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Metastatic primary anorectal melanoma developing 
in a patient treated for multicentric glioblastoma 
multiforme: two rare malignancies presenting 
in synchronicity
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DesCripTion
A 66-year-old woman presented with complaints of 
dizziness, headache and forgetfulness, which had 
been worsening over the last 2 months. General 
physical examination revealed weakness in the left 
upper and lower limbs (power 4/5) with spasticity 
(deep tendon reflexes 3+ on left side). A non-con-
trast MRI brain revealed a mass lesion involving 
the right thalamus and another lesion in the right 
cerebellar peduncle. Both lesions were hyperintense 

on T2 and hypointense on T1 sequences (figure 1). 
A stereotactic biopsy from the thalamic lesion 
revealed glioblastoma multiforme (WHO Grade 
IV) on histopathological evaluation and immuno-
histochemistry (Ki67 index: 15%–20%). Due to 
financial constraints, O(6)-methylguanine-DNA 
methyltransferase(MGMT) promoter methylation 
status was not determined.

The case was discussed in our tumour board and 
keeping in view the similar radiological features 
and discontinuity of both lesions, a diagnosis of 
multicentric glioblastoma multiforme was made.1 
The case was determined unresectable upfront 
and she was planned for concurrent chemoradio-
therapy with image-guided volumetric modulated 
arc therapy and daily temozolomide (75 mg/m2).2 

Figure 1 Pretreatment non-contrast MRI images of 
multicentric glioma. (A) T1-weighted axial image reveals 
a hypointense space-occupying lesion in the right 
thalamus involving the right basal ganglia (red arrow). 
(B) T1-weighted axial image reveals a hypointense 
space-occupying lesion in the right middle cerebellar 
peduncle (blue arrow). (C, D) T2-weighted axial image 
reveals the heterogeneously hyperintense nature of the 
lesions involving the right thalamus (yellow arrow) and 
right middle cerebellar peduncle (green arrow). Note 
the relative lack of extensive perilesional oedema. (E, F) 
T2-weighted sagittal and coronal images demonstrate 
the discontinuity of both lesions, the right thalamic 
lesion located supratentorially (yellow arrow) and 
the right middle cerebellar peduncle lesion located 
infratentorially (green arrow).

Figure 2 Treatment planning images. (A, B) Dose 
colour wash in the axial and coronal planes with the 
lower limit set to 95% of 46 Gy. The planning target 
volume (PTV_46) was created by expanding the clinical 
target volume (CTV_46) by 3 mm, as per our institutional 
protocol for image-guided treatment delivery. Note that 
the PTV for this dose level has been allowed to extend 
into the brainstem (blue arrow). The planning parameter 
was volume receiving 95% (V95%) of the prescribed dose 
(46 Gy) should be more than 98%. In this patient, the 
PTV_46 V95% was 100%. (C, D) Dose colour wash in the 
axial and coronal planes with the lower limit set to 95% 
of 60 Gy. Note that the PTV for this dose level has been 
cropped from the brainstem (black arrow) to permit 
sparing of the brainstem. The planning parameter was 
to achieve maximum dose received by 1 cc (D1cc) of the 
brainstem to be less than 59 Gy. In this patient, the D1cc of 
the brainstem was 58.1 Gy.  on 22 M
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She received 46 Gy in 23 fractions followed by a boost of 14 Gy 
in 7 fractions for a total dose of 60 Gy in 30 fractions (figure 2). 
The planning target volume was deliberately underdosed so as 
to respect the tolerance of the brainstem. Treatment planning 
and delivery were performed on Varian Eclipse v13.5 and Varian 
TrueBeam v2.5, respectively (Varian Medical Systems, Palo Alto, 
California, USA). Daily image guidance was performed with 
pretreatment cone beam CT or kV planar verification.

The patient tolerated treatment well without any interrup-
tions. One month post-treatment completion, her symptoms 
started to resolve. She was advised to continue adjuvant temo-
zolomide (150 mg/m2) monthly, and a repeat MRI brain done at 
2 months post-treatment revealed stable disease with reduction 
of perilesional oedema.

A month later, she consulted a general surgeon for complaints 
of foul-smelling discharge per rectum and mass protruding from 
the anus. On examination, she was diagnosed with grade III 
internal haemorrhoids and note was made of blackish discolor-
ation on its surface (figure 3). Wide local excision was performed 
and the excised specimen was sent for histopathological 

evaluation, which revealed primary anorectal melanoma. A 
staging whole-body 18flourodeoxyglucose positron emission 
tomography-CT(18FDG PET-CT) revealed metastatic dissem-
ination (multiple hepatic lesions, perirectal and presacral 
lymph nodes) (figure 3). The patient was planned for immu-
notherapy with intravenous nivolumab 240 mg every 2 weeks 
and she received 4 cycles of the same. A week after the fourth 
cycle of nivolumab, the patient had a myocardial infarction and 
succumbed to it. The cause of death was deemed to be unre-
lated to cancer or its treatment. The case was discussed in our 
institutional multidisciplinary mortality meeting, and keeping in 
mind the advanced stage of melanoma at presentation, it was 
deemed that it likely developed synchronously with the multi-
centric glioma.

Multicentric gliomas are a rare entity, accounting for 2%–16% 
of all gliomas.2 Primary anorectal melanoma is also an exceed-
ingly rare entity, accounting for 1% of all melanomas.3 To the 
best of our knowledge, this is the first reported instance of these 
two malignancies developing in a synchronous manner.

Learning points

 ► Multicentric glioma, being a rare entity, is a diagnosis 
of exclusion, and distinction needs to be made between 
multifocal and multicentric gliomas.

 ► Primary anal melanoma is also an exceedingly rare entity and 
has a poor prognosis, with limited therapeutic options.

 ► Symptoms arising in another organ system in patients with 
glioblastoma multiforme should be investigated thoroughly 
and managed expeditiously, to maximise quality of life.
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Figure 3 Images of the primary anorectal melanoma. (A) Physical 
examination finding with the patient in left lateral decubitus position 
with knees flexed towards the chest. A visible mass is seen protruding 
from the anal canal, with blackish discoloration on its surface (red 
arrow). This mass was reducible and painless in nature and considered 
a thrombosed grade III internal haemorrhoids. After excision, the size of 
the specimen was 5×4×2.5 cm. (B, C, D) Axial PET-CT images showing 
disseminated FDG avid disease, in right internal iliac node (blue arrow), 
presacral node (yellow arrow) and hepatic metastases (white arrows).
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