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Introduction

Von Hippel-Lindau disease (VHL) is a genetic
condition predisposing to the development of
multiple and successive tumors, mainly nervous
system (cerebellar HGBc, spinal cord HGBsc,
brainstem HGBbs) and retinal (HGBr)
Hemangioblastomas, Renal Clear Cell Cancer
(RCCC), Endolymphatic Sac Tumors (ELST),
Pancreatic Neuroendocrine Tumors (PanNET) and
Pheochromocytomas /Paragangliomas (PHEO/PGL).
They present unusually soon in relation to sporadic
lesions. Expert committees guidelines for initiating
periodic clinical and image screening for these
patients are available, recommending vague terms
as adolescence, or specifically at 15 years of age,
without clear clinical support (1, 3, 4, 6)

Methods

At our Familial Neuro-Oncology Program, 100 VHL
patients have been screened following the
International VHL Alliance schedule during the past
7 years. We have registered and analyzed the
incidence and presentation of VHL characteristic
tumors, particularly the age of initial diagnosis of
each tumor, in order to verify the indication of early
screening studies in the pediatric population (<18

y)
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Table |
Age Tumors %% Patients % Ped Tumors | Ped Patients

| |
m 747 20/72 28 13 30 18 13
m 11-17 9/169 5 7 12 & 6
m 10-17 7/77 3 5 125 5 q
8-14 6/ 44 14 5 15 4 3

Pheo/Pgl 11-17 2/17 12 2 7.5 2 a
“ 17 1/a 25 1 50
W 14 1/19 10 1 T
7-17 16 1.7 23 24 35 bil
Results

At least one characteristic tumor was diagnosed in
94 patients, with a total amount of 393 tumors
(Images 1 and 2); 6 patients with known VHL gene
mutation have not yet developed tumors. Twenty
three patients (24%) were diagnosed of their first
neoplasia at pediatric age (8-17 y), bearing 46
tumors (11.7% of all tumors): HGBr (13 cases, 20
tumors, ages 8-17), HGBc (7 cases, 9 tumors, ages
11-17), HGBbs (5 cases, 6 tumors, ages 8-12),
HGBsc (5 cases, 7 tumors, ages 10-17), PHEO/PGL
(1 case, 2 tumors, age 11), ELST (1 case, age 17)
and PanNET (1 case, age 14) (Table I). Thirty-five
tumors (9% of all tumors) in 18 patients (75% of
pediatric patients) were treated during the pediatric
age (Table I).
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Conclusions

VHL neoplastic manifestations begin very early, in
younger patients than sporadic presentations for
those tumors, and earlier than expected in current
screening schedules for these patients, in
coincidence with some other descriptions in pediatric
patients (2,5). In our experience, some patients
have been diagnosed and required treatment before
15 years of age, the current advised age for initial
nervous system screening. Particular attention has to
be paid to the relation tumor/pediatric age for
retinal, brain stem and spinal cord
Hemangioblastomas. In our opinion, besides
ophtalmological, audiological and metanephrin
screening, screening protocols for nervous system
treatable tumors should include periodic clinical and
imaging studies from the age of 8, in VHL patients
and persons at risk.

Learning Objectives

Understanding the importance of early screening for
Nervous System tumors in VHL at risk pediatric
population.
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