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REPORT OF LONG-TERM FOLLOW-UP IN A RANDOMIZED TRIAL COMPARING
RADIATION THERAPY AND RADIATION THERAPY PLUS HYPERTHERMIA TO
METASTATIC LYMPHNODES IN STAGE IV HEAD AND NECK PATIENTS

RICCARDO VALDAGNI, M.D.*' AND MAURIZIO AMICHETTI, M.D.%

*Divisione di Radioterapia Oncologica. Clinica 5. Pio X, Milano: 'Istituto per la Ricerca Scientifica ¢ Tecnologica, Trento;

and *Centro Oncologico, Ospedale 5. Chiara, Trento, ltaly

Purpose: The treatment of inoperable metastatic lymphnodes in patients with head and neck cancer represents a
therapeutic challenge. Clinical results using conventional radiation therapy are disappointing; on the other hand,
the evaluation of recent innovative radiotherapeutic methods is still pending. The end points of this analysis were
focused on long-term local control, on its potential influence on survival, and on late toxicity of a previously reported
randomized Phase 11 study comparing conventionally fractionated radical irradiation alone or combined with local
hyperthermia in fixed and inoperable metastatic neck lymphnodes.

Methods and Materials: The medical records of 41 patients (44 nodes) with advanced locoregional Stage 1V
squamous cell cancer of the head and neck and randomized to treatment in the period 1985-1986 with irradiation
alone (22/23 evaluable nodes) or combined with external hyperthermia (18,21 evaluable nodes), were re-evaluated.
Results: The statistically significant difference observed in *“early™ response (p = 0.0164) in favor of the combined
treatment results in improved S-year actuarial nodal control (p = 0.015). Clinical improvement noted in tumor
control positively affects survival, leading to a statistically significant difference in survival at 5 years (p = 0.02).
With respect to side effects, no clearly enhanced acute or late toxicity has been found; as severe late effects, two
patients with bone necroses possibly related to the combined treatment have been observed. Thermal analysis failed
to show a significant correlation between heating parameters and the end points of the study.

Conclusion: This report with 5-year follow-up confirms the efficacy and the absence of severe toxicity of the
combination of radical radiation and hyperthermia in the treatment of metastatic lymphnodes in Stage I'V squamous

cell carcinoma of the head and neck.
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INTRODUCTION

In an attempt at improving outcome of fixed and inop-
erable N3 (46) metastatic squamous cell lymphnodes from
the head and neck region, a randomized Phase 111 trial
comparing conventionally fractionated radical irradiation
(RT) with or without local external microwave hyper-
thermia (HT) was conducted in 1985-1986 (50). The end
Points of that study were the evaluation of response rate
al 3 months and acute local toxicity. Although the trial
Wwas prematurely closed for ethical reasons, we concluded
our report as follows: “*The results of this report demon-
Strale the advantage of adding hyperthermia to conven-
bonally fractionated radical irradiation without an in-
Crease in acute irradiation side effects in a group of patients
with fixed N3 (TNM-UICC) squamous cell neck nodes

from head and neck primary tumors.” The medical rec-
ords of 41 Stage 1V head and neck pati¢nts (44" nodes)
entered onto the trial were reviewed to check late toxicity
of the combined modalities, to evaluate if “early”™ response
rates translates into local control, and to analyze the re-
lated potential influence on survival.

METHODS AND MATERIALS

Treatment protocol, patient cligibility, and patient
characteristics were described in the first report (30). With
the inclusion of four patients previously not analyzed be-
cause of limited follow-up, 37 of the 41 accrued patients
{21 in the control group and 16 in the RT plus HT arm)
for a total of 40 nodes (on 44 enrolled, 22 in the BT, and
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