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A Safe and Strikingly Effective Biologic Therapy for the World’s Second Most Common Hereditary
Bleeding Disorder
With a prevalence of 1 in 5000, hereditary hemorrhagic telangiectasia (HHT, Osler-Weber-Rendu
disease) is the second most common hereditary bleeding disorder in the world. Patients with HHT
suffer from chronic and progressively worsening gastrointestinal bleeding and severe recurrent nose
bleeding (epistaxis), resulting in chronic, and often very severe iron deficiency anemia. HHT patients
often depend on regular blood transfusions or iron infusions to maintain safe blood counts. There is
currently no FDA-approved therapy for HHT.
The underlying genetic defects that cause HHT result in elevations in a protein called vascular
endothelial growth factor (VEGF). Therefore, existing medications that target VEGF, known as antiangiogenic drugs, may be effective in treating HHT. A multicenter international retrospective study
called “InHIBIT-Bleed” has evaluated intravenous bevacizumab, a bioengineered antibody targeting
VEGF, to treat bleeding in 238 patients with HHT. Patients were treated with bevacizumab infusions
for a median duration of one year. Compared with pretreatment, bevacizumab resulted in an
improvement in mean hemoglobin from 8.6 g/dL to 11.8 g/dL, a 50% reduction in the mean epistaxis
severity score, a 82% reduction in red blood cell transfusion requirements, and a 70% reduction in
iron infusions.
Importantly, bevacizumab was well-tolerated and safe, with adverse events attributable to
bevacizumab noted in 38% of patients (high blood pressure, fatigue, and leakage of protein into the
urine being the most common) and no fatal adverse events. In conclusion, intravenous bevacizumab
may be considered a standard treatment option for HHT patients and moderate-to-severe bleeding.
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