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G lioblastoma (World Health Organization [WHO] 
grade IV glioma) is the most common and aggressive 

primary intrinsic brain neoplasm with a mean survival of 
15 months.1,2 Whereas brain neoplasm characteristically 
causes focal neurologic disturbances, it is not uncommon 
for brain tumors to present with neurobehavioral changes 
in the absence of any localized signs or deficits. As both 
the disease and its treatment have a direct effect on brain 
functioning, patients commonly experience neurologic, 
cognitive, and psychiatric symptoms that greatly affect their 
daily life.3,4

Case Report
A 69-year-old white woman with a psychiatric history 

of intermittent and recurrent depression for 15 years has 
had a poor response to different trials of antidepressants. 
She maintained anhedonia, low energy, and insomnia. 
She had a previous suicide attempt 5 years prior. Twelve 
months before hospital admission, she developed depressed 
mood, apathy, and inability to care for herself; markedly 
decreased appetite; and sleep deprivation. Because she was 
unresponsive to appropriate antidepressant medication and 
presented with recent cognitive functioning impairment, 
including significant deterioration in memory, attention, 
verbal fluency, cognitive flexibility, and visual search, a 
protocol was followed to rule out an organic etiology, 
starting with the exclusion of the diagnosis of delirium. 
Her routine laboratory tests were within normal limits, 
and a brain computed tomography (CT) scan followed by 
brain magnetic resonance imaging (MRI) revealed a left 
frontal lobe mass (Figure 1). Surgical resection of the lesion 
was performed, and the biopsy indicated a glioblastoma 

IDH1 negative (WHO grade IV). The patient maintained 
depressive symptoms after surgery, even after optimization 
of the antidepressant therapy. However, she showed 
improvements in memory and a significant improvement 
in language functioning.

Discussion
In this case, a patient with an established diagnosis of 

chronic recurrent depression, a recent change in clinical 
presentation, and a significant aggravation of her general 
state presented with recent onset of de novo cognitive 
symptoms and functional impairment in daily activities 
coupled with persistent atypical psychiatric symptoms and 
a poor response to treatment. These changes led to the 
suspicion of organic etiology, including metabolic alterations, 
infectious and vascular diseases, tumors, autoimmune or 
neurodegenerative brain diseases, and other causes of rapidly 
progressing dementias.

Figure 1. Ms A’s Brain Magnetic Resonance Imaging Resultsa 

aAxial T2 fluid-attenuated inversion recovery weighted imaging revealed 
a cortico-subcortical heterogeneous intra-axial space-occupying lesion 
with a cystic or necrotic core (not shown) in the left frontal lobe with 
peripheral digitiform edema.
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This case illustrates the need for prompt assessment 
when the clinical presentation changes or is unusual. It 
is impossible to know when the patient’s tumor started to 
grow, but a prompt brain CT followed by a brain MRI could 
have helped to detect the mass earlier.

Gliomas cause symptoms by invading into and creating 
pressure in nearby normal brain tissue. The most common 
symptoms include cognitive changes, headache, and 
seizures. Significantly, neurocognitive status is a predictor 
of survival in the older population of newly diagnosed high-
grade glioma patients.5 Also, it is known that depression 
is a considerable hidden morbidity among patients with 
glioma6: it has been described in 2.5%–15.4% of primary 
brain tumors and was found in 44% of all patients 
with primary and metastatic brain tumor.7 Depression 
was associated with functional impairment, cognitive 
dysfunction, reduced quality of life, and reduced survival.8 
Mood issues can be attributed to side effects of treatment, 
biochemical changes in the brain,9 changes in cytokine 
levels,10 elevated intracranial pressure, or the location of 
the tumor.

Most brain tumors present with specific neurologic 
signs due to mass effect; however, in rare cases they may 
present primarily with psychiatric symptoms.11 Frontal 
cortex lesions—lesions in the parietal association cortex 
and paralimbic structures—have been associated with 
mood changes.3,11 Iatrogenic causes include neurochemical 
imbalance and the direct destructive effect of glioma 
or surgery on critical emotional pathways.6 In terms of 
psychogenesis, depression may be seen in different stages 
(before, during, or after diagnosis and treatment). Patients 
with functional impairment or who were previously 
depressed are at higher risk of developing depression.8

This case represents an ambiguous psychiatric history 
as well as the progression of a disease in which the 
neuropsychiatric symptoms were the initial manifestations 
of a primary brain tumor. Depression can persist after 
glioblastoma treatment, affecting patient quality of life. Early 
detection is important, and we emphasize the importance 
of considering neuroimaging studies in patients presenting 
atypical clinical presentations or with de novo cognitive 
symptoms.
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