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Abstract

Introduction: Germinomas are malignant intracranial germ cell tumors, usually found in pineal region. These
tumors are exquisitely sensitive to radiation. Whole ventricle radiation (RT) with a boost field to the primary tumor is
the standard treatment for localized germinomas. RapidArc radiotherapy is considered an excellent technological
advance that shows great potential for producing highly conformal doses to treatment volumes.

Case report: We present a case of intracranial germinoma who achieved a partial remission after four courses of
chemotherapy induction. The patient received whole ventricular radiation therapy followed by a boost to the tumor
and its margin to a total dose of 40 Gy using RapidArc radiotherapy over the course of 5 weeks. Any toxicity has
been noted during the treatment. Early post treatment imaging showed a complete response.

Conclusion: This case demonstrates a successful management of localized intracranial germinoma by RapidArc
radiotherapy that allowed a highly conformal volumetric dose distribution with optimal sparing of surrounding areas
of the brain.
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Introduction

Germinomas, the most frequent intracranial germ cell tumors
(GCTs), are rare tumors of children and young adults. They represent
about 0.5% to 3% of all primary central nervous system tumors in
North America and Europe [1]. These tumors arise almost exclusively
from midline structures. The two most frequent sites are the pineal
gland and the suprasellar regions [2], but they can also arise in the
basal ganglia, thalamus, cerebral hemisphere, and cerebellum [3].
Tumor seeding or multiple tumor nodules along the lateral and third
ventricles are observed in about 10% of patients. Intracranial
germinomas are highly radiosensitive. Most contemporary series have
reported long-term progression free survival (PFS) rates>90% for
patients with localized, pure germinomas after radiation therapy (RT)
with or without chemotherapy [4-8]. Therefore, RT is the standard
treatment for localized intracranial germinomas. We report an
excellent complete remission case of pineal gland germinoma who
achieved a partial remission after neoadjuvant chemotherapy,
successfully managed by RapidArc radiotherapy allowing a highly
conformal volumetric dose distribution.

Case Report

A 25-year-old Arabic male without past medical history presented
with a 6-month history of headaches and vomiting. Neurological
examination revealed no abnormalities. Magnetic Resonance Imaging

(MRI) of the brain revealed a mass in the pineal region with
obstructive hydrocephalus (Figure 1). It was a voluminous polycyclic
intra axial mesencephalic-diencephalic masse (measuring 77 x 44 mm
in diameter) centered within the pineal gland and the two thalamic
nuclei with cystic components showing heterogeneous enhancement
with gadolinium suggestive of a pineal germinoma. The patient
underwent a ventriculoperitoneal shunt operation with tumor biopsy.
A subsequent clinical evolution was marked by the disappearance of
symptoms. Histological analysis was compatible with a germinoma. We
didn't find similar lesions in testicles or elsewhere in the body.

Figure 1: Axial and coronal T1-weighted contrast-enhanced MRI
showing a heterogeneously enhancing mass in the pineal region.
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The patient was treated primary with neoadjuvant chemotherapy
based of bleomycin, etoposide and cisplatin (BEP). After four courses
of BEP chemotherapy, partial remission of more than 50% was noted
on comparative MRI of the brain. Thereafter, the patient received
whole ventricular radiation therapy of 24 Gy in 15 daily fractions of 1.6
Gy given in 3 weeks followed by a boost to the gross tumor volume
with margin of 16 Gy in 10 daily fractions of 1.6 Gy given in 2 weeks to
give a total dose of 40 Gy in 25 fractions of 1.6 Gy given in 5 weeks
using dual arc and two plans RapidArc radiotherapy allowing a highly
conformal volumetric dose distribution (Figure 2). Early post
treatment imaging demonstrated complete remission of the tumor
(Figure 3).

Figure 2: Sequential images of MRI and computed tomography scan
dosimetry showing a conformal volumetric dose distribution by
RapidArc radiotherapy.

Figure 3: Axial T1-weighted contrast-enhanced and coronal T2-
weighted early post treatment MRI showing a complete remission
of the tumor.

Discussion

Intracranial germinomas are highly sensitive to radiation. Therefore,
whole ventricular RT is the current standard treatment for localized

germinomas. RapidArc radiotherapy is an advanced radiation
technique that allows a highly conformal volumetric dose distribution
to target volumes without result in unwanted radiation to normal areas
of brain and compromising control of the tumor [9,10]. Complete
remission of our case support the superiority of RapidArc system to
manage localized intracranial germinomas.

In the past, patients with localized intracranial germinomas received
36 Gy craniospinal irradiation (CSI) and a boost to the tumor bed for a
total of 50 to 54 Gy. Subsequent studies showed that replacing CSI with
whole-ventricle irradiation in patients with localized intracranial
germinomas resulted in a low spinal failure rate [11-15]. The patterns
of relapse following whole-ventricle RT compared to CSI were not
significantly ~ different; suggesting that recurrent intracranial
germinomas after RT are unlikely to be related to a volume reduction
in RT. Whole-ventricle RT with an additional boost to the tumor
therefore replaced CSI in the treatment of localized germinoma.
However, CSI is reserved only for patients with disseminated disease or
tumors who do not demonstrate either a complete response or partial
response to chemotherapy.

The importance of whole-ventricle RT was showed in a series of 35
patients with localized intracranial germinomas who did not receive
CSI [15]. In this cohort, 21 patients were treated with whole-ventricle
irradiation, none of whom developed recurrent disease. In contrast, 5
of 14 (36%) who received only focal tumor irradiation had recurrent
tumors within the ventricular system but outside the primary
treatment field. Similarly, in a second series, the recurrence rate for
patients receiving localized irradiation without ventricular coverage
was higher than in those receiving CSI (28 vs. 2%) [4].

Based upon the excellent response and survival outcome of children
and adults with extra cranial GCTs, neoadjuvant chemotherapy was
given to patients with localized intracranial germinomas, followed by a
reduced dose and volume of RT, in an effort to minimize toxicity.
Clinical trials have indicated that cure rates of nearly 100% can be
achieved in germinomas with chemotherapy and radiotherapy and
suggested that neoadjuvant chemotherapy allowed the reduction of
both the dose and volume of RT without compromising PFS [16-21].
Although the majority of germinomas are sensitive to chemotherapy, a
chemotherapy alone approach has been associated with an
unacceptable rate of relapse.

Conclusion

Radiation therapy is the cornerstone of treatment for localized
intracranial germinoma. Currently, the standard of care for radiation
dose in localized germinoma is 21 to 24 Gy to the whole ventricle and
an additional boost to the tumor bed for a total dose of 40 to 45 Gy.
Despite the promise of neoadjuvant chemotherapy, further reduction
of the total RT dose should only be done within the context of a
prospective randomized trial. The best way to optimize treatment is the
use of innovative techniques of radiation therapy such RapidArc
allowing optimal coverage of target volumes and dose escalation, with
minimal toxicity.

Consent

Written informed consent was obtained from the patient for
publication of this Case Report and any accompanying images. A copy
of the written consent is available for review by the Editor-in-Chief of
this journal.
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