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A B S T R A C T 

Von Hippel-Lindau syndrome is a rare genetic condition characterized by the development of benign and 

malignant tumors in various organ systems. We report a case of a 58-year-old Filipino male with 

unremarkable family history who presented with progressive right homonymous hemianopia. Work up 

revealed presence of retinal and CNS hemangioblastomas as well as renal cell carcinoma. Confirmatory 

gene testing is pending but is ultimately not required to make the diagnosis. 
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Introduction 

 

Von Hippel-Lindau disease (vHL) is a rare autosomal dominant genetic 

disorder characterized by predisposition to develop benign and 

malignant tumors in multiple organ systems such as the central nervous 

system (CNS), kidneys, adrenals, pancreas and reproductive organs. It is 

estimated to affect 1 in 36,000 people with about 200,000 cases reported 

worldwide [1]. However, due to the rarity of the condition and the 

relative difficulty in recognizing the syndrome, its incidence across the 

globe still vary widely. In the Philippines, the prevalence of vHL remains 

unclear and only a handful of reported cases exist. 

 

Case Report 

 

This is a case of a 58-year-old male who came in with 2-month history 

of progressive limitation of bilateral right visual field. Intermittent 

episodes of left-sided parietal headache were also reported but with no 

accompanying nausea, vomiting, focal weakness, sensory deficits or gait 

abnormalities. Review of systems was unremarkable. He denied any 

significant prior medical or surgical history including recent head 

trauma. There was no known familial history of malignant and benign 

tumors, blood dyscrasias, and neurologic disorders.  

 

Upon consultation with an ophthalmologist, visual perimetry test 

revealed right homonymous hemianopia. Plain cranial magnetic 

resonance imaging (MRI) showed an irregularly shaped focus at the left 

parietooccipital lobe that was hyperintense in T1 and T2 weighted 

images and exhibited marked susceptibility artifacts on susceptibility-

weighted imaging (SWI). There were also noted T2W/FLAIR 

hyperintense and T1 isointense foci at the left superior parietal and right 

occipital lobes (Figure 1). At that time, there was consideration of 

tumoral hemorrhage versus vascular malformation. The patient was 

admitted for a week at a hospital in South Luzon and managed medically. 

He was discharged stable with residual right homonymous hemianopia.  
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Figure 1: A & B) Axial cuts of cranial MRI without contrast showing a T1 and T2W hyperintensity at the left parietooccipital lobe. C) It had corresponding 

susceptibility on SWI which was consistent with subacute intracerebral hemorrhage. D & E) There is also an irregularly shaped focus that is isointense on 

T2W/FLAIR at the left subretinal area. 

 

Upon consultation at our institution for further work up, the patient was 

noted to have episodes of blood pressure elevations. Plasma 

metanephrine and urine vanillylmandelic acid levels to rule out 

pheochromocytoma were within normal ranges. Cerebral angiogram was 

done showing several intracranial masses at the regions of right posterior 

parietal lobe, left medial occipital lobe and left posterior ocular orbit 

(Figure 2). Fluorescein angiography likewise showed sub-retinal mass 

in both eyes (Figure 3). Whole abdominal ultrasound was then requested 

for screening. It detected a large mass at the upper half of the right kidney 

and a small cyst at the left kidney. There was no pancreatic mass or 

adrenal lesion seen. Subsequent contrast-enhanced computed 

tomography (CT) urogram further delineated the lobulated 

heterogeneously-enhancing right renal mass as having malignant 

features (Figure 4A). In addition, high resolution chest CT scan revealed 

multiple varisized nodules in both lungs considering a metastatic process 

(Figure 4B). 

 

 

 

 

 

 

 

 

 

 

 

 

 

Figure 2: Cerebral angiogram revealing multiple intracranial and subretinal masses (red arrows). A) Right ICA injection (AP view) shows a tumoral blush 

on the right posterior parietal area. On left ICA injection (lateral view), there is noted tumoral blush in the B) left medial occipital region and C) left posterior 

orbit. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Figure 3: Fundus photo and fluorescein angiography showing bilateral subretinal mass (top row – right eye; bottom row – left eye). 
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Figure 4: A) Axial cut of a contrast-enhanced computed tomography urogram revealing lobulated heterogeneously enhancing mass at right kidney. B) Axial 

cut of a high-resolution chest CT scan showing multiple nodules in both lungs. 

 

The patient underwent open radical right nephrectomy with no adverse 

perioperative events. Histopathologic analysis showed clear cell renal 

cell carcinoma, WHO Grade 2. He was discharged stable with plans to 

undergo genetic testing as outpatient and to undergo oral chemotherapy.  

 

Discussion 

 

A search of PubMed, Cochrane, Google Scholar and Philippine journals 

such as Acta Medica Philippina and Philippine Journal of Science of the 

following MeSH terms ((Filipino or Philippines) AND (supratentorial) 

AND (hemangioblastoma) AND ((VHL or Von-Hippel Lindau) yielded 

no results (Figure 5). To the best of our knowledge, this is the first 

documented case of a supratentorial hemangioblastoma in a Filipino 

with vHL.  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Figure 5: Database search strategy according to PRISMA guidelines. 

 

Furthermore, as of the time of writing, there is no available local data on 

the prevalence or incidence of vHL syndrome in the Philippines. 

Diagnosis of this disease condition is challenging as it involves a high 

degree of suspicion and performance of several diagnostic tests which 

can be physically and financially taxing to the patient. This case is one 

of the very few reported in the country. Von Hippel-Lindau syndrome is 

a result of the mutation of the vHL gene causing loss of the functional 

protein leading to decreased degradation of the hypoxia-inducible factor 

(HIF). HIF, a transcription factor, plays a role in the expression of 

protumorigenic molecules such as the vascular endothelial growth factor 

[2]. Diagnosis of vHL is achieved clinically when a patient presents with 

a positive family history and at least one typical vHL tumor. These 

include hemangioblastoma in the CNS, renal cell carcinoma (RCC), and 

pheochromocytoma. However, while vHL is recognized as a familial 

genetic condition, about 20% of patients are de novo cases. Presence of 

multiple tumors is therefore required for diagnosis in said instances [3, 

4].  

 

This patient has no known familial history of vHL syndrome nor any of 

the typical extracranial tumors associated with the disease entity. Despite 

this, extensive workup was done following high clinical suspicion for 

this syndrome. He is eventually documented to have mass lesions in the 

bilateral retina and the central nervous system suspicious for 

hemangioblastomas. Literature shows that about 20-43% of cases of 

hemangioblastomas is associated with vHL disease [3]. This incidence 

increases to up to 60% in those with supratentorially located tumors [5]. 

In addition, the patient is diagnosed with renal cell carcinoma which can 

be seen in 30-70% of cases of vHL disease. The presence of these tumors 

is enough to fulfill the criteria for clinical diagnosis of a de novo vHL 

syndrome: i) more than one hemangioblastoma in the CNS or retina; ii) 

single hemangioblastoma in CNS or retina plus a visceral complication, 

i.e., renal cell cancer [4]. Imaging modalities play a key role in the 

screening and subsequent clinical diagnosis of this syndrome. However, 

genetic testing to detect germline mutation in the vHL gene best 

establishes the diagnosis especially in individuals without known family 

history of the disease [2]. Moreover, positive confirmation by DNA 

testing can provide insight on decisions regarding testing of 

asymptomatic family members. Our patient is still for genetic testing as 

an index case and if the results detect a germline mutation, his family 

members are primed to undergo the test as well.  

 

A study by Peyre et al. showcased 409 patients with vHL disease in the 

VHL Study Group database in France from 1981-2008, but they only 

found 13 (3.2%) patients with 18 supratentorial hemangioblastoma, 

where 4 patients had multiple tumors. Twelve patients underwent VHL 

genetic analysis, however, there was no association noted between 

specific germline VHL mutations and supratentorial 

hemangioblastomas. The hemangioblastomas were mainly located in the 

temporal lobe with most frequent clinical presentations were seizures, 

intracranial hypertension, and visual loss, and 14 of these tumors 
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exhibited tumoral growth in their subsequent imaging. Two of them died 

from the syndrome or progression of supratentorial hemangioblastoma 

[6]. Our patient is still alive and presently undergoing oral systemic 

chemotherapy. 

 

At present, there is no universal treatment for von-Hippel Lindau 

syndrome. Management of the disease still varies on a case-to-case basis 

and depends on the overall clinical picture of the individual [2, 3, 7]. For 

this patient, treatment for the advanced renal cell carcinoma has been 

administered, beginning with nephrectomy then proceeding to systemic 

chemotherapy. He would have to undergo close follow ups and regular 

surveillance not only to monitor disease progression of renal cell 

carcinoma, but also to detect new growths related to vHL syndrome. 

Surveillance, especially when started at a younger age, is attributed to 

improving survival rates [8]. Studies show that among patients with 

vHL, most of the deaths (as high as 95.6%) are related to their syndrome 

[8]. Renal carcinoma and complications of CNS hemangioblastoma such 

as bleeding are the primary causes of their demise [7, 8]. These two 

conditions are predictors of poorer overall survival, and both are present 

in this case. The patient is subsequently appraised of his fair prognosis 

and has decided to undergo treatment primarily for renal cancer.  

 

In conclusion, this case highlights the importance of maintaining a high 

index of suspicion to prompt search for other associated disease features 

in any patient presenting with a typical vHL lesion. Delay in recognition 

and diagnosis of vHL syndrome can lead to increased morbidity and 

mortality from serious complications such as advanced renal carcinoma. 

The lack of familial history should not preclude further investigation of 

its presence.  
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