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Therapeutic Advances in 
Medical Oncology

Dear Editor,

We comment on Gurizzan et al.1 for their insight-
ful meta-analysis of treatment-related mortality 
(TRD) in head and neck cancer patients under-
going chemoradiotherapy (CRT). Their work 
highlights a crucial clinical issue and the chal-
lenges in balancing treatment efficacy and toxic-
ity. However, we believe that the role of 
radiotherapy (RT) in TRD warrants further 
nuance, particularly regarding fractionation strat-
egies in the era of precision RT.

By necessity, the meta-analysis classifies RT into 
“standard” or “altered” fractionation; however, 
this categorization was the sole criterion used to 
assess toxicity, potentially masking the influence 
of other critical parameters. Historically, fraction-
ation has played a pivotal role in both tumor con-
trol and toxicity modulation,2 particularly when 
RT techniques lacked the precision available 
today.3–5 However, in the context of TRD, the 
impact of fractionation has likely diminished 
compared to factors such as:

•• RT delivery techniques (Intesnsity-
Modulated Radiation Therapy (IMRT), 
3D-CRT, proton therapy),4,5

•• The extent of treatment volumes and the 
ability to parameterize doses to critical struc-
tures (e.g., dose–volume histograms),3,6

•• Therapeutic intent (curative vs 
postoperative).

These parameters are now more influential in 
determining toxicity and mortality risks than frac-
tionation alone is. Modern RT techniques have 
revolutionized treatment precision by reducing the 
irradiation of normal tissues and mitigating toxic-
ity, independent of fractionation.7 The historical 
relevance of altered fractionation, particularly its 
radiobiological impact on tumor control, remains 
undeniable. However, in the era of advanced treat-
ment planning, image guidance, intensity modula-
tion, and adaptive RT, fractionation per se may no 
longer be the dominant factor in TRD.2,8,9

Thus, while we acknowledge the valuable contri-
bution of Gurizzan et al., we encourage the inter-
pretation of their findings in the context of the 
evolving RT paradigms. Future analyses incor-
porating granular RT parameters are essential to 
accurately define the determinants of TRD.
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