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Letter to the Editor: Commentary

on “Bevacizumab Alone Versus
Bevacizumab Plus Irinotecan in
Patients With Recurrent Glioblastoma”

Paolo Tini

Department of Medical Sciences, Surgery and Neuroscience, Universita di Siena, Siena, Italy

» See the article “Bevacizumab Alone Versus Bevacizumab Plus Irinotecan in Patients With Recurrent
Glioblastoma: A Nationwide Population-Based Study” in volume 39, number 34, e244.

To the Editor:

I am writing to express my appreciation for the recently published article titled "Bevacizumab
Alone Versus Bevacizumab Plus Irinotecan in Patients With Recurrent Glioblastoma: A
Nationwide Population-Based Study" in ] Korean Med Sci.1 This study provides valuable insights
into the treatment landscape for recurrent glioblastoma, a condition for which effective
therapeutic options remain limited.

The use of a large, population-based cohort from the Health Insurance Review and Assessment
Service (HIRA) database is particularly commendable. Including 846 patients allowed for

a robust comparison between bevacizumab monotherapy and combination therapy with
irinotecan. The finding that overall survival did not significantly differ between the two
treatment groups is a significant contribution to our understanding, suggesting that the
addition of irinotecan may not offer a survival benefit in this context as previously reported.2,3

However, one important consideration warrants attention:

Performance Status and Quality of Life: A significant limitation of the study is the exclusion
of data on performance status and quality of life. In clinical practice, performance status,
often assessed using the Karnofsky Performance Scale (KPS) or Eastern Cooperative
Oncology Group (ECOG) criteria, plays a crucial role in treatment decisions for glioblastoma
patients. It reflects a patient's functional ability and their capacity to tolerate therapies,
especially when considering the additional toxicity burden posed by irinotecan.4
Understanding how patients with varying performance statuses responded to bevacizumab
with or without irinotecan could offer deeper insights into treatment efficacy and tolerability.

Similarly, quality of life (QoL) is an essential outcome, particularly in the context of
glioblastoma, where disease progression and treatment-related adverse effects can severely
impact patients' physical, emotional, and social well-being. The adverse effects of irinotecan,
such as severe gastrointestinal toxicity and hematologic complications, may not only affect
treatment adherence but also lead to a deterioration in patients’ overall quality of life.5
Without data on these parameters, it is difficult to assess whether the addition of irinotecan
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provides a net clinical benefit. For example, while bevacizumab may stabilize the disease or
control symptoms like cerebral edema, the added toxicity from irinotecan could outweigh
any potential marginal survival benefit.6

Future studies should prioritize the inclusion of performance status and quality of life

metrics to offer a more holistic understanding of the clinical outcomes associated with these
treatments. Incorporating validated tools like the Functional Assessment of Cancer Therapy-
Brain (FACT-Br) or the European Organisation for Research and Treatment of Cancer Quality
of Life Questionnaire (EORTC QLQ-C30) would allow researchers to better evaluate the impact
of treatments on patient well-being.” This, in turn, would help clinicians make more informed
decisions, balancing survival benefits with the preservation of patients' quality of life.

In conclusion, this study makes a valuable contribution to the ongoing discussion about the
optimal management of recurrent glioblastoma. The findings suggest that bevacizumab
monotherapy could be preferable, especially considering the additional toxicity burden associated
with irinotecan. However, to strengthen these conclusions, prospective studies incorporating
molecular markers, performance status, and quality of life assessments are necessary.

Authors’ Response to the Letter

We would like to thank Dr. Paolo Tini for his insightful commentary on our study. As noted
in the original manuscript, our research was based on national health insurance claim data,
which inherently lacks detailed information on QoL metrics. This limitation was clearly
stated in the discussion section of our paper.! While QoL assessments would indeed offer a
more comprehensive understanding of treatment impact, the data available in our study did
not allow for such an analysis. We acknowledge this as a limitation of our work.

Not only in national database studies, but also in routine clinical practice, we find that
detailed QoL assessments, while valuable, are often difficult to implement, particularly in
cases involving severely ill patients like those with recurrent glioblastoma.8 In such situations,
performance status assessments, such as the KPS, can provide practical insights into patient
functionality and serve as an alternative measure when detailed QoL data is unavailable.?

Regarding the use of irinotecan, we agree that further investigation is necessary. Based

on clinical experience, it seems that the choice between monotherapy with bevacizumab

and combination therapy with irinotecan is often influenced by the prescribing physician's
preferences. Given that there is no strong evidence base to guide these decisions, it is likely
that treatment choices vary according to individual clinical judgment, and it is highly possible
that these decisions were made considering the patient's condition.

As described in our study, we excluded cases where patients switched regimens, and in most
instances (90%), this shift occurred from combination therapy to monotherapy due to the
adverse effects associated with irinotecan.3 This supports our conclusion that bevacizumab
monotherapy may be a preferable option in terms of balancing efficacy and toxicity in the
real-world clinical setting.

In conclusion, while our study provides valuable insights based on the available data, further
research is needed to refine the understanding of irinotecan’s potential benefits. We again
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thank Dr. Tini for his valuable feedback and hope that this exchange will stimulate further
research in the field.
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