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second, what is the role of human papilloma virus (HPV) in
outcomes after retreatment?

Regarding the first inquiry, it is true that GTV is
prognostic and worth considering when selecting patients
for retreatment. Our analysis includes patients treated in
both the postoperative and definitive setting, with GTV
difficult to apply across settings. In the definitive setting
alone, we would refer to the accompanying analysis by
Vargo et al (2), which used a GTV cutoff of 25 cm3

in subset comparisons. When stratifying by recursive
partitioning analysis (RPA) class (Vargo Fig. 1D-E), the
25 cm3 cutoff did seem to affect survival, but not to the
degree of the RPA class (2). For these reasons, we tend to
consider RPA class to be a broad classification and GTV a
“minor” but important factor useful to add nuance.

Regarding the question of HPV, we would note that
oropharynx and oral cavity tumors performed significantly
worse than the arbitrary reference category of nasopharynx
or base-of-skull recurrences. In fact, oral cavity patients
experienced the worst outcomes of any disease site. Here we
would also refer to the companion article investigating dose,
volume, and fractionation by Caudell et al (Supplement
Fig. E2) (3), which plots overall survival among recurrent or
second primary oropharynx cancers stratified by HPV status.
In the 65 patients with known HPV status, improved survival
was noted in the HPVþ patients, but this difference did not
meet statistical significance. It would seem, therefore, that
although HPV may play a role in outcome after retreatment,
HPV status may not be a key factor given the aggressive and
distinct nature of recurrent or second primary cancers.

In conclusion, we would agree that there is an array of
variables that influence patient selection. Our hope is that
the RPA will provide a broad overview by identifying 3
homogeneous cohorts which practitioners can use as a
starting point for the nuanced decision process required in
these challenging scenarios.
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The Radiation Safety of 5G
Wi-Fi: Reassuring or Russian
Roulette?
To the Editor: The impending rollout of fifth-generation
(5G) Wi-Fi in mobile phones, augmenting the current
fourth-generation (4G) technology toward making global
interconnectivity between devices a reality, has been touted
as a significant improvement of speed compared to current
and previous wireless signaling (1). Less well explored are
the potential consequences associated with this need for
speed: namely, the substantial increase in biologic exposure
to radiofrequency electromagnetic fields from the 1900-
2100 MHz associated with 4G to the 3500 MHz estimated
median bandwidth of 5G (2).

While studies of human lymphocytes have indicated no
impact of short-term (30-minute) 900 MHz exposure on
DNA integrity, animal studies have demonstrated that long-
term exposure to 900-1800 MHz via second-generation
mobile phone radiation (48 min/d for 30-180 days) induces
hippocampal damage. In fact, a recent investigation of
human neuroblastoma cells revealed enhanced susceptibil-
ity to oxidative stress even after 1800 MHz exposure for
only 10 minutes, with concomitantly increasing reactive
oxygen species levels at 30- and 60-minute exposures (3-5).
Due to safety concerns of the doubling of dosage from
these levels associated with 5G adoption, a worldwide
consortium of physicians and scientists from more than 35
countries has recommended a moratorium on 5G rollout
pending further safety investigation (1).

What is the role of the medical community (particularly
radiation oncology) in this arena? Are we to remain silent
while focusing only on optimizing care of our immediate
patients, or do we have a responsibility to utilize our clin-
ical knowledge of radiation safety and efficacy to aid in
preventing corporate profit from being the primary deter-
minant of acceptable radiation exposure from wireless
networks?
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