no relation to emicizumab. Even in the other 2 (8%) cases, the
reporting clinicians indicated unknown relatedness or identified
multiple causes. In the circumstances, we feel that more doubt in
relatedness could have been expressed.

d. These three papers discuss congenital hemophilia only. We are
concerned about the use of emicizumab in acquired hemophilia,
a condition for which the drug is not approved. The manufacturer
website contained data on the number of deaths in patients with
acquired hemophilia taking emicizumab, but this information is
no longer available or updated. As clinicians are starting to use

emicizumab for acquired hemophilia off-license, it is important
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that they are aware of the latest data on adverse events in this

population.

The discontinuation of the three-monthly update service on throm-
bosis and deaths on emicizumab after June 2020 means that the next
update will likely be at the ISTH meeting in July 2021, more than 1 year
after the last data report. We feel that reporting data on thrombosis
and death at scientific meetings should be in addition to, rather than
instead of, providing the information every 3 months online as was the
case until recently. We do accept that when drugs are well established,
periodic presentation of data by publication or at scientific meetings is
acceptable. Given the drug was launched relatively recently and large
numbers of patients are considering changing to this medication, they

deserve to make their decision on the most up-to-date information.
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