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A Randomized Double-blind Multicenter trial to Assess the Efficacy and Safety of

Bevacizumab for Neurofibromatosis Type 2
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Neurofibromatosis type 2 (NF2) causes bilateral vestibular schwannomas (VSs), leading to deafness. VS is
treated by surgery or radiation, but neither treatments prevent hearing loss. Bevacizumab was found to be
effective in suppressing the tumor’s growth and may help to improve hearing. We have been conducting a
randomized, double-blind, multicenter clinical trial (RCT) to verify the efficacy and safety of bevacizumab in
NF2-related VS (BeatNF2 trial). The primary objective is to evaluate the efficacy of bevacizumab in improving
hearing in the affected ear. One of the secondary objectives is to evaluate bevacizumab’s efficacy in
rechallenge treatment in relapsed cases. The treatment protocol of the clinical trial is as follows; Sixty patients
randomly receive either bevacizumab or a placebo and are clinically observed for 48 weeks in the initial
intervention phase. In the first half (24 weeks), they receive either 5 mg/kg of bevacizumab or a placebo drug.
In the second half, all patients receive 5 mg/kg of bevacizumab. If hearing function deteriorated again in
patients who show improvement during the first phase, a rechallenge dose bevacizumab is offered in a

following observational phase.



The clinical trial started in Oct. 2019 from Fukushima Medical University Hospital (the first-patient-in), followed
by the 8 other hospitals. However, we soon encountered the COVID-19 pandemic with a serious decrease in
patient registration number, mainly due to restriction of travels beyond prefectural borders and avoidance of
hospital visits, both of which arose nationwide. In order to overcome this issue, we introduced several
countermeasures, such as protocol revision including extension of the period of patient's entry for 4 more
months, adding 3 hospitals (total 12 hospitals), and enhanced publicity activities. Until the end of Jun, 2021,
62 patients had been successfully enrolled into the study, fulfilling the study goal. The last patient will finish
the protocol in Jun, 2022. BeatNF2 trial is the first RCT for NF2 patients, and the largest prospective clinical
trial of its kind in the world. We are expecting that this trial will contribute to improvement of treatment of NF2

patients not only in Japan, but also all over the world.



