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Introduction

Von Hippel-Lindau (VHL) disease is a rare autosomal dominant
inherited syndrome due to a mutation in the tumor suppressor
gene VHL on chromosome 3p, which results in the stabilization
of hypoxia-inducible factor (HIF)-la and -2a [1]. VHL disease
therefore predisposes patients to the development of highly
vascularized tumors such as renal cell carcinomas, paragangliomas,
pancreatic neuroendocrine tumors and the most common ones
hemangioblastomas of the retina, the brain and the spinal cord.
Central Nervous System (CNS) hemangioblastomas, the most
common cause of mortality [2,3], occur in up to 80% of patients
with VHL disease throughout their lifetime, with up to 40% of cases
having hemangioblastomas as their presenting features [4].

The standard treatment for CNS hemangioblastomas
is neurosurgical resection frequently associated with high-
risk depending on the location of the lesion [5]. Stereotactic
radiosurgery is an option for difficult-to-resect tumors [6,7].
Recently, belzutifan (Welireg), a small molecule first-in-class HIF-
2a inhibitor, has demonstrated benefit in VHL-associated tumors
[8] including disease-associated CNS hemangioblastomas [9,10].
On August, 2021, the Food and Drug Administration approved
belzutifan for adult patients with VHL disease who require therapy
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for associated renal cell carcinoma, CNS hemangioblastomas,
or pancreatic neuroendocrine tumors, and for whom localized
procedures are unsuitable [8].

Thirty percent of patients with CNS hemangioblastomas
(n=50) who received belzutifan responded to the treatment, the
hemangioblastomas decreased by 30%-50%, and 6% of patients
had complete response [9].

We report, to our knowledge, the first case of a non-invasive
therapeutic approach using belzutifan for a hemangioblastoma
located in the intrasellar region.

Case Report

A 27-year-old man with VHL disease, previously treated with
neurosurgery and radiosurgery for symptomatic cerebral and
spinal cord hemangioblastomas, presented with a slowly growing
asymptomatic intrasellar hemangioblastoma (typical vascular
pedicle) dangerously reaching the optic nerfs (white arrows in
Figure 1A and Figure 1B), thereby threatening his vision. Given
the high risk of complications associated with microneurosurgery
and/or radiosurgery for this asymptomatic lesion, treatment with
hypoxia-inducible factor-2-alpha (HIF-2a) inhibitor was initiated.
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Belzutifan was provided by MERCK-MSD through a compassionate  (MRI) performed one month after the treatment initiation revealed
use program (Belgium, ref CUP-202422). Therapy (orally at a dose  significant shrinkage of the lesion (19mm (in Figure 1A) to 15mm
of 120mg daily) was well tolerated. Magnetic Resonance Imaging (in Figure 1B); dotted lines).
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