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Abstract

and imposes supplementary investigation for detecting the presence of tumors also in other organs. This
syndrome can be detected from early childhood to
young adult age.
Secondary prevention significantly increases
the life expectancy for this category of patients. The
present article presents the case study of a female student, 20 years old, with a positive family background
for the Von Hippel-Lindau syndrome (father and
brother both with a positive diagnosis), which manifested the first symptoms of the syndrome when she
was 18 years old.

The Von Hippel-Lindau syndrome belongs to
a rare diseases category and it is autosomal dominant
inherited. It is caused by an alteration of the VHL
gene on the short arm of chromosome 3. The incidence of this syndrome is of 1/36000 newborns. The
Von Hippel-Lindau syndrome is characterized by benign or malign tumors at the level of several organs,
tissues and systems in patients with a suggestive family medical history.
The presence of a retinal or cerebral hemangioblastoma can suggest a Van Hippel-Lindau syndrome
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INTRODUCTION
The Von Hippel-Lindau syndrome is an autosomal dominant genetic disease, caused by an alteration
of the VHL gene on the short arm of chromosome 3.
(3q25-26). (Image number. 1) [1].

Image number 2. Computer tomography image in
a paƟent with leŌ cerebellar hemangioblastoma –
transverse secƟon [7]

Image number 1. MutaƟon of the VHL gene,
the short arm of chromosome 3 (3q25-26) [1]
The VHL gene (Von Hippel Lindau gene) is
a tumor suppressing gene that is responsible for the
controlled cellular growth and division [1].
The mutation of this gene on the short arm of
chromosome 3 determines a rapid and uncontrolled
cellular growth and division, leading to the appearance of tumors and cysts distinctive to the Von Hippel
Lindau syndrome.
This syndrome is defined by the presence of
several tumors in several tissues and organs, the most
frequent ones being found in kidneys, adrenal glands,
central nervous system, inner ear, eye, epididymis,
pancreas, causing the appearance of renal carcinoma,
pheochromocytoma, central nervous system hemangioblastoma, retinal angioma, endolymphatic sac tumors, pancreatic cysts and carcinoma.
In the specialty literature two types of VHL
syndrome are described:
– type 1: renal carcinoma associated with
hemangioblastoma
– type 2 with three subtypes: 2A (pheochromocytoma associated with hemangioblastoma), 2B
(pheochromocytoma associated with renal carcinoma)
and subtype 2C (isolated pheochromocytoma) [2].
VHL syndrome is a very rare genetic disorder,
it affects men and women equally. In Great Britain
it’s incidence is of 1 in 36.000 newborns [3].
Hemangioblastomas are characteristic to Von
Hippel-Lindau syndrome [4]. They are mainly located
in the central nervous system (80% at cerebral level
and 20% at spinal cord level). (Image number 3) [5,6].
Approximately 60% of cerebral hemangiomas
are located at cerebellar level. (Image number 2) [7]

Image number 3. Computer tomography image
in a paƟent with spinal cord hemangioma – sagiƩal
secƟon [7]

Image number 4. Computer tomography image
in a paƟent with spinal cord hemangioma –
transverse secƟon [7]
The diagnosis of this disease can be established
even early, in the asymptomatic stage, for the patients
with a positive family history, using both imagistic
methods (CT, MRI, abdominal ultrasonography) and
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Articole științifice
From the family history we note that the father
was diagnosed with von Hippel-Lindau disease at the
age of 26 and died at a young age (the patient cannot
remember her father’s age at the time of death). The
patient has a brother, aged 18, who was diagnosed
with von Hippel-Lindau disease.

biological methods (dosage of urinary metanephrines
and performing scintigraphy with metaiodobenzylguanidine if a pheochromocytoma is suspected) [8].
An ophthalmologic consult is necessary (retinal
examination or fundus examination, and eventually
an angiography) in order to identify retinal hemangioblastomas, seeing that 50% of patients with a mutation in the VHL gene also have retinal hemangiomas.
These lesions can be observed during a simple fundus
examination.
The onset is frequently during early childhood
and puberty, but sometimes the first symptoms can
appear even at 60-65 years.
The average age of disease onset is 26 years.
Approximately 20% of children with Von Hippel-Lindau disease have the first ocular or renal symptoms before turning 10 [8].
Symptoms may vary depending on where tumors are located. Many patients are asymptomatic,
but in those with a positive family history the genetic
testing for the mutation of the VHL gene is mandatory.
The diagnosis criteria include the association
of several major and minor lesions: retinal hemangioblastoma, cerebral hemangioblastoma (located especially at cerebellar and spinal cord level), renal carcinoma or polycystic kidney, neuroendocrine tumors
of the pancreas, tumors of the endolymphatic sac [9].
If not all six lesions are present, then, for a clear
diagnosis, the presence of one major lesion and a positive family history of the disease are enough.
If there is no family history of the disease, then
two major lesions are needed for the diagnosis, from
which one has to be the neuroblastoma [10].
For the differential diagnosis one must take
into account neurofibromatosis, pheochromocytoma,
tuberous sclerosis, polycystic kidney disease, retinal
aneurism, cerebral tumors, pancreatic tumors, etc.

Personal medical history
The current illness started in adolescence with
visual disturbances, dizziness, equilibrium disturbances, ocular pulsations, right supraorbital pain, parieto-occipital headache, which is why she addressed
a pediatrician who, after conducting clinical and paraclinical investigations, directed the patient to a neurological and ophthalmologic consult.
Imaging investigations were recommended after the neurological specialist consultation.
Tomography examination and nuclear magnetic resonance describe two occipital localized brain
tumors with imaging characteristics of hemangioblastomas. At thoraco-abdominal level, the presence of
other tumors is not described.
The ophthalmologic consult measured a visual
acuity of 1(in decimal scale, without correction).
The fundus examination for the right eye is
normal, but in the left eye it identifies the afferent and
efferent vessel of a superotemporal angioma, with a
diameter of 2DP and without bleeding or exudative
elements. The ophthalmologist’s recommendation is
laser therapy for the retinal angioma.
Following the specialty examinations and considering the positive family history the final diagnosis
was that of the von Hippel-Lindau disease. (criteria
used: positive family history of the disease and the
presence of at least one major lesion).
Approximately one year ago, the patient’s condition worsened, exhibiting intracranial hypertension
(vomiting not preceded by nausea, major headache);
the patient was admitted in the neurosurgical unit
where the right occipital tumor was extirpated; the
postoperative progression was favorable, the student
re-adapting quickly to the university environment,
successfully passing all exams. The patient did not request physical education exemption, wishing to participate in sports classes.

Von Hippel –Lindau disease
in a student. Case presentation
In the following we will present the case of a
20-year-old student who addressed the students’ medical office with the above-mentioned diagnosis in order to obtain the medical scholarship according to the
scale.
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The particularity of the case

References
1. https://www.ncbi.nlm.nih.gov/genome/tools/gdp
2. Lenders JW, Duh QY, Eisenhofer G, Gimenez-Roqueplo AP, Grebe SK, Murad MH, et al. Pheochromocytoma and
paraganglioma: an endocrine society clinical practice guideline.J Clin Endocrinol Metab. 2014 Jun. 99(6):1915-42.
3. Arun C Guliani, MD; Mampton Roy, Sr MD.Von Hippel-Lindau Disease may 7, 2017.https://emedicine.medscape.
com/article/1219430-overview
4. Catapano D, Muscarella LA, Guarnieri V, Zelante L,
D’Angelo VA, D’Agruma L. Hemangioblastomas of central
nervous system: molecular genetic analysis and clinical management.Neurosurgery.2005;56:1215–21.
5. Giannini C, Scheithauer BW, Hellbusch LC, Rasmussen AG, Fox MW, McCormick SR, Davis DH. Peripheral
nerve hemangioblastoma.Mod Pathol.1998;11:999–1004.
6. Huson SM, Harper PS, Hourihan MD, Cole G, Weeks
RD, Compston DA. Cerebellar haemangioblastoma and von
Hippel-Lindau disease.Brain. 1986 Dec. 109 (Pt 6):1297-310.
7. Hamish Smith, Yuranga Weerakkody et al. Von Hippel-Lindau Diseases. https://radiopaedia.org/articles/von-hippel-lindau-disease-5
8. Ganeshan D, Menias CO, Pickhardt PJ, Sandrasegaran K, Lubner MG, Ramalingam P, Bhalla S. Tumors in von
Hippel-Lindau Syndrome: From Head to Toe-Comprehensive
State-of-the-Art Review. (2018) Radiographics : a review
publication of the Radiological Society of North America,
Inc. 38 (3): 849-866.doi:10.1148/rg.2018170156
9. h t t p s : / / e m e d i c i n e . m e d s c a p e . c o m / a r t i cle/1219430-overview
10. http://www.endocrinopedia.info/2015/07/sindromulvon-hippel-lindau.html

The presence of a very rare disease in a student who addressed the students’ medical office with
the above-mentioned diagnosis in order to obtain the
medical scholarship contributes to the particularity of
the case by being the only pathology of this kind in
the special records of our office and the only case encountered so far in my professional experience.
The von Hippel-Lindau disease was quickly diagnosed with regards to the important family history
(diagnosed and deceased father, a diagnosed brother),
leading to successful, on time therapeutic intervention
and periodic monitoring of the patient for secondary
prevention.
The social and educational reintegration has
been successful, with the student having good results
at the exams and wanting to participate in the physical
education classes.
The prognosis of the disease in this case is favorable given the early diagnosis, the early intervention and the secondary prevention.
The life expectancy of patients diagnosed with
the von Hippel-Lindau disease increased, the primary
and secondary prevention and the genetic testing increasing the survival chances of these patients, approaching those of the general population. (10).
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