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Abstract
Purpose: Despite all the progress with genetic mapping and multimodal treatment, the prognosis of GBM
remains poor, with median overall survival (OS) of only 12 to 15 months. Several studies showed
correlations between clinical features and prognosis, however the same don`t occurs with radiological
features. The purpose of this study is to determine possible correlations between the volumetric analysis
of glioblastoma compartments and the proliferation index represented by Ki-67.

Methods: We performed a retrospective analysis of MRI studies of 70 patients with glioblastoma
multiforme acquired up to one week before surgery. The tumor compartments were divided in enhancing
zone; edema zone and tumor total zone. Each compartment was submitted to volumetric analysis using
Horos Project software. Linear regression model was used to assess correlations between ki-67 index and
volume of each compartment with p value of 0,05.

Results: Male/female ratio in our study was 1.7:1, at a mean age of 60.7 ± 14.6 years. Tumor
predominant location was the temporal lobe with 25% of cases and cystic morphology was present in
17%. The median of Ki-67 was 40%. The average tumor compartment volume was 40.8 cm3 for contrast-
enhancing zone, 62.7 cm3 for edema zone and 103.5 cm3 for total tumor volume. A significant
association between Ki-67 index and edema zone volume (p=0.02).

Conclusion: Volumetric analysis of the edema zone in ​​patients with MRI scans suggestive of
glioblastoma could offer the possibility of predicting tumor aggressiveness through correlation with Ki-67
index.

Introduction
Glioblastoma multiforme (GBM) represents up to 81% of all primary malignant tumors of the central
nervous system (CNS).1 This aggressive brain tumor has an incidence of four thousand new cases per
year in the United States and increasing rates in Australia, Finland, South America and Europe.1-4   Despite
all the progress with genetic mapping and multimodal treatment over the last decade, the prognosis of
GBM remains poor, with median overall survival (OS) of only 12 to 15 months.5,6  

Clinical variables used to predict patient prognosis include age, Karnofsky performance status (KPS),
extent of contrast-enhancing zone resection, methylation status of O-6-methylguanine-DNA
methyltransferase and chemo-radiotherapy protocol. 7-10 A recent meta-analysis showed association
between the overexpression of proliferation index Ki-67 and worse outcome scores.11

On the other hand, a few investigators have assessed direct or indirect correlations between GBM
compartment volume in magnetic resonance imaging (MRI) and prognosis. However, these findings have
not been consistent so far.
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To increase lifespan and improve quality of life in glioblastoma patients, it is essential to further
investigate possible prognostic factors in order to identify high risk patients and start the treatment as
soon as possible.

The purpose of the present study is to determine possible correlations between the volumetric analysis of
glioblastoma compartments and the proliferation index represented by Ki-67.

Materials And Methods
We performed a retrospective analysis of MRI studies of 70 patients with glioblastoma multiforme. Two
pathologists confirmed their diagnosis through histological and immunohistochemical studies. All
patients underwent surgical resection or stereotactic biopsy performed by three senior neurosurgeons in a
single institution between January 2014 and December 2018.

MRI scans were acquired up to one week before surgery with 1.5T or 3.0T machines. Two neurosurgeons
performed volumetric measurements using the semi-automatic method in the Horos Project software and
volumes were expressed in cubic centimeters (Fig1). All MRI scans were realized before patient corticoid
introduction.

Glioblastoma compartments were defined as:

Enhancing zone: Heterogeneous gadolinium-enhancing zone associated with necrosis zone
measured by T1-contrast MRI sequence.

Edema zone: Zone of hyperintensity in FLAIR MRI sequence which involves the enhancing zone.

Total tumor zone: The sum of the volumes of enhancing and edema zones.

We carried out statistical analyses using Minitab 14 software and applied descriptive statistics for
categorical and continuous variables. We used a linear regression model to assess correlations between
continuous variables. A p-value of 0.05 or lower was regarded as statistically significant.

Ethics Approval

This study was approved by the Fundação Faculdade Regional de Medicina de São José do Rio Preto -
FAMERP ethics committee and was performed according institution guidelines.

Informed Consent

The need for informed consent was waived by Fundação Faculdade Regional de Medicina de São José
do Rio Preto - FAMERP ethics committee for the present study.

Results
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Male/female ratio in our study was 1.7:1, at a mean age of 60.7 ± 14.6 years. Approximately 75% of
patients were 60 years old or younger. Mean Karnofsky performance status was 83 ± 7.3% at patient
admission.

The predominant tumor location was the temporal lobe with 25% of cases, followed by frontal and
parietal lobes with 21% each, occipital lobe with 20%, central core with 11%, and posterior fossa with 2%
of cases. As for hemisphere distribution, 50% of tumors were in the left hemisphere, 47% were in the right
hemisphere, and 3% of patients presented bilateral tumor. Lesions with cystic morphology were 17%.

The median of Ki-67 was 40%, and it did not appear to be related to age or sex.

The average tumor compartment volume was 40.8 cm3 for contrast-enhancing zone, 62.7 cm3 for edema
zone and 103.5 cm3 for total tumor volume.

There was significant association between Ki-67 index and edema zone volume (p=0.02), which was not
the case for enhancing zone volume (p=0.10) and total tumor volume (p=0.33),(Fig2).

Discussion
Ki-67 is a protein associated with cell proliferation which increases during the mitotic process, mainly in
the S phase of the cycle. The expression of Ki-67 in tumor cells, quantified in percentage, is called the Ki-
67 index, which could be associated with prognosis in tumors such as melanomas, and breast and
bladder carcinomas.12-15

In 2000, Shimizu, et al16 showed a relevant correlation between the Ki-67 index and choline levels on MR
spectroscopy images. However, their research had limitations, such as a small number of patients, image
artifacts and errors in spectral evaluation.16,17 

Our study revealed a positive association between the Ki-67 index and edema zone volume in GBM. To
the best of our knowledge, this is the first study to find this statistical correlation. Volume of necrosis
zone and total tumor volume showed no association with a high proliferation index as shown by other
authors.17-19

The method for volumetric calculations in this study was quantitative, semi-automatic, which offers the
advantage of manually demarcating the contours of each type of volume selected in each of the regions
of interest (ROI) of an image. This allowed us to avoid deviations in lesion volume that commonly occur
when a completely automatic methodology is applied.19,20

According to Odland et al20 the disadvantage of the semi-automatic method is an interobserver variation
when quantifying volume. Thus, in order to avoid divergences in volume quantification, two
neurosurgeons performed the volumetric analysis in the present work.
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We chose Horos Project because it is an open source, easy-to-handle software and it is accurate to delimit
tumor compartments.21

In 2019, Henker, et al17 tried to show associations between tumor compartment volume and Ki-67 index in
a study with 150 glioblastoma patients, using a 3D neuronavigation software. The authors, however, did
not succeed, possibly due to a variation of volume measurement methodologies and the software used.
Nevertheless, this same study found associations between elevated Ki-67 index and glioblastoma
outcome.

Armocida, et al22 presented an association between high Ki-67 index and large total volumes (>45 cm3)
but not edema volumes, unlike our study. In this case, despite the use of similar measurement methods
and software, compartment definition, which is not clearly stated, could differ from ours.

Another divergence between findings of different studies is the proliferative index variation according to
the site of extraction for biopsy, as proposed by Jakovlevs, et al.23

An interesting finding from Armocida, et al22 was a negative association between Ki-67 index and patient
progression-free survival.

Other authors support the idea of an association between the Ki-67 index and prognosis. Liang, et al24

showed a correlation between the Ki-67 index and first-year mortality in 335 glioma patients and Chen, et
al11 revealed in their meta-analysis that elevated levels of Ki-67 can be a predictive factor for poor
prognosis in glioblastoma.

Therefore, we could propose a negative association between edema volume and prognosis in patients
with glioblastoma. Based on this, patients with large volumes of edema should undergo not only urgent
surgery, but oncological evaluation during hospitalization and adjuvant treatment as soon as possible.
This could contribute to better outcomes. 

Despite these findings, a limitation of our research is the retrospective format and, therefore, prospective
studies are necessary to clarify the relation between glioblastoma compartment volume and clinical
variables such as prognosis.

Conclusion
Volumetric analysis of the edema zone in patients with MRI scans suggestive of glioblastoma could offer
the possibility of predicting tumor aggressiveness through correlation with Ki-67 index. Patients
presenting large zones of edema should be treated quickly to improve prognosis.

Declarations
Funding Source



Page 6/10

No funding was obtained for this study.

Conflict of Interest

The authors have no financial disclosures to declare.

Submission Statement

The contents of this work have not been copyrighted or published previously.

Consent for publication

The authors consent the publication in this journal.

Data Availability

The datasets analyzed during the current study are available from corresponding author on reasonable
request.

Authors' contributions

Ricardo Lourenço Caramanti – Study design, Literature search, Data acquisition, Statistical analysis,
Manuscript editing

Feres Chaddad-Neto - Study design, Statistical analysis, Manuscript review

Dionei Freitas de Morais - Study design, Statistical analysis, Manuscript review

Carlos Eduardo Rocha - Literature search, Data acquisition, Statistical analysis, Manuscript editing

Lúcia Helena Neves Marques - Study design, Literature search, Data acquisition, Statistical analysis,
Manuscript editing

Waldir Antônio Tognola - Study design, Statistical analysis, Manuscript review

Mário José Góes - Literature search, Manuscript review

References
1. Ostrom, Q. T. et al. CBTRUS statistical report: Primary brain and central nervous system tumors

diagnosed in the United States in 2012–2016. Neuro Oncol. 21, 1–100
https://doi.org/https://doi.ogr/10.1093/neuonc/noz150 (2019).

2. Dobes, M. et al. A multicenter study of primary brain tumor incidence in Australia (2000–2008).
Neuro Oncol. 13, 783–790 https://doi.org/10.1093/neuonc/nor052 (2011).



Page 7/10

3. Korja, M. et al. Glioblastoma survival is improving despite increasing incidence rates: a nationwide
study between 2000 and 2013 in Finland. Neuro Oncol. 21, 370–379
https://doi.org/10.1093/neuonc/noy164 (2019).

4. Miranda-Filho, A. et al. Cancers of the brain and CNS: global patterns and trends in incidence. Neuro
Oncol. 19, 270–280 https://doi.org/10.1093/neuonc/now166 (2017).

5. Stupp, R. et al. Radiotherapy plus concomitant and adjuvant temozolomide for glioblastoma. N Engl
J Med. 352, 987–996 https://doi.org/10.1056/NEJMoa043330 (2005).

6. Tykocki, T. & Eltayeb, M. Ten-year survival in glioblastoma A systematic review. J Clin Neurosci. 54,
7–13 https://doi.org/10.1016/j.jocn.2018.05.002 (2018).

7. Brown, T. J. et al. Association of the Extent of Resection With Survival in Glioblastoma. JAMA Oncol.
2, 1460–1469 https://doi.org/10.1001/jamaoncol.2016.1373 (2016).

8. Stark, A. M., Stepper, W. & Mehdorn, H. M. Outcome evaluation in glioblastoma patients using
different ranking scores: KPS, GOS, mRS and MRC. Eur J Cancer Care. 19, 39–44
https://doi.org/10.1111/j.1365-2354.2008.00956.x (2010).

9. Lacroix, M. et al. A multivariate analysis of 416 patients with glioblastoma multiforme: prognosis,
extent of resection, and survival. J Neurosurg. 95, 190–198
https://doi.org/10.3171/jns.2001.95.2.0190 (2001).

10. Zinn, P. O. et al. Radiogenomic mapping of edema/cellular invasion MRI-phenotypes in glioblastoma
multiforme. PLoS One. 6, e25451 (2011). https://doi.org/ 10.1371/journal.pone.0025451

11. Chen, W. J. et al. Ki-67 is a valuable prognostic factor in gliomas: evidence from a systematic review
and meta-analysis. Asian Pac J Cancer Prev. 16, 411–420
https://doi.org/10.7314/apjcp.2015.16.2.411 (2015).

12. Wong, E. et al. Cut-point for Ki-67 proliferation index as a prognostic marker for glioblastoma. Asia
Pac J Clin Oncol. 15, 5–9 https://doi.org/10.1111/ajco.12826 (2019).

13. Dang, Y. W. et al. (2014) Effects of miR-152 on cell growth inhibition, motility suppression and
apoptosis induction in hepatocellular carcinoma cells. Asian Pac J Cancer Prev. 2014; 15(12): 4969–
4976.

14. Cuylen, S. et al. Ki-67 acts as a biological surfactant to disperse mitotic chromosomes. Nature. 535,
308–312 https://doi.org/10.1038/nature18610 (2016).

15. Alkhaibary, A. et al. Ki-67 labeling index in glioblastoma; does it really matter? Hematol Oncol Stem
Cell Ther. 12, 82–88 https://doi.org/10.1016/j.hemonc.2018.11.001 (2019).

16. Shimizu, H. et al. Correlation between choline level measured by proton MR spectroscopy and Ki-67
labeling index in gliomas. AJNR Am J Neuroradiol. 21, 659–665 (2000).

17. Henker, C. et al. Correlation of Ki-67 Index with Volumetric Segmentation and its Value as a
Prognostic Marker in Glioblastoma.. World Neurosurg. 125, e1093–e1103
https://doi.org/10/10.1016/j.wneu.2019.02.006 (2019).



Page 8/10

18. Henker, C. et al. Effect of 10 different polymorphisms on preoperative volumetric characteristics of
glioblastoma multiforme. J Neurooncol. 126, 585–592 (2016). https://doi/org/ 10.1007/s11060-
015-2005-9

19. Henker, C. et al. Volumetric quantification of glioblastoma: experiences with different measurement
techniques and impact on survival. J Neurooncol. 135, 391–402 https://doi.org/10.1007/s11060-
017-2587-5 (2017).

20. Odland, A. et al. Volumetric glioma quantification: comparison of manual and semi-automatic tumor
segmentation for the quantification of tumor growth. Acta Radiol. 56, 1396–1403
https://doi.org/10.1177/0284185114554822 (2015).

21. Horos Avaiable at https://www.horosproject.org/download/. Accessed 6 October 6 2018

22. Armocida, D. et al. Is Ki-67 index overexpression in IDH wild type glioblastoma a predictor of shorter
Progression Free survival? A clinical and Molecular analytic investigation. Clin Neurol Neurosurg.
198, 106126 https://doi.org/10.1016/j.clineuro.2020.106126 (2020).

23. Jakovlevs, A. et al. Heterogeneity of Ki-67 and p53 expression in glioblastoma. Acta Chir Latv. 14,
11–14 https://doi.org/10.2478/chilat-2014-0102 (2014).

24. Liang, J. et al. Prognostic factors of patients with Gliomas – an analysis on 335 patients with
Glioblastoma and other forms of Gliomas. BMC Cancer. 20, 35 https://doi.org/10.1186/s12885-019-
6511-6 (2020).

Figures



Page 9/10

Figure 1

a - MRI in T1-weighted sequence with gadolinium showing the calculation of the lesion volume for the
enhancing zone. b - MRI in FLAIR-weighted sequence showing the calculation of the lesion volume for
tumor edema zone. Volumetric calculations were estimated with the manual tracer of the Horos Project
software, by measuring the area of interest with a slice-by-slice semi-automatic method
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Figure 2

Scatter diagram showing positive correlation between Ki-67 index and volume of edema (p=0.02)


