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ABSTRACT
Objective: The relationship between brain tumors and cognitive deficits is well established 
in the literature. However, studies investigating the cognitive status in low and high-grade 
gliomas patients are scarce, particularly in patients with average or lower educational level. 
This study aimed at investigating the cognitive functioning in a sample of patients with 
low and high-grade gliomas before surgical intervention. Method: The low-grade (G1, 
n=19) and high-grade glioma (G2, n=8) patients underwent a detailed neuropsychological 
assessment of memory, executive functions, visuo-perceptive and visuo-spatial abilities, 
intellectual level and language. Results: There was a significant impairment on verbal 
and visual episodic memory, executive functions including mental flexibility, nominal 
and categorical verbal fluency and speed of information processing in G2. G1 showed 
only specific deficits on verbal and visual memory recall, mental flexibility and processing 
speed. Conclusion: These findings demonstrated different levels of impairments in the 
executive and memory domains in patients with low and high grade gliomas. 
Key words: low grade gliomas, high grade gliomas, brain tumors, cognitive functions.

Comprometimentos cognitivos em pacientes com gliomas de baixo grau e gliomas 
de alto grau

RESUMO
Objetivo: A associação entre tumores cerebrais e déficits cognitivos é bem estabelecida 
na literatura. No entanto, estudos sobre a cognição de pacientes com gliomas de baixo e 
alto grau são escassos, especialmente, em sujeitos com baixa escolaridade. Este estudo 
investigou o funcionamento cognitivo de uma amostra de pacientes com gliomas de 
baixo e alto grau antes da intervenção cirúrgica. Método: Os pacientes com glioma de 
baixo grau (G1, n=19) e alto grau (G2, n=8) foram avaliados quanto à memória, funções 
executivas, habilidades visuo-perceptivas e visuo-espaciais, nível intelectual e linguagem. 
Resultados: Houve prejuízo significativo em G2 na memória episódica verbal e visual, 
funções executivas incluindo flexibilidade mental, fluência verbal nominal e categórica e 
velocidade de processamento de informações. G1 demonstrou apenas déficits específicos 
de evocação verbal e visual, flexibilidade mental e velocidade de processamento. 
Conclusão: Estes achados demonstraram níveis diferenciados de comprometimento nos 
domínios executivos e mnésticos de pacientes com gliomas de baixo e alto grau.
Palavras-chave: gliomas de alto grau, gliomas de baixo grau, tumores cerebrais, funções 
cognitivas.
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The gliomas are the most frequent primary tumors 
of the central nervous system (CNS). They originate 
from the neuroglial, astrocyte, oligodendrogliocyte, ep-
endymal and microglial cells, which are responsible for 
the maintenance and protection of the neuron. The ol-
igodendrogliomas, astrocytomas, mixed gliomas (com-
bined oligodendroglial and astrocytic elements) and ep-
endymomas represent 60% of all brain tumors1,2

.
The astrocytomas are derived from the astrocytes. 

They correspond to 30% of the gliomas and are more 
frequent in males (World Health Organization - WHO). 
They are also described according to the degree of malig-
nancy as low-grade or high-grade3. The low-grade astro-
cytomas are of grade I and II4 and the patients with this 
type of tumor have an average survival of more than 10 
years for grade I and from 8 to 10 years for grade II5. They 
are typically seen in adults with age under 40. However, 
the low-grade astrocytomas are infiltrative and present 
a potential for malignancy6. The anaplastic astrocy-
toma (grade III) and the glioblastoma (grade IV) are the 
high-grade astrocytomas4. The multiform glioblastomas 
(MGB) correspond to 55% of the intracranial gliomas and 
are considered the most anaplastic form of the primary 
neoplasms of the CNS. It can result from a malignant 
transformation of another glioma or it can be an MGB 
from the beginning. This is the most aggressive subtype 
of glioma3 with a survival rate between 8 and 18 months7. 
The oligodendrogliomas represent 5% of the gliomas and 
are usually present in the frontal lobes4. In other studies, 
however, it represented 10% of cases3 or 25 to 33% of gli-
omas8. They can be seen at any age, although the initial 
diagnosis has two peaks of incidence: at 6 to 12 years 
and at 35 to 44 years. This tumor is also more frequent 
in males and more than 90% of them originate in the su-
pratentorial white matter including the frontal lobes and 
less than 10% begin in the posterior fossa9. There are 
two category grades, namely grade II and III, neverthe-
less the commonest tumor is the anaplastic or grade III4. 

In general, the cognitive alterations resulted from the 
neoplastic processes are related to the compression, dis-
placement, destruction or isquemia of intracranial struc-
tures, as well as, associated cerebral edema. These cogni-
tive deficits are present at the moment of the diagnosis in 
50 to 80% of pacients10. It’s impact on daily life activities 
(DLA) and quality of life of patients are recognized espe-
cially in patients with high-grade malignant gliomas with 
a relatively short survival11. On the other hand, studies in 
patients with low-grade glioma indicate that this type of 
brain tumor also produces cognitive deficits12. 

The majority of the studies showed that cognitive 
functioning in patients with glioma can be affected by 
the tumor, the epilepsy related to the tumor, the surgical 
treatment, the radiotherapy, the chemotherapy, antiep-

ileptic or corticosteroid drugs and factors related to the 
patient, including age7,9-12. 

Memory is frequently impaired, particularly in  
patients with tumors in the frontal and temporal lobes 
and in the region of the thalamus13. Executive func-
tioning is usually impaired in patients with low-grade 
gliomas in the frontal lobes. In this context, the assess-
ment of the intellectual abilities is important since high 
intellectual level subjects present a greater cognitive re-
serve and adaptive skills, which allow for compensa-
tion of the cognitive symptoms at the beginning of the 
tumor development14. Klein et al.15 showed that individ-
uals with low-grade glioma also present reduced pro-
cessing information speed. Hahn et al.16 evaluated the 
cognitive functioning of patients with high-grade glioma 
and demonstrated that the subjects with tumors in the 
left hemisphere showed more memory problems, im-
paired verbal fluency and verbal learning. These cogni-
tive alterations also affect patients DLA, occupational 
status and quality of life17. 

Systematic and detailed assessment of cognitive func-
tioning in these patients is of relevance allowing for an 
early detection of these changes and therapeutic inter-
ventions, which can minimize the worsening of these 
symptoms. However, studies in the literature on the neu-
ropsychological alterations in patients with high and 
low-grade gliomas and low educational level are scarce. 
The aim of the current study was to investigate and com-
pare the performance of patients with diagnoses of high 
and low-grade glioma before surgical intervention. 

METHOD
Subjects
The participants were recruited from the Neuro-On-

cology Group of the Hospital das Clinicas, FMUSP. They 
had diagnoses of astrocytomas, oligodendroglioma and 
multiform gliobastoma (MGB) and were allocated into 
two groups (Table 1): patients with low-grade glioma or 
G1 (n=19) and with high-grade glioma or G2 (n=8). Neu-
roimaging and histopathological examinations confirmed 
the diagnoses. 

All patients were assessed before the surgical pro-
cedure and they had no previous history of cerebral tu-
mors, use of medication for psychiatric symptoms or 
history of psychosis, depression or alcohol abuse. They 
were selected at the multidisciplinary meeting day and 
assessed by neuropsychologists on the same day of their 
medical appointment as outpatients. Illiterate sub-
jects were excluded due to the need of reading of some  
instruments. 

The study was approved by the hospital ethical com-
mittee board (CAPPESQ nº 086/06) and before entering 
the study all patients signed an informed consent form.
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The testes included in the current study and the func-
tions assessed by them are described on Table 2.

RESULTS
Initially, the two groups of patients (G1 and G2) were 

compared in terms of age and education with Anova tests 
using the SPSS v.16 program. There were no significant 
differences between the two groups on these variables 
(age: F=3.63, P=0.068; schooling: F=0.38, P=0.546). The 
average age for G2 was 54.63 years (SD=7.95) and 46.0 
years (SD=11.64) for G1. The average years of education 
for G2 was 7.0 (SD=2.83) and 7.94 years (SD=3.30) for G1. 

Subsequently, the results of each group were analyzed 
according to the percentiles obtained by the patients and 
the norms of the tests taking into account the age and 
education of the subjects (Table 3). In general, the two 
groups of patients with gliomas (G1 and G2), particularly 
G2, were impaired on more than two cognitive domains 
including nominal and categorical verbal fluency (exec-
utive function), episodic visual recognition memory and 
episodic immediate verbal recall. G1 was impaired on im-
mediate and delayed verbal memory recall as well as on 
the nominal verbal fluency and processing speed (Figure). 

Both groups of patients fell into the below average 
range on testes of estimated general intelligence (G1: 
IQ=84.84, SD=15.63; and G2: IQ=84.25 SD=16.43). The 
two groups did not show significant differences in terms 
of total IQ (F=0.08, P=0.93).

Next, the results of each group were described con-
sidering the injury location.

Results for G1 
Out of the five patients with left frontal lesions, 3 

(60%) were in the impaired range on tests of immediate 

Table 1. Distribution of the sample according to area and hemi-
sphere of the lesion.

Type Hemisphere

Gliomas

High 
grade 
(n=8)

Low 
grade 
(n=19)

Frontal Left 1 5

Right 3 3

Temporal Left 0 2

Right 1 3

Occipital Left 0 1

Right 0 1

Fronto-temporal Left 0 1

Right 0 1

Fronto-parietal Left 0 1

Fronto-insular Left 0 1

Fronto-temporo-insular Left 0 1

Temporo-parietal Left 1 0

Temporo-occipital Right 1 0

Temporo-parieto-occipital Right 1 0

Intraventricular 0 1

Table 2. Tests and neuropsychological functions.

Neuropsychological functions Tests

Intellectual functions Vocabulary and Matrix Reasoning (WASI-III)18

Memory functions

   Short-term memory Digits (WAIS-III)21

   Verbal episodic memory (immediate and delayed recall and recognition) Hopkins Verbal Learning Test - R (HVLT-R)19

   Visuo-spatial episodic memory (immediate and delayed recall and recognition) Brief Visual Memory Test - R (BVMT-R)20

Visuo-perceptual and visuo-spacial functions

   Fragmented letters VOSP22,23

   Discrimination of points 

Executive functions

   Nominal verbal fluency FAS-Test22,23

   Categorical verbal fluency Category Fluency - Animals22,23

   Mental flexibility WCST26

Processing speed Symbol Digit Modality Test - Oral Version25

Naming Boston NamingTest22-24

verbal recall and information processing speed, 2 (40%) 
on mental flexibility and nominal verbal fluency and 1 
(20%) on categorical verbal fluency. One subject was in 
the borderline range on immediate verbal recall, pro-
cessing speed, nominal verbal fluency, as well as in cate-
gorical verbal fluency. 

Out of the three patients with right frontal lesions, 
2 (66.6%) were in the impaired range on the tests of im-
mediate verbal and visual memory recall and 1 (33.3%) 
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on mental flexibility and nominal and categorical verbal 
fluency. All of these patients were in the impaired range 
on tests of information processing speed. 

The two individuals with the single lesion on the 
left temporal lobe were impaired on tests of immediate 
verbal recall and processing speed. 

Out of the three patients with a single lesion on the 
right temporal lobe, 2 (66.6%) were impaired on imme-
diate visual and verbal recall and information processing 
speed. One subject (33.3%) was impaired only on pro-
cessing speed. 

The patient with the lesion in the left occipital lobe 
was impaired on immediate verbal recall and informa-
tion processing speed. The subject with the lesion in the 
right occipital lobe fell in the low average range on pro-
cessing speed and nominal verbal fluency. 

The patient with left frontal-temporal lesion was im-
paired on immediate and delayed verbal memory recall, 
nominal and categorical verbal fluency. 

In the only case of intraventricular lesion, the patient 
was impaired on immediate verbal recall and processing 
speed.

Results for G2 
The only case of frontal lobe lesion in the left hemi-

sphere was impaired on mental flexibility, immediate 
verbal recall and nominal verbal fluency. Out of the 3 

subjects with frontal lesion on the right, 2 (66.6%) were 
impaired on immediate visual and verbal memory and 1 
(33.3%) on mental flexibility. 

In the only right temporal lesion case, the individual 
was in the deficient range on immediate and delayed vi-

Table 3. Results of the neuropsychological tests administered expressed as average and standard deviation and percentiles for the patients 
with high grade (n=8) and low grade (n=19) glioma.

Neuropsychological tests 

High grade glioma (G2) Low grade glioma (G1)

Average (SD) Percentile average (SD) Average (SD) Percentile average (SD)

WASI Vocabulary 34.6 (15.8) 15.8 (20.7) 38.6 (16.2) 23.8 (26.9)

Matrix Reasoning 13.4 (8.62) 35.95 (39.06) 13.4 (6.09) 30.13 (33.75)

IQ estimated 84.25 (16.43) 22.5 (28.99) 84.84 (15.63) 22.3 (23.73)

Digits Direct Order 5.43 (1.27) 28.0 (13.5) 6.74 (2.13) 48.0 (27.5)

Inverse Order 3.14 (1.07) 4.63 (2.19)

HVLT-R Immediate Recall 14.5 (5.68) 4.88 (10.6) 18.1 (6.61) 10.1 (20.9)

Delayed Recall 4.5 (3.78) 12.25 (23.49) 5.47 (3.45) 13.74 (23.11)

Recognition 10.0 (2.27) 40.9 (28.1) 9.16 (2.63) 30.5 (32.0)

BVMT-R Immediate Recall 14.5 (10.54) 13.63 (26.69) 17.26 (8.12) 15.89 (26.33)

Delayed Recall 5.25 (4.2) 15.75 (38.8) 5.84 (3.55) 16.0 (28.44)

Recognition 4.95 (1.08) 10.25 (7.23) 5.13 (1.13) 47.8 (3.54)

VOSP Fragmented Letters 15.75 (6.78) 29.38 (38.61) 17.95 (3.27) 25.32 (25.53)

Discrimination of Points 18.63 (3.89) 64.88 (26.27) 18.68 (2.38) 42.95 (24.62)

FAS (Nominal verbal fluency) 15.0 (5.81) 9.75 (8.21) 18.89 (10.52) 9.16 (7.65)

Categorical verbal fluency (Animals) 9.33 (2.94) 5.67 (4.93) 11.1 (4.79) 18.37 (24.21)

WCST categories 2.98 (2.19) 7.0 (10.43) 3.19 (2.01) 10.0 (9.29)

Symbol Digit (time) 28.75 (21.25) 21.5 (26.41) 22.0 (8.35) 4.11 (5.71)

Boston Naming Test 42.13 (15.72) 54.4 (37.4) 46.83 (11.84) 52.6 (31.1)

*Percentiles obtained according to the normative data for each test.
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sual and verbal recall. In the only case of temporal-oc-
cipital lesion on the right, the subject was in the deficient 
range on immediate visual and verbal memory recall and 
visual recognition. In the only incident of parietal-tem-
poral-occipital lesion on the right, the individual was mod-
erately impaired on immediate visual and verbal recall. 

DISCUSSION
This study aimed to investigate the cognitive func-

tioning of patients with low and high-grade gliomas 
before surgery. The main results demonstrated an im-
paired performance in G1 and G2 on tests of executive 
functions, especially of mental flexibility, nominal and 
categorical verbal fluency, as well as on immediate and 
delayed verbal and visual memory recall. These find-
ings corroborate with some studies in the literature 
showing the involvement of the executive and memory 
domains specifically in patients with frontal-temporal  
lesions13,14,27-30. 

The majority of the high-grade glioma patients (88%) 
showed impairments on speed of information pro-
cessing, executive functions, verbal and visual memory 
independently of the lesion location. This could pos-
sible be explained by the fact that most tumor lesions 
in this group involved subcortical or white matter re-
gions. There is evidence that these regions are directly 
associated with such functions5,7,10,14. Also in this group, 
patients with left hemisphere lesions were impaired on 
verbal immediate memory recall. These results are in 
line with studies demonstrating memory deficits in pa-
tients with injuries in the left hemisphere14,16,28-30. The pa-
tients with right hemisphere lesions also had immediate 
verbal memory recall deficits. It is possible that the dif-
fuse growth of the tumor cells could have infiltrated the 
normal cerebral tissue invading areas of the left hemi-
sphere. There is also some evidence showing that im-
pairment of executive function can alter verbal memory 
and learning14,27-30. The deficits of visual recognition epi-
sodic memory were found in patients with tumors in the 
right hemisphere and these findings have already been 
shown in other patients with right side lesions5,7,14,27,29,30. 

In patients with low-grade gliomas, those with left 
hemisphere tumors were impaired on immediate and 
delayed verbal memory recall. Those with intraventric-
ular and posterior fossa tumors (occipital region on the 
left) were impaired on immediate verbal memory recall 
and executive functions particularly speed of informa-
tion processing. Here again, this could also be associated 
with the involvement of subcortical and white matter  
regions14,29. 

Some studies on patients with gliomas reported that 
the educational and intellectual levels are relevant to the 
presence of cognitive deficits. Individuals with high in-

tellectual level can demonstrate better adaptive skills 
or cognitive reserve which allows to compensate for 
their cognitive impairments and postpone their appear-
ance7,14. Since most of the patients in the current study 
had less than eight years of education, this perhaps ex-
plains the largest number of cognitive alterations in pa-
tients with either low or high-grade gliomas. Nonethe-
less, patients with high-grade gliomas performed at the 
impaired range on more functions than those with low-
grade gliomas including, executive functions and epi-
sodic memory. 

These findings demonstrate that a comprehensive 
cognitive assessment is relevant to the identification of 
the presence and level of extent of cognitive deficits in 
patients with low and high-grade gliomas prior to the 
surgical treatment.

One of the limitations of the present study was the 
small sample. Future studies with larger populations, 
range of educational level and comparisons between the 
pre- and post-operative cognitive status are necessary. 

REFERENCES
1. Katz A, Monteiro AJC, Viola F, et al. Manual de Diretrizes para tratamento 

dos gliomas em adultos. In: Manuais de condutas da Sociedade Brasileira 
de Oncologia Clínica. Rev Soc Bras Oncol Clín 2007;4:13-22.

2. Vecht CJ. Tumors of the central nervous system. In: Pollock RE, Doroshow 
JH, Geraghty JG, Khayat D, Kim Jin-Pok, O’Sullivan B (Eds). Manual of clinical 
oncology, 7ª edition. Wiley-Liss, New York, 1999:607-612.

3. Sanematsu Junior P, Suzuki SH, Estrada DA, Gimenes DL, Hanriott RM.  
Tumores primários do sistema nervoso central. In: Kowalshi LP, Guimarães 
GC, Salvajoli JV, Feher O, Antoneli CBG (Eds). Manual de condutas diag-
nósticas e terapêuticas em Oncologia (3ª edição). São Paulo: Âmbito  
Editores, 2006.

4. Orr B. Tumores do sistema nervoso. In: Spence RAJ, Johnston PG (Eds).  
Oncologia. Rio de Janeiro: Editora Guanabara Koogan, 2003.

5. Correa DD, De Angelis LM, Shi W, Thaler HT, Lin M, Abrey LE. Cognitive func-
tions in low-grade gliomas: disease and treatment effects. J Neurooncol 
2007;81:175-184.

6. Maher EA, Furnari FB, Bachoo RM, et al. Malignant glioma: genetics and  
biology of a grave matter. Genes Dev 2001;15:1311.

7. Bosma I, Vos MJ, Heimans JJ, et al. The course of neurocognitive functioning 
in high-grade glioma patients. Neuro-Oncology 2007;9:53-62.

8. Engelhard HH. Current diagnosis and treatment of oligodendroglioma. 
Neurosurg Focus 2002;12:1-7.

9. Engelhard HH, Stelea A, Mundt A. Oligodendroglioma and anaplastic  
oligodendroglioma: clinical features, treatment and prognosis. Surg Neurol 
2003;60:443-456.

10. Fox SW, Mitchell SA, Booth-Jones M. Cognitive impairment in patients with 
brain tumors: assessment and intervention in the clinic setting. Clin J Oncol 
Nurs 2006;10:169-176.

11. Pahlson A, Ek L, Ahlström G, Smits A. Pitfalls in the assessment of disability 
in individuals with low-grade gliomas. J Neuro Oncol 2003;65:149-158.

12. Klein M, Heimans JJ, Aaronson NK, et al. Effect of radiotherapy and other 
treatment-related factors on mid-term to long-term cognitive sequelae 
in low-grade gliomas: a comparative study. Lancet 2002;360:1361-1368.

13. Meyers CA, Weitzner MA, Valentine AD, Levin VA. Methilphenidate therapy 
improves cognition, mood and function of brain tumor patients. J Clin 
Oncol1998;16:2522-2527.

14. Silva MC, Miotto EC, De Lucia MCS, De Aguiar PHP. Investigação neurop-
sicológica pré-operatória em pacientes com glioma de baixo grau. J Bras 
Neurocirurg 2007;18:35-39.

15. Klein M, Engelberts NH, Van Der Ploeg HM, et al. Epilepsy in low grade  
gliomas: the impact on cognitive function and quality of life. Ann Neurol 
2003;54:514-520.



Arq Neuropsiquiatr 2011;69(4)

 601

Gliomas: cognitive impairments
Miotto et al.

16. Hahn CA, Dunn RH, Logue PE, King JH, Edwards CL, Halperin EC. Prospec-
tive study of neuropsychologic testing and quality of life assessment of 
adults with primary malignant brain tumors. Int J Radiat Oncol Biol Phys 
2003;55:992-999.

17. Taphoorn MJB, Klein M. Cognitive deficits in adult patients with brain  
tumours. Lancet Neurol 2004;3:159-168. 

18. Wechsler D. Wechsler Abbreviated Scale of Intelligence. San Antonio, TX: 
The Psychological Corporation, 1999. 

19. Brandt J, Benedict RHB. Hopkins Verbal Learning Test- Revised. Odessa: Psy-
chological Assessment Resourse, 2001. 

20. Benedict RHB. Brief Visualspatial Memory Test - Revised. Odessa: Psycho-
logical Assessment Resourse, 1997. 

21. Nascimento E. WAIS-III: Escala de Inteligência Wechsler para Adultos: 
Manual David Wechsler: adaptação e padronização de uma amostra 
brasileira, 1ª ed. Tradução Maria Cecília de Vilhena Moraes Silva. São Paulo: 
Casa do Psicólogo, 2004.

22. Strauss E, Sherman EMS, Spreen O. A compendium of neuropsychological 
tests: Administration, Norms, and Commentary. 2nd ed. New York: Oxford 
University Press, 1998. 

23. Strauss E, Sherman EMS, Spreen O. A Compendium of Neuropsychological  

Test: Administration, norms, and Commentary. 3th ed. New York: Oxford 
University Press, 2006. 

24. Mansur LL, Radanovic M, Araújo GC, Taquemori LY, Greco LL. Teste de  
nomeação de Boston: desempenho de uma população de São Paulo.  
Pró-Fono Ver Atualiz Cient (Barueri) 2006;18:13-20. 

25. Smith A. Symbol Digit Modalities Test. Los Angeles: Western Psychological  
Services, 1991. 

26. Nelson HE. A modified card sorting test sensitive to frontal lobe deficits. 
Cortex 1976;12:313-324.

27. Miotto EC, Evans JJ, Lucia MCS, Scaff M. Rehabilitation of executive dys-
function: A controlled trial of an attention and problem solving treatment 
group. Neuropsychological Rehabilitation 2009, 19:4,517- 540 

28. Miotto EC, Savage CR, Evans JJ, et al. Bilateral activation of the prefrontal 
cortex after strategic semantic cognitive training. Human Brain Mapping 
2006;27:288-295.

29. Miotto EC, Maluf F, Teixeira CAS, Nadalin W, Lucia MCS, Aguiar PHP. 
Evolução neuropsicológica em pacientes com metástases cerebrais sub-
metidos à radioterapia paliativa. J Bras Neurocirurg 2008;19:25-30.

30. Miotto EC, Morris GM. Virtual planning in patients with frontal lobe lesions. 
Cortex 1998;34:639-657.




